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P-ROGEEDI-NGS
(9:11 a.m)

CHAI RPERSON NI PPER: Is the FDA staff
ready to go here and all the visual and audi o people
ready to go? Good norning, |I'm Henry N pper and |I'm
the Chair of this panel and I'd Iike to welcone you to
our panel neeting. In this agenda we'll discuss the
recommendations on an over-the-counter process for
nmeasuring the vaginal pH  The discussion will include
appropriate clains, designs to support cl ai ns,
performance expectations and | abel i ng.

At this tine I'd like to call on M.
Veronica Calvin, the Executive Secretary to the panel,
for opening renmarks.

M5. CALVIN Good nor ni ng. For the
benefit of those who were not here yesterday, the
Conmttee nmet and discussed the pre-nmarket approval
application for the d ucoWatch Biographer, a device
i ndicated for frequent unnedi ¢ and uni nvasi ve
nonitoring of glucose levels in adults wth diabetes.

After our very lively discussion, the panel
unani mously recommended approval with conditions.

At this time 1'd like to formally
introduce the Chairman, Dr. N pper. Dr. N pper is

Assi stant Dean for Adm ssions at Creighton University
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School of Medicine, Associate Professor of Pathol ogy
at Creighton, and Associate Drector of dinical
Chem stry and Toxicology at St. Joseph's Hospital in
Qmaha, Nebraska. | would also like to acknow edge
some guest panelists.

W are pleased to have Dr. Jean Janosky,
the Statistician from the Dental Products Panel, and
Dr. Mchael Dianond fromthe Cbstetrics and Gynecol ogy
Devi ces Panel . Drs. Carnelita Tuazon and Dr. Tom
Sedl acek from the M crobiology Devices Panel and Dr.
Em |y Koumans from our sister agency, the Centers for
Di sease Control and Prevention. | alnost said Centers
for Devi ces.

W were also supposed to have present Dr.

Penny H tchcock from NIH, but she's ill and could not
be here today. W will also have a speaker, Dr. Jane
Schwebke. W are pleased to have her. She is the

Associ ate Professor of Medicine and Epidemology in
t he Departnent of Medicine and Infectious D seases and
School of Public Health at the University of Al abama
at Birmngham Now I'd like for the panel nenbers to
i ntroduce thensel ves, beginning with Dr. Robert Habig.
DR, HABI G Hel | o, good norning. ' m
Robert Habig, I'm the Vice President of dinical

Qperations at Cytonetrics, Inc. and |I'm the non-voting
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| ndustry Menber of the panel.

M5. KRUGER Good norning, |'m Davida
Kruger, I'"'ma certified Nurse Practitioner in the area
of diabetes at Henry Ford Health Systens in Detroit
M chigan. And |I'mthe Consuner Representative.

DR EVERETT: I'"'m Janmes Everett. ' m
Medi cal Director of Medicine, Menorial Health Care.

DR MANNO I'm Barbara Manno, [''m
Professor of Psychiatry at the Louisiana State
University Health Sciences Center in Shreveport,
Loui si ana. And |'m Professor of Psychiatry and Co-
Director of the dinical Toxicology Laboratory for the
hospi t al .

DR SEDLACEK: |'m Thormas Sedl acek. |'ma
practicing gynecol ogi st. | hold faculty positions at
Hannenman University and the Philadel phia College of
Ost eopat hi ¢ Medi ci ne.

DR, HARRI NGTON- FALLS: Good norning, |I'm
Beverly Harrington-Falls, practicing @/ Gn wth
Cornerstone Healthcare in Hi gh Point, North Carolina.

DR, DI AMOND: My nane is M chael D anond,
I"m the Kanran Moghissi Professor of Cbstetrics and
Gynecol ogy and Director of t he Di vi si on of
Reproductive Endocrinology and Infertility at Wyne

State University in Detroit, M chigan.
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DR TUAZON: I'mCarnelita Tuazon fromthe

George Washington University Medical Center. "' m
Prof essor of Medicine and a nenber of the Division of
| nf ecti ous Di seases.

DR, KOUMANS: I'"'m Em |y Koumans, Medical
Epi dem ol ogi st with the Division of STD Prevention in
t he Epi dem ol ogy and Surveill ance Branch.

DR R FA: ['m Nader Rifai. [''m
Associ ate Professor of Pathology at Harvard Medical
School and Director of d i nical Chem stry at
Children's Hospital in Boston.

DR, JANCSKY: Janine Janosky from the
University of Pittsburgh School of  Medi ci ne, a

bi ostati sti ci an.

DR ROSENBLOOM Arl an Rosenbl oom
Di sti ngui shed Servi ce Pr of essor Emeritus in
Pediatrics, University of Florida. I'"'m Director of

Children's Medical Services for the State of Florida.
DR GUTMAN: I'm Steve @itnan, |'m the
Director of the Division of dinical Laboratory

Devi ces, FDA.

V5. CALVI N Thank you. I will now read
the Conflict of Interest Statenent. The follow ng
announcenent address conflict of i nt erest i ssues

associated with this neeting and is made part of the
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record to preclude even the appearance of an
inmpropriety. To determne if any conflict existed the
Agency reviewed the submtted agenda and all financia
interests reported by the commttee participants. The
Confli ct of | nt er est statutes prohibit speci al
governnent enployees from participating in matters
t hat could their or their enployers financial
interests.

However, the agency has determ ned that
participation of certain nmenbers and consultants, the
need for who's services outweighs the potentia
conflict of interest involved, is in the best interest
of the governnent. A waiver is on file for Dr.
M chael Dianmond's interest and a waiver has been
granted to Dr. Arlan Rosenbloom for his interest in
any firm at issue that could potentially be affected
by the Conmttee's deliberations.

The waivers allow these individuals to
participate fully in today's deliberations. Copies of
this waiver nmay be obtained from the agency's freedom
of information office, Room 12-A-15 of the Parklawn
Bui | di ng. W would like to note for the record that
Dr. Jane Schwebke, who is a guest speaker today, has
acknow edged previous related interests in the firm at

issue. We would also like to note for the record that
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Dr. Koumans, who is a guest, has acknow edged a
related interest in the firmat issue.

In the event that the discussions involve
any other products or firns not already on the agenda,
for which an FDA participant has a financial interest,

the participant should excuse him or herself from such

i nvol vemrent and the exclusion will be noted for the
record. Wth respect to all other participants, we
ask in the interest of fairness that all persons

maki ng statenents of presentations, disclose any
current or previous financial involvemrent wth any
firmwhose products they may wi sh to coment.

"1l turn the neeting back over to Dr.
Ni pper.

CHAlI RPERSON NI PPER: Thank vyou. As our
first itemon the subject nmatter agenda, we're to hear
a presentation from Dr. Jean Cooper, who is the Branch
Chief with the Center. Dr. Cooper, wel cone.

DR  COCPER Good norning, as Dr. N pper
stated, | am Dr. Jane Cooper, Chief of dinical
Chemstry and dinical Toxicology Branch in the
Division of dinical Laboratory Devices. I will
present a brief overview of vaginal pH devices, sone
of the challenges we are facing, pre-market review

considerations for home wuse of in vitro diagnostic
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devices and questions for panel consideration. FDA
has seen an increased interest to market over-the-
count er devi ces that neasure vagi nal pH

These devices have been pronoted for a
variety of indications such as diagnosing or aiding in
the diagnosis of bacterial vagi nosi s, parasitic
infections or trichononiasis, and/or vaginitis. And
they would be available for use by pregnant and non-
pregnant wonen, whether synptomatic or asynptonatic.
To use these tests, wonen would add a vagi nal speci nen
to the device or hold the device against their vagina
wal | for a few seconds, t hen conpar e t he col or
produced on the pH paper to the color chart provided
in the kit. Certain colors, such as blue, correlate
to optimum pH levels, which could be indicative of
some abnormal vaginal condition. FDA to date has
cleared two devices for the nmeasurenment of vaginal pH
as an indication of an abnormal vaginal condition.
However, both have been intended for use by health
care professionals only.

Testing in this study provides for the
interpretation of pH results in the context of nedica
history, a physical exam and/or other diagnostic
pr ocedur es. Limtations of the test are well

under st ood, however, diagnosis of vaginal infections,
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even in these environnents, can often be chall enging.

Anot her issue to consider is that although changes in
vaginal pH are associated with a variety of disease
conditions, the association between disease states and
the pH reported are not strong.

And analysis of three pivotal studies were
perfornmed by one sponsor | ooking at bacteri al
vagi nosis, vaginitis as a diagnostic endpoint. Usi ng
a pH cut-off of approximately 4.5 or 4.7, the
followi ng performances were observed. Then using
conservative values of reported prevalences, the
positive predictive values and negative predictive
val ues were recalculated and the results are shown in
this table.

Based on the results, there is a 51
percent probability that synptomatic wonen who test
positive with these tests, wll actually have sone
vagi nal di sease of a bacterial nature. \Wien you | ook
at the asynptomatic popul ation these tests would be an
even less strong predictor of bacterial vaginosis.
For exanmple, in wonen who test positive, the results
do provide assurance that with a negative vaginal pH
test result, say less than 4.5, it is likely that a
bacterial or parasitic infection does not exist.

FDA expects that these nunbers are a
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reasonable reflection of likely device performance in
t he general population. These are the types of issues
that are raised during the pre-market review and
special considerations mnust be given to devices
intended for hone use. FDA's approach toward
regulation of these types of products was first
outlined in 1988, put the publication of the guidance
docunent entitled, "Assessi ng t he Saf ety and
Ef fectiveness of Home-Use In Vitro Diagnostic Devices:
Draft Points to Consider Regarding Labeling and Pre-
Mar ket Subm ssi ons.
The docunent outlines three key paraneters
in FDA's review of home-use devices. First, the tests
when used in the hands of lay wusers nust produce

results equivalent to those expected in the hands of

pr of essi onal s. Secondly, the test results nust be
interpretable by lay users. Third, the benefits of
use nust outweigh the risks. Docunentati on of the

first point requires field studies designed to mmc
real -world use.

Data sets from lay users are required to
denmonstrate key performance paraneters, such as
accuracy. Docunentation of the second and third
points requires a clinical evaluation of the proposed

test and an intense, sone mght say excessive, review

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

37

of proposed |abeling. FDA s review of the nerit of a
home test takes into account the benefit versus the
ri sk of having home access to test results.

A mjor issue in this evaluation is
whet her information can be clearly conmunicated to |ay
users and would lead the users to actions that pronote
health and mnimzed harm Qui dance is avail able.
The gui dance docunent on |abeling of hone-use devices
has been published by the NCCLS. This docunent
includes information on techniques for evaluating the
readi ng | evel of a package insert. FDA requires these
products to be targeted at a seventh grade reading
| evel .

The NCCLS docunent al so i ncl udes
information on how test reliability can be reported in
a manner understandable by |ay users. FDA has al so
gui dances on | abeling of hone-use devices, one being
the 1988 Points to Consider, previously nentioned and
the Wite it R ght nmanuscript. Al t hough hone-use
| aboratory tests have been marketed in the United
States for nore than 20 years, these represent a
relatively small nunber of test types.

Until the end of 1996, hone-use devices
included only seven categories of tests. V& expect

continued growmh of the nunber and scope of products
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offered for hone use, particularly as technologies
inmprove and with the increase in health consciousness
of the general public. However, it is our mssion to
protect the public health and we nust ensure the
safety and effectiveness of these in vitro diagnostic
product s.

You will be hearing from several public
speakers and invited guests, Dr. Jane Schwebke. And
as you listen to their presentations, please renenber
the follow ng questions in which we seek your specific
i nput . Question 1, are there sufficient data
denmonstrating an association between the vaginal pH
and various states of vaginal disease to allow use of
such a product in an over-the-counter setting? | f
not, what additional studies would be needed?

Question 2, what intended uses are
appropriate for an over-the-counter device for
nmeasurenent of vaginal pH? Two exanples are as
fol | ows. To nmonitor for recurrence in wonmen wth a
hi story of docunented recurrent vaginal infections.
For wuse in synptomatic wonen to determne pH to
di stingui sh between al kaline and non-al kal i ne vagi na
i nfections. If non-alkaline, to direct use of anti-
fungal creans, or if either alkaline or non-alkaline,

reconmend that they see their doctor.
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Should the device be used with pregnant
wonen? Wuld any additional testing be necessary for
pregnant wonen? \What l|abeling is appropriate for such
devi ces? How should the performance be captured in
the labeling? What limtations should be included in
the | abeling? And should the labeling be witten
simlar to an educational brochure? \Wat risks are
associated with having these devices available over-
the-counter? And do the benefits of over-the-counter
use outweigh the risks?

W thank you for your attention to this
important matter. The Review Team assigned to this
product would be happy to answer any of your
guest i ons.

CHAI RPERSON NI PPER: Thank you. | have a
brief question that doesn't have to be answered now
but I would like to know it a little bit later, if we
could. On the slide where you did sonme recal cul ation
on the analysis of three pivotal studies, you said
t hat there were, you conservatively esti mat ed
preval ence. But | thought maybe the staff could,
during the day, provide, if you don't have that now,
what prevalence you assumed in the popul ations?
Thanks.

DR. COOPER Let ne get back to you.
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CHAI RPERSON NI PPER: | just want to see a

little bit about how many fal se positives we deal with
in a couple of the cases. Thanks. Thank you very
much for your presentation, Dr. Cooper. At this point
-- okay, yes. Identify yourself, too.
DR, KOUVANS: Yes, Em |y Koumans from CDC

There's, on Question Nunmber 1 it says are there
sufficient data denonstrating an association? And |I'm
wondering if there's any guidance or whether this is
sonmething that is fornmulated as we go in terns of what
sufficient data is?

CHAlI RPERSON NI PPER: | think we're going
to formulate that as we go and that's part of our job
as the panel to figure out whether the data are
sufficient. I think we'll have plenty of opportunity
today to come to that conclusion. | know, |'m sure
many of us who are not intimately famliar with this
topic are going to be answering the sane question
Any other things that the panel would like to remark
on before we start the open public hearing?

Ckay, I'm a little early on the open
public hearing, does that present a problen? Ckay.
This is the part of the day when we're going to hear
from public attendees who contacted Ms. Calvin prior

to the neeting. These individuals are going to
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address the panel and present information relevant to

the agenda. I wll remnd you if you don't
voluntarily do it, to tell us whether you have any
financial involvenent with the nmanufacturer of the

product being discussed or with their conpetitors.
And the first speaker is Thomas Tsakeris.
MR. TSAKERI S: Good norning, M. Chairnan,

Madanme Executive Secretary, Dr. Gutnman and Menbers of

the FDA Panel, and other FDA staff. | am Tom
Tsakeris, a Regulatory Consultant for PhenTek. | am
being paid for ny appearance here today, | have no
other financial interest in the conpany. Phenifek is

of course a conpany that has devel oped the vagi nal pH
test intended for over-the-counter use.

As a former enployee of 18 years wth
FDA's Division of Cinical Laboratory Devices, | would
like to speak to you this norning about the scientific
and regulatory criteria FDA has traditionally applied
to the pre-nmarket evaluation of proposed new over-the-
counter in vitro devices or IVDs. And also to relate
this criteria to evaluation of a proposed over-the-
counter vagi nal pH test.

Now, |ike other prescription use |VDs,
over-the-counter hone tests can be categorized into

three major groups. They're, of course, diagnostic
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tests, such as those for testing urine and pregnancy.

Screening tests such as those for testing stool for
traces of blood that nay be indicative of colon
cancer. And finally tests used to nonitor an already
di agnosed di sease or condition, such as the honme bl ood
glucose nonitors for diabetics which of course this
panel is now nore than intimately famliar.

A very inportant consideration to the
approval of over-the-counter in vitro diagnostic
devices is the prior denonstration of its clinical
utility, it's prescription or pr of essi onal use
products. This is certainly the case with vagi nal pH
test devices, which of course you have, Dr. Cooper has
nmentioned the clearance of already a couple of devices
for this purpose.

Vaginal pH is considered to be a key
criterion of the established Ansel's criteria for
differential diagnosis of bacterial vaginal infection.

May | have the first overhead, please? In their
evaluation of an OIC in vitro diagnostic, FDA
considers, of course, the risks and benefits of the
test in ternms of intended use, conditions for use, the
target user, the patient population and of course
product performance characteristics.

In particular, the FDA considers whether a
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product |abel and other sources of user information
fulfill these, fulfill the requirenents for adequate
instructions for use. In contrast to non-hone-use
tests, the need to ensure adequate instructions for
use has particularly inportant inplications for OIC
tests with regard to the target wuser and target
pati ent popul ation, since these are usually one in the
sane.

The basic FDA approach then, is to
determ ne  whet her the benefits of having OIC
di agnostic tests significantly outweighs any risk for
its use. The next overhead. What then, are the
criteria that FDA applies in assessing risks and
benefits of over-the-counter tests? As Dr. Cooper
nmentioned, FDA has published or referenced guidance
docunents that define requirenments they consider in
their assessment for both risk benefit and the
adequacy of instructions for use.

This nmorning, | would like to focus the
panel's attention on the FDA docunment to which you've
al ready been introduced, "Assessing the Safety and
Ef fectiveness of Home-use In Vitro Diagnostic Devices:
Draft Points to Consider Regarding Labeling and Pre-
mar ket Subm ssions. " This docunment addresses issues

about risk benefit, performance and |abeling of over-
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t he- counter | VDs.

| would like to focus on the portion of
this docunent that addresses specifically risk benefit
issues in the context of a proposed over-the-counter
test for wvaginal pH Next over head. The first
benefit question posed by FDA is, what is the clinica
benefit of the test to the patient or society in terns
of screening, diagnosis or nonitoring the particular
di sease or condition or risk factor? Next overhead.

As the panel is aware, vaginitis is a
significant public health concern resulting in ten
mllion office visits anong wonen annually. Oten
serious vaginal infections go unnoticed as many wonen
with such infections are asynptomatic. The causes of
vaginitis may be a result of bacterial, parasitic or
yeast infections. El evated vaginal pH is a risk
factor often associated with bacterial or parasitic
vagi nal infections that cannot be readily recognized
by the average wonen.

Wil e nost wonen associate vaginitis with
yeast - based infections, a significant nunber  of
infections are of bacterial origin, such as bacteri al
vaginosis or BV, a particularly serious form of
vaginitis that is asynptomatic approximtely 50

percent of the tine. BV has been found in ten to 25
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per cent of WOITEN in gener al obstetri cal and
gynecological clinics and in up to 64 percent of wonen
attendi ng STD cl i ni cs.

Laymen and consuners can clearly benefit
fromuse of a hone vaginal pH test, as it would serve
as an additional objective aid in presunptively
detecting bacterial or parasitic vaginal infections as
maybe evident from the appearance of other synptons
associated with such infections. For exanple, vagina
pain, itching, malodor and discharge. These synptons
are comonly recogni zed by wonen, due to their overt
physi cal effects and because they significantly
influence a woman's sense of well-being. Next
over head, pl ease.

The next question the FDA asks sponsors to
address is, what are the benefit to the consuner or
society of having the test available for honme use as
opposed to having the test performed only by health
care professionals. Next overhead.

The benefits of naking avail able a vagi na
pH test as an OIC device is consistent with the
exi sting public health neasures regarding the needs of
wonen who have vaginitis. As you are aware, the FDA
has approved OIC nedications for antifungal vagi nal

i nfections. However , si nce nmost WOnen cannot
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currently test for any specific cause of their
synmptons, for exanple, infections by yeast or bacteria
or parasites, nmany wonen inappropriately self-treat
with an OTC antifungal nedication

I ndeed, the FDA raised this very concern
during a June 1990 neeting of the Fertility and
Mat ernal Health Drugs Advisory Panel that reviewed the
OrC antifungal nedication marketing application. The
panel acknow edged that this was a potential risk, but
concluded that the benefits of naking available the
OrC nedication outweighed the risks. In the nine
years since the approval of these nedications, the
f act t hat wonen wil | frequently sel f-treat
i nappropriately has been reported to be as high as 70
per cent .

Maki ng available an OIC vaginal pH test
will help reduce inappropriate use of OIC nedications
for the treatnment of non-yeast vaginal infections.
VWnen will be better able to evaluate their vaginitis
with regard to the source of infection and nake better
deci sions about the appropriateness of antifunga
self-treatnent and the necessity to seek advice from
their physi ci an. The  serious obstetric and
gynecol ogi cal consequences of untreated or unproperly

treated vaginal infections reported in the literature
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and to be discussed by the speakers to follow, further
support the need and benefit of OIC vagi nal pH tests.

And now let's turn to the possible risks
that nmay be associated with the use of OIC vagi nal pH
tests. Next over head. In their guidance docunents,
the FDA inquires, what is the inpact of the user or to
society of a false positive or a false negative test
result, for exanple, in ternms of wuser followup or
adverse nedi cal conditions? And what are the risks to
the user or society in terns of delay in obtaining a
prof essional examnation if a proposed hone-use 1VD
that is intended for use on synptomatic subjects gives
a false or equivocal result? Next overhead.

Now let's first examne the conditions
that may contribute to a false test result. A false-
positive result would occur when a vaginal pH test
gives a reading suggestive of bacterial or parasitic
infection, when in fact no bacterial or parasitic
i nfection exists. A fal se-negative test result would
occur when the OIC vagi nal pH test gives a readi ng not
suggestive of bacterial or parasitic infection when in
fact a bacterial or parasitic infection exists.

Probable followup actions and nedical
inplications would likely be based on whether the

wonman is inclined to self-treat or not with the OIC
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anti f ungal nmedi cation and whether the wonman s
performng vagi nal pH testing because she s
synmptomatic for vaginitis or she is testing to assess
vagi nal heal t h.

Time does not permt a detailed discussion
of all the various risk-based scenarios. A full
risk/benefit analysis was provided in the white paper
presented to FDA by Phenifek |ast year and may have
been sent to you as way of background for this
nmeeti ng. However, | would like to address a few
not ewort hy scenari os during nmy remaining tine.

A fenmale consunmer with signs and synptons
of vaginitis or who has had a history of vaginitis and
desires to nmonitor herself for recurrent infection and
who obtains a positive vaginal pH test result, would
be directed by product Iabeling to consult vyour
physician and report the result. The physician m ght
advise re-testing at hone or schedule an office visit
for a followup exam nation. Gven that a positive
vaginal pH test could either be a true positive test
or a false-positive test, a wonman consuner who isS
inclined to self-treat mght take the follow ng
actions.

A, she mght not self-treat, but instead

consult her physician. She could self-treat and
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consult her physician. She could self-treat w thout
consul ting her physician, or she mght not do anything
at all. In Case A, the risk of a vaginal pH fal se-
positive test would be that a wonman consunmer who woul d
otherwi se self-treat and benefit from self-treatnent
m ght delay this action should the physician decide to
schedul e an appoi ntnent for further exam nation.

However, given a vaginal pH test wth
acceptabl e performance characteristics, this would be
m ni m zed. Moreover, the health risk of a false-
positive vaginal pH test would be no greater than for
wormren consuners who are not inclined to self-treat,
but instead consult their physicians. In Case B, the
risk of a false-positive pH test would be mnimzed as
the woman consuner may very well have benefited from
the OIC anti-yeast nedication, and by consulting her
physician as to her health status.

In the unlikely event of Case C, in which
the woman consunmer would ignore the test result and
product |abeling and self-treat anyway, a false-
positive test would perhaps have Ilittle inpact.
Ironically, self-treating mght actually be beneficial
as the vaginitis my in fact be due to a fungal
infection. Finally, Case D, as with Case C, should be

rare if it occurs at all.
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Since it is wunlikely that an action-
oriented woman consumer would invest in the cost and
time of an OIC test and then disregard the test
result, particularly if the result 1is positive,
suggesting a vaginal abnormality. Next overhead. Now
let's look at some of the possible outcones in the
fal se-negative over-the-counter vaginal pH test. Once
again we can look at risk scenarios based on self-
treat behavior

In the first situation, a consumer who is
inclined to self-treat mght do so in the face of a
fal se-negative vaginal pH test result believing that
she has a fungal infection for which self-treatnent is
warranted. The main risk would be simlar to that of
many wonmen today who are self-treating thenselves
based solely on synptons for a non-existent yeast
i nfection.

In the second situation, a consuner who is
not inclined to self-treat uses an over-the-counter
vaginal pH test and obtains a false-negative test
result. An expected outcone is that she would consult
her physician as directed in product |abeling and the
decision to self-treat or be treated by her physician
woul d occur after consul tation or fol | ow up

exam nation in the physician's office.
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In either case, the inpact of a false
negative vagi nal pH test, should it occur, is
mnimzed as the consunmer would be under physician's
care and no delay in treatnment would be likely. Next
over head. Finally, | wuld |like to note that the
benefit of mnmaking pH testing available as an OIC
device is consistent with past actions by the FDA
such as their approval of over-the-counter versions of
urine tests for conmon urinary tract infections.

Like UTI, wvaginitis is a serious and
preval ent di sease anong wonen whi ch coul d have serious
consequences. Fortunately, wonmen with concerns about
UTlI have available sinple, objective tests, such as
the  CHEKSTI X  UTI t est manuf act ur ed by Bayer
Cor por ati on. This test can be used to periodically
evaluate urine for evidence of UTI. Li ke the wurine
di psticks, pH tests are sinple to use, virtually one
step, with tests that are easily interpreted by I|ay
consuners for the use of a sinpler, of a sinple color
chart.

| believe there is sufficient scientific,
medi cal, public health and regulatory basis to support
t he approval of OIC versions of vaginal pH tests as a
neans to permt fenale consunmers to use an objective,

sinmple and effective tool to better assess vaginitis.
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The information you were provided before the neeting,
in conjunction with the nmedical information you will
hear from the speakers to follow, provide a strong
basis on which to nade recomendati ons concerning the
availability of a vaginal pH test. | look forward to
the panel's discussion and believe the panel wll
concur. Thank you.

CHAI RPERSON NI PPER.  Thank you. Qur next
speaker is Dr. Sabir Roy, who is a Professor of
b/ Gynecology at University of Southern California
School of Medicine. |Is Dr. Roy here? ay. This is
Dr. Janmes C. Caillouette, MD., FACOG FACS. Renenber
our adnonition to state whether you have financial
i nvol venment with the manufacturer of the product being
di scussed or with their conpetitors.

DR CAILLOUETTE: Yes, sir.

CHAI RPERSON NI PPER:  Thank you, wel corme.

DR CAI LLOUETTE: Thank you. ["'m Jim
Cai l | ouette. |"ve been in a solo practice of o/ Gyn
in Pasadena, California since 1959. I am founder of

Phenifek, which is a limted liability partnershinp.

Phenifek holds a nunber of patents and patent
applications having to do with vaginal pH screening
devi ces. |'ve been an inventor for nore than 40

years. I"ve invented nedical devices, | would say
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nore than 40 years and perhaps the best known device
is the instant hot/cold pack. So | have a track
record of doing that sort of thing. | amthe nmgjority
shar ehol der of Phentek.

CHAI RPERSON NI PPER:  Thank you.

DR CAILLOUETTE: Is that sufficient?

CHAI RPERSON NI PPER: What ever you say,

DR. CAILLOUETTE: Thank you. | thank Dr.
Ni pper and Dr. Qutnman, M. Calvin and the nenbers of
the panel for permtting me to make this presentation

I"'m here today with the hope that | can persuade you
of the wsdom of permtting a vaginal pH paper
screening device to be sold over-the-counter for the
protection of wonen's health and safety.

M/ interest in vaginal pH as a screening
device began after attending an early norning
conference on the relationship of bacterial vaginitis
to obstetrical conplications, held during the Anerican
Coll ege of Qostetric and Gynecol ogy Annual dinical
Meetings in Denver in 1996. | becane determned to do
ny best to develop a vaginal pH screening device that
woul d be inexpensive, easy to use and would help
address the problem of wvaginal infection and its

consequences. In addition, it would provide wonen
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with a self-determined way to screen for abnornal
vagi nal pH.

Nitrazine pH indicator paper was chosen
for vaginal pH testing for good reason. It's use was
first suggested by Dr. Baptisi in 1938, as a sinple
and reliable nmethod for diagnosis of ruptured
menbranes and it had been described in every addition
of the text book WIllianms Qostetrics, for the past 50
years. In 1983, Dr. Richard Anmsel confirned the
i mportance of vaginal pH in his paper, "Non-Specific
Vaginitis."

He identified a vaginal pH greater than
4.5 as one of his four criteria for diagnosis. You
have been provided docunents that validate the
seriousness of the public health concerns associated
with bacterial vaginitis. Over-the-counter use of a
vagi nal pH paper screening device may help in the
det ection and pr oper t r eat nent of vagi nitis,
particularly non-yeast forns of bacterial infections
as well as infections caused by Trichonbnas vagi nali s.

Thi s is i mport ant because bacteri al
vaginitis has been associated with increased risk of
serious obstetric and gynecologic conplications and
di sorders. An exanple of the utility of vaginal pH

testing appeared in the Novenber 1, 1999, issue of
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b/ Gyn: News. It was reported that in a non-random zed

study of 2,400 wonen who performed vagi nal pH checks
twice weekly during pregnancy, there was a 90 percent
drop in births before 32 weeks.

This German study was reported at the
annual neeting of the Infectious D seases Society for
Gbstetrics and Gynecol ogy. In this study, wonen wth
a vaginal pH of 4.7 or higher, were told to see their
physicians as soon as possible for diagnosis and
treat nent. One study estimates that if bacterial
vaginitis is not screened for, detected and treated
during pregnancy, the annual cost to the United States
and the direct consequences of this infection wl]l
reach 1.4 billion dollars by the year 2000.

To reduce this heavy economc burden,
pregnant wonen, with their health care providers, nust
establish an effective screening, di agnosis and
treatnent program This program has been shown to

result in a significant reduction in the instance of

pre-term birth, 1I'm sorry, pre-term |abor, pre-term
ruptured nenbranes and pre-term birth. As has been
docunent ed, these obstetrical events have been

associated with an increased risk of cerebral palsy.
The annual cost of cerebral palsy in the

United States is 2.4 billion dollars, representing
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one-third of the cost of the 18 nost conmmon birth
defects. As with the risks associated with vaginitis
in pregnancy, the risk for the non-pregnant patient is
al so a great concern. More than ten mllion office
visits per year are due to the signs and synptons of
vaginitis in the non-pregnant patient.

Maki ng avai | abl e an over -t he-counter
vaginal pH screening device, is consistent wth
existing public health policy regarding these wonen
who have vaginitis. | was reassured about vaginal pH
screening when | recently read an article by Dr. Barry
R Bloom Dean of Harvard School of Public Health, and
| quote from his article which appeared in Newsweek,

Cctober 11th, 1999, titled The Wong Rights. In

di scussing what he characterized as the patriotically
naned Patients' Bill of R ghts, he stated that such
rights would effect only a mnority of our citizens.

He said that these are the wong rights
and that we need rights to prevention, not just a
system of paynents. He advocates the right to
information, the right to nother and infant care, the

right to childhood immunization, the right to a

heal thy environnent. And, finally, the right to
heal th screening. And | certainly could not agree
nor e. Because of the inpact of wvaginitis on our
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health care system | believe that it is inperative
that wonmen be provided a safe, self-initiated, self-
det erm ned, inexpensive, easy to use, vaginal pH paper
devi ce.

In the synposium entitled, Update on the
Managenent of Vaginitis, in the Novenber 1999 issue of

the nedical journal, Contenporary b/Gyn, Dr. Jack

Sobel states, and | quote, "I believe that the pH test
is the single nost inportant determ nate of which
direction the clinician goes in terns of differential
di agnosi s. " And on the sane page, Dr. David
Eschenbach stated, "the pH testing really is key."
510(k)s have been granted for pr of essi onal pH
screening devices and it is ny sincere hope that a
510(k) for an over-the-counter vaginal pH paper
screening device will be granted.

| submit to you that the benefits of
maki ng avail able a vaginal pH paper screening device
for over-the-counter use by wonmen, wll far outweigh
any conceivable ri sk. It is believed that over-the-
counter use for vaginal pH paper screening device wll
greatly help in the education about and screening for
vagi nitis. Further, the over-the-counter use of such
a device may reduce the msuse and overuse of over-

t he-counter antifungal or yeast nedications that are
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frequently initiated solely on the basis of self-
di agnosi s by synptomatic wonen.

In addi ti on, frequent screeni ng by
asynptomatic wonen can reveal a presence of a sub-
clinical bacterial vaginitis, alerting the individual
to contact her health care provider for guidance or
sone treatnment. | believe that this will substantiate
and increase public awareness of bacterial vaginitis

and its associated risks, and may therefore, reduce

the spread and the devastating consequences. Thank
you.

CHAlI RPERSON NI PPER: Thank you, Dr.
Cai l | ouette. | think I"ve finally got the order down
NOW. The next speaker is Janice French from the

Uni versity of Col orado Health Science Center.

M5. FRENCH.  Thank you very much. M/ nane
is Janice French. | would Iike to acknow edge that |
am being, ny travel is being reinbursed by PhenTek for
presenting her today. 1'd like to thank the panel for
al | owi ng nme the opportunity to pr esent this
i nformati on. I"'m a Nurse Mdwife and |'ve spent a
nunber of years working with a group of individuals in
Denver, Col or ado, and we' ve primarily been
i nvestigating t he rol e of reproductive tract

infections as risk factors for pre-termbirth.
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Wat 1'd like to speak with you about
today is an analysis of our data to |look at the
ef fectiveness of vaginal fluid pH testing as a neans
of identifying wonen at high risk for having
reproductive tract infections. Next slide. As you
wel | know, there are a variety of mcroorgani sns that
have been associated with increased risk for pre-term
| abor.

And certainly shown here is bacteria
vagi nosis, which is one of the nbst comonly studied
i nfections and probably the nost consi stently
associated with increased risk. This is data from a
study conducted in Denver and published in 1995, where
if you look at the yellow bars, you'll see that wonen
that have bacterial vaginosis present, on the |eft-
hand side of the screen, were twice as likely to
deliver pre-term conpared to wonen in the yellow bar
on the right-hand side of the screen that did not have
bacterial vagi nosis.

And there are over 20 prospective cohort
studies from around the world that show increased risk
for pre-term birth anong wonen who have bacterial
vagi nosi s. Next sli de. Wat we'd like to do is to
develop clinical schenes that are easy and cost-

effective ways of identifying individuals at |ow risk
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for having reproductive tract infections and then
prevent unnecessary diagnostic testing. And further
to identify wonen who are at increased risk for having
reproductive tract infections and identify the wonen
nost likely to benefit from screening for infections
and treatnment during pregnancy. Next slide.

The goals of this particular analysis,
which would exam ne a well-studied cohort of pregnant
wonmren who have been exam ned for reproductive tract
infections, we wanted to look at the sensitivity and
specificity and predictive values of vaginal fluid pH
for detecting wonen with infections and to begin to
explore the potential use of vaginal pH testing anbng
wonmren who are asynptonati c.

And further, to look at the useful ness of
pH testing for reassuring wonen that they are well and
also as an aid for wonen to identify their specific
need for further professional diagnostic testing and
treat nent. Next slide. As | said, this is a cohort
of data that's conbined from four prospective clinica
studies that were conducted between 1984 and 1993
There are over 1,700 wonmen that were receiving
publicly supported health care in our Denver system

M crobi ol ogical testing was done in the

first or second trinester of pregnancy, as was vagi na
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fluid pH testing which was conducted using Col orpHast
i ndi cator strips. You can see a description of the
popul ati on and the wonen are approximtely 40 percent
white and non-hispanic, 38 percent hispanic, 17
percent African-Amrerican, wth fewer percentages of
worren of Asian and Native Anmerican descent. Next
slide.

You can see here that reproductive tract
infections were very comon in this population. On
the left-hand side of the screen, bacterial vaginosis
was present anong 34 percent of wonen, and 1'd like to
point out that 80 percent of these wonen were
asynptomati c. Ei ghty percent of the wonen wth
bacterial vaginosis did not conplain of synptons.
Approxi mately 6.5 percent of wonmen had culture
findings of trichonmonas and nearly 8 percent wth
chl anydi a.

Less than one percent of wonen who were
positive for gonorrhea and certainly the genital
nycopl asnas, Mycopl asma hom ni s and Ur eapl asma
urealyticum were very comobn and Goup B Strep
bacteria was present anong three percent of these
wonen. Next slide. Now the vaginal fluid pH was
el evated or greater than 4.5 anong 42 percent of the

wonen in this cohort. Shown here in the red bars,
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reflect the percent of wonmen who had an elevated
vagi nal pH for each one of these conditions. You' | |
see that bacterial vaginosis, trichononas, chlanydia,
gonor r hea, each of those ~conditions wonmen were
significantly nore unlikely to have hi gh vagi nal pH

Conversely, anong wonmen with a clinica
yeast vaginitis were less likely to have a high
vaginal pH O wonen with yeast vaginitis nost often
had normal vaginal pH Next sli de. It's also
inmportant that a nunber, many of these wonen had
multiple infections. And in this situation, the high
vaginal pH indicated that a woman was 56 tinmes nore
likely to have mul tiple infections wth BV,
tri chonmonas or chl anydi a.

She was 26 tines nore likely to have an

i nfection, a single i nfection with bacteri al
vagi nosi s. Seven times nore likely to have
trichonmonas, and three tinmes nore |ikely to have
chl anydi a. Next sl i de. In considering the

sensitivity and specificity of these vaginal fluid pH
and, again, 1'd like to stress that 80 percent of the
wonen with bacterial vaginosis were asynptomatic. You
can see that a high vaginal fluid pH detected nearly
93 percent of the wonmen with bacterial vaginosis and

71 percent of wonmen with trichononas.
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The specificities are somewhat reduced and
this is consistent with other data from the study.
And positive predictive value is 74 percent for a high
vagi nal pH for bacterial vaginosis. The next slide.
What is key and this is the sanme information |just
hi ghlighting the negative predictive value, you wll
see that having a normal pH or a negative test for
high pH 95 percent of the wonen were -- excuse ne,
accurately predicted 95 percent of the wonmen not to
have BV.

The probability of not having trichononas
was 96 percent. The probability of not having
chl anydi a, 94. And the probability of not having
gonorrhea is nore than 99 percent. Next slide. So in
summary, having a normal vaginal fluid pH predicts the
absence of the studied conditions in this popul ation.

It enhanced the identification of wonen less likely
to be infected and it allowed the elimnation of
routine diagnostic testing for these selected
condi tions. And of course, this would be a function
of the prevalence of these conditions wthin the
popul ati on.

A high vaginal fluid pH predicted wonen
that were at increased risk for having these selected

infections and would identify them And nost likely
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to benefit froma routine diagnostic testing, the high
pH pronpts focus testing of individuals at the highest
risk and allowed focused use of nore accurate and
expensi ve diagnostic tests. Next slide.

And finally, a normal vaginal pH is
reassuring for individual asynptomatic wonen and their
care providers and would reduce unnecessary testing.
And with educati on, pH testing could pr onpt
synpt onmati c i ndi vi dual s to appropriately seek
effective, diagnostic testing and treatnment from their

care providers. Thank you.

CHAlI RPERSON NI PPER: Thank you very nuch

W' || hold questions until the |ast person has spoken
and then we'll ask questions. Dr. Roy.
DR ROY: Thank you. I'm Subir Roy. |I'm

currently a nenber of the FDA Advisory Panel for
b/ Gyn Devices and have formally served on the
Mat ernal Drugs Health Advisory Commtt ee. | am here
as an individual, receiving no financial support
because | think this is a very inportant issue before
us. Next slide, please. The types of vaginitis that
are generally -- and what 1'd like to do is just to
give a sort of gynecological overview of this issue
and I'Il quickly go over sonme of the slides which |

didn't know that Dr. Cooper was going to use, just to
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rei nforce sone aspects.

In terms of bacterial vagi nosis and
Trichononas vaginalis, they account for nore than 50
percent of the types of wvaginitis, while Candida
al bicans is less than 50 percent. This, in the top
portion you see anobng Ansel's criteria, pH greater
than four and a half, these conditions have previously
been cultured and we've had a variety of different
opi ni ons. Martius has said that cultures of the
vagi na are unreliable.

Eschenbach says even Gardnerel |l a
vagi nalis, which used to be menonic for the diagnosis
of non-specific vaginitis, had no role because it was
found in up to 60 percent of the nornals. And in a
paper that Dr. Caillouette published in 1997, he noted
that the presence of Gardnerella vaginalis, which was
associated with an increased vaginal pH could be a
harbor of, if left untreated, of succeeding bacteri al
vagi nosi s.

This was the slide from Dr. Caillouette's
paper indicating that for normal flora or for yeast
you have essentially normal vaginal pH while for Beta
strep, Gardnerella vaginalis and other m xed organi sns
you have materially elevated pH Next slide. This is

a sinmple predictive value table. Next sli de. It
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indicates one of the three reports that Dr. Cooper
showed you before showi ng non-specific vaginitis. The
sensitivity and specificity being 81 and 67 percent,
with the break point being a pH of 4.5. Next slide.

This is Dr. Caillouette's paper, wherein
he st udi ed asynptonmatic i ndi vi dual s and had
extraordinary sensitivity of 100 percent, specificity
of 92 percent. Next slide. This is a report from
Seattle by Dave Eschenbach using slightly elevated pH
as a cutoff, sensitivity being 96 percent, specificity
53 percent. And, this didn't turn out, that's what
happens with these sorts of presentations. |'m sorry,
but if you go back to what Dr. Cooper said, and it's
probably good that she showed those slides because
this is her summary of the pivotal studies. And next
slide, let's see if it's the sane.

No, the same thing happened here as well.

That's okay. | think that this --

CHAI RPERSON NI PPER. It won't help nme, |I'm
color-blind, I can't see the difference.

DR. ROY: It will be okay. These are just
copies or the same information as what Dr. Cooper
showed you in terns of her tabulation of the sunmmary.

And this is the -- next slide. This is the tabulated

positive and negative predictive values. Next slide.
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CHAI RPERSON NI PPER: That's the one |
needed.

DR ROY: That's the one? Well --

CHAI RPERSON NI PPER. W' Il go back and get
it later.

DR. ROY: | can, we can print this out and
have it for you after the break. And this is also the
summary of the predictive values where she gave you
the information on, so we wll print this out. ' m
sorry, | didn't realize this was what was going to
happen. The only thing that showed up is white, is
the white paper. Now, basically, | think a vaginal pH
of greater than four and a half in pre-nenopausal
wonen is strongly suggestive of those two conditions
noted previously; nanely Trichononas vaginalis and
bacterial vaginosis, while with Candida al bicans, the
pH was less than four and a half. And in addition to
Dr. Caillouette's paper was the study of nenopausal
wonen where in the absence of bacterial pathogens, the
vaginal pH in excess or in the realm of six to seven
and a half, this is strongly suggestive of nenopause
or lack of ~conpliance wth or adequate estrogen
repl acenment therapy. Next slide.

If you look at BV, why is it that we're

interested in it. As you can see, the non-pregnancy
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conditions with which it is associated include pelvic
i nfl ammat ory di sease or upper genit al tract
i nfections, post - abort al PID or post-hysterectony
i nfections. These studies are done all over the
country and world and there's a consistency of finding
inthis realm Next slide.

And for pregnancy conplications, you just
heard from the previous speaker their experience and
they are cited there as well. You see that it's
associated with pre-term delivery, premature rupture
of nmenbr anes, ami otic fluid i nfections, and
subsequently with chorioamionitis and post-partum
endonetritis. And the frustrating thing about this,
being a clinician, is that so many of these people
have this condition asynptomatically and they suffer
t hese consequences.

Those case control studies are supported
by Gravett's report as a prospective cohort study and
you see the link with BV with premature ruptured
menbranes, pre-term labor and with amiotic fluid
i nfections. Next sli de. I was on the FDA Advisory
Panel back in '90, when we approved OIC vagina
Candi dal therapy because we were persuaded it would in
essence be beneficial to patients. Since then it's

been somewhat disturbing to note, as this slide
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i ndicates, the nunbers of individuals who use these
preparations inappropriately.

And it seens to ne that absent having sone
way to test for whether they should or shouldn't use
it, this sort of a msuse will continue and it would
be highly nore effective if an OIC-type of vaginal pH
test were available that these people could use it
nore appropriately. Next slide. Consequences of
having the developnent of asynptomatic conditions
| eading to nore serious conditions are |listed here.

We have increased |ikelihood of STDs or
sal pingitis. You, therefore, may increase pelvic
pain, injury to the fallopian tube can lead to
increased ectopic pregnancies, or indeed even to
infertility as Westrom has shown and others as well.
Anot her aspect to this issue that we don't generally
talk about is it may alter the risk of genital tract
cancers; namely, HPV is nore apt to occur wth
i ndividuals who have vaginitis, as is HW. As a
matter of fact there are four new studies that
indicate a link with that.

Del ayed first full-term pregnancy is
linked with breast cancer and there's controversy
about whether it's just that reproductive technol ogy

is associated with ovarian cancer. W don't really
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believe so, but at least it's in the literature. And
adverse pregnancy outcones, habitual abortion wth
Ureaplasma urealyticum and then prematurity post-
partum endonyoperinetritis with BY, Goup B Strep, GC
and Chlanydia trachomatis, all wth conditions that
Ms. French just showed you. Next slide.

Concl usi ons. | believe vaginal pH is an

inmportant factor in assessing the status of a woman's

heal t h. It's not to be considered as a diagnostic
test, rather as an aid to diagnosis, like a
t her nonet er . Synptomatic wonen may utilize the test

to self-nmedicate, again, if the pH was |ess than four
and a half. Wile if the pHis greater than four and
a half, further medical workup is indicated.

Asynpt omati ¢ wonen may be reassured if the
pHis less than four and a half, while if greater than
four and a half, nedical consultation should be
consi der ed. Next slide. The test has mninmal risk,
potential of great benefit. And should patients be
able to follow directions and be able to obtain the
same results as professionals, this product | believe
should be nade available for OIC use. | thank you
very much for your tine.

CHAI RPERSON NI PPER.  Thank you, Dr. Roy.

At this tinme, we can entertain a couple of questions
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if we have sone for the previous speakers and ny
colleague on the right, Dr. Harrington-Falls had a
question, | believe, for M. French, if you d be
willing to answer a question. You can just sit right
there. There's a mcrophone right there for you.

DR, HARRI NGTON- FALLS: This is Beverly
Harrington-Falls. Ms. French, can you  briefly
descri be what your current practice is with use of pH
assessnent in obstetric patients?

V5. FRENCH: Right now we are actually
screening everybody routinely for bacterial vaginosis
using the full <clinical Ansel criteria, so vagina
fluid pHtesting is part of that.

DR, HARRI NGTON- FALLS: By your slides you
gave the inpression that if a patient had a nornmal pH
on vaginal secretions, you would omt gonorrhea and
chl anydi a screeni ng.

M5. FRENCH. | thank you for bringing that
up because | don't want to |eave that inpression.

Gonorrhea and chlamydia testing is separate from the

anal ysis of vaginal pH That's very inportant that
for those women, especially in populations, inner-
city, inpoverished populations and others, young

wonen, et cetera there are criteria for wonen who need

to be specifically tested for gonorrhea and chl anydi a.
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Thank you.

CHAI RPERSON NI PPER: Dr. Habig had his
hand up.

DR HABI G Yeah, | have a definitions
guestion, not being -- I'm a chemst. | think |1
understand vaginitis as an inflammation. | would |ike

to hear a definition for vaginosis and vaginalis, just
so | have them all straight. Can sonebody help ne
with that?

CHAI RPERSON NI PPER: Dr. Roy, you can go
to the table or the podium whichever is easier.

M5. FRENCH: The condition Dbacteria
vagi nosis, as you know, has gone through a nunber of
nane changes. CGenerally wvaginitis does inply an
i nflammatory response, and in 1984, the nane bacteria
vagi nosis was chosen because there's a characteristic
absence or a decrease in the nunbers of white cells in
the vaginal fluid of women who have this overgrowth of
bacterial vaginosis or bacteria in the vagi na.

DR HABI G And vaginalis is associated

CHAI RPERSON NI PPER:  Go to the m crophone,
Bob.
DR HMBIG I|I'msorry. This is Bob Habig

again. There was a termwth vaginalis --
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DR ROY: Yes. Trichononas vaginalis is
the term used for i ndi cating infection wth
trichononiasis or trichononads, which is the parasitic
organi sm And of course others would argue that the
term bacterial vaginosis inplies that bacteria have
gender and it's the fenmale bacteria that have a
problem And so the correct term should be bacteri al
vagi nosis, | nean vaginal bacteriosis. But we don't
need to redefine it beyond the difficulties which |
think you' ve correctly indicated exist in the field
just trying to talk about this condition.

DR ROSENBLOOM M. Chairman, | think
there's a semantic error here.

CHAlI RPERSON NI PPER:  Yeah

DR.  ROSENBLOOM Tri chonbnas vaginalis is
an organi sm Tri chonobnas vaginitis is the disease.
You indicated that Trichononas vaginalis is the
di sease. Al right, 1 think that was a m stake, but
vaginalis just refers to where it conmes from not to a
di sease statenent. |s that correct?

CHAlI RPERSON NI PPER: Dr. Sedl acek, do you
want to clarify something?

DR, SEDLACEK: That's ny understandi ng as
well that that's the genus and species of the

i nfecting protozoan. | have a question for M. French
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and then for Tom Tsakeris. For Ms. French, how did
you collect your pH specinen? And, |'m not famliar
with the device you used to neasure it. How is it

simlar or dissimlar to the device in question today?

M5. FRENCH The vaginal fluid pH was
collected by placing a swab in the lower |ateral
vagi nal sidewall and collecting sone of the vaginal
fluid and then placing that on an indicator strip
The ColorpHast indicator strips are comercially
avai |l abl e through scientific supply catalogs. And the
range of pH that we test for is between 4.0 to 7.0 and
it changes in approximately two to three to four point
i ncrenents.

DR, SEDLACEK: | didn't ask ny question
properly, | guess. From which part of the vagina,
upper, mddle or |ower?

M5. FRENCH: The md lateral sidewall,
away from cervical mucus but it's on the latera
sidewal | of the vagina.

DR SEDLACEK: And how does this differ
fromthe proposed neasuring techni que before us today?

V5. FRENCH: Probably not very different
at all.

DR SEDLACEK: Ckay. Thank you. And,

Tom one of the possible outcones of a fal se positive,
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was the patient mght self-treat w thout consulting or
self-treat and consult the physician. Now a false-
positive means an elevated pH would suggest that she
has a BV or one of the other infectious problens.
Wth what drug could she self-treat?

MR. TSAKERI S: Wll, the point there was
that if you're going to look at risk/benefits you're
going to have to look at all the possibilities. A
woman who may be inclined to self-treat, who has
perhaps had a past history of self-treating, has now
available a test, even though in the face of a
positive, a so-called positive pH test, you can't rule
out the possibility that the woman would still self-
treat.

And there are test scenarios. Ei ther she
self-treats and ignores the test results, which
point out is very unlikely. O she could perhaps
self-treat and al so consult her physician.

DR, SEDLACEK: So you nean self-treat for
yeast ?

MR TSAKERI S: Yeast, yes.

DR, SEDLACEK: In spite of a positive
test?

MR. TSAKERI S: In spite of a positive --

and you can't rule out the possibility that could
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occur. W didn't want to make -- we want to nake sure
we get all possible scenarios addressed.

CHAlI RPERSON NI PPER: Does the panel have
ot her questions? Yes.

DR TUAZON: Wth regards to the false-
positive, are there studies or have there been studies
to show the correlation between the increasing colony
count of Gardnerella and the positivity of the pH?
Maybe the fal se-positive is related to the nunber of
the colonies of the organisn? Has that been done?

DR ROY: That's a very interesting
guesti on. I"m not sure that it's specifically been
done in ternms of whether there's a certain nunber of
col oni es beyond which it would turn positive or not.
The study that Dr. Caillouette did, did pick up
i ndividuals who had Gardnerella and, as you saw on
that graph, they had substantially increased nunbers
of, or the pH was el evated. But | don't believe it
was quantified as to how many.

DR, TUAZON:. Right. Because that may be a
possibility to explain the false negatives in patients
who have synptons but yet have negative pH. Do we
know exactly what causes the elevation in the pH? Are
the Gardnerella organi sns producing a certain chem ca

t hat causes the el evated pH?
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DR KOUMANS: From ny understanding of
bacterial wvaginosis, it's an abundant overgrowth of
Gardnerella vaginalis plus other mcroorgani snms and an
absence of lactobacilli. And the lactobacilli are the
bacteria that produce acids and hydrogen peroxide in
t he wvagina. So they are wusually considered the
bacteria that maintain a |ow vaginal pH And their
absence is typical in bacterial vaginosis.

So it's not clear whether it's the
abundance of bacteria creating a high pH, or the |ack
of lactobacilli. But it's probably the relationship
of the two.

DR TUAZON: And the other question |
have is what's the standard procedure in terns of use
of this vaginal pH in pregnant and non-pregnant wonen?

Do you do routinely, do this in wonmen who cone for
routine pelvic exam or routine Gyn visits? O how
often do you do this in pregnant wonen?

DR ROY: Well, in ny practice | do use it
routinely because it's so sinple to do and it's such a
useful adjunct to the algorithm leading to diagnosis
and/or treatment. And Dr. Caillouette can speak to it
as well. He's been in practice a great deal |onger
t han probably anyone in this room And why don't you

descri be how you --
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you

can go to the podium or stay at the table, whichever

i'S nore convenient.

DR, CAI LLOUETTE: Since developing an
interest in this area, | now do a vaginal pH on every
patient who has a pelvic examnation in ny office
Initially, when | was doing the early work for the
study, | only did wonen in the childbearing age. And

one day | sat down with nyself and | said, you know,

you're not being a very good scientist. You better

check all of the wonen who cone into your practice

because you m ght |earn sonet hing.

And the thing | learned was that

it's

related to serum estradiol in the nenopausal group. |

had no clue that serum estradiol played a factor in

all of this. But it certainly does. And they have to

be well estrogenized and that helps support
| actobacillus and the lactobacillus puts out
| actic acid and hydrogen peroxide and then you get
aci di c envi ronnent.

DR. TUAZON. Thank you.

CHAI RPERSON NI PPER: Ms. French, did
want to comment on how you use vaginal pHs in
patients you see?

M5. FRENCH: Simlar to Dr. Roy,
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basically test all wonen coming for annual exans with
a vaginal pH as well as a wet prep. And certainly
during pregnancy, all of our wonen are being exam ned
with pH as part of that.

CHAI RPERSON NI PPER. Thank you. I think,
Dr. Tuazon, was that the last question you had? Dr.
Diamond had his hand up and then we'll go to our

friend from CDC

DR, DI AMOND: | guess the question that |
have, in thinking about this, is that -- I'mtrying to
find a happy medium -- each of the presentations today

have talked about testing for wvaginal pH and then
utilizing that as an endpoint by which either to self-
nmedicate or wusing that as an endpoint to see a
physi ci an. But the responses to the questions that
were just given, talking about using this as one step
in the paradigm of turning, an approach to treating a
patient, as well as leafing through these articles in
her e.

| was just given this norning. | don't
know i f you've had access to themor not. But they're
basi cal |y about diagnosis of vaginitis. Virtually all
of themtal k about using pH in conbination with either
a wet prep or with a gram stain. And so the question

is, what do we know or what studies do we have that
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| ook at sensitivity or specificity of, or positive and
negative predictive value of pH independent of these

other markers as opposed to in conbination with then?
Do we have data on that?

V5. FRENCH: Vell, | think | presented
some of that data. Looking at -- we have a clinica
di agnosis of bacterial vaginosis from the wonen |
presented. And we | ooked, conpared the vaginal fluid
pH as a predictor for the diagnosis of bacterial
vaginosis as well as trichononas. And | think the
information that Dr. Cooper presented, as well as Dr.
Roy, the summary information, that's vaginal fluid pH
as a predictive value for the presence of bacterial
vagi nosis. So there is information.

DR. DI AMOND: Vel |, maybe | didn't
understand your presentations well enough then. The
data that you presented was purely pH, independent of
these other parameters? O is one of the things you
wer e doi ng included as part of your eval uation?

M5. FRENCH.  The clinical diagnosis of BV
includes pH as one of the criteria. |It's three out of
four clinical criteria including an abnormal vagina
di scharge or high pH The presence of any odor when
you add potassium hydroxide, and the observation of

what are called clue cells under the m croscope, which
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are epithelial cells that are covered with bacteri a.

DR DI AMOND: R ght.

V5. FRENCH: So the clinical diagnosis of
BV does include pH, but what we did was | ook at the pH
as a predictor of that diagnosis. So you can also --
| also have data, which I didn't show you, |ooking at
pH as a predictor of BV by gram stain, where the pHis
not a part of that criteria.

DR, DI AMOND: Al right. So maybe |I'm
bei ng dense, but the data you presented was purely pH
as opposed to all those others in conbination? Ckay.

CHAI RPERSON NI PPER:  Dr. Roy.

DR ROY: | think, MKke, it's inportant to
recognize that in order to understand how any one
factor fits in, you ve got to have your gold standard
to conpare it to. So the gold standard is |ooking at
the entire criteria, the culture data, things |I|ike
t hat, depending on which study you' re |ooking at. But
then you back off and see how predictive is just this
single test wth respect to having everything.

Because you obviously have to get to your diagnosis

sonmehow.

CHAl RPERSON NI PPER: Dr. Kounans.

DR KOUVWVANS: Yeah, thanks, Janice, for a
very nice presentation. I was wondering whether you
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or any of the presenters could address other possible
reasons that you found in your research for an
el evat ed pH?

M5. FRENCH: In this data set we focused
on the reproductive tract infections. In other work
and in the Iliterature, they talk about certainly
recent intercourse and it has to be actually very
recent intercourse would cause an elevated pH
Certainly blood in the vagina or cervical nucus wll
cause elevated pH s. So there are other factors, as
you know.

CHAlI RPERSON NI PPER: Ckay. If there are

no further questions or coments from the panel for

t hese speakers, | will declare the open public hearing
cl osed. And in the interest of panel confort and
maybe that of the audience, | hope that our next

speaker won't mnd if we take a brief break before we
come back to hear her speak. Let's reconvene at 20 of
11: 00. WII that be all right with you, Dr. Schwebke?

DR SCHWEBKE: Yeah, that's fine.

CHAI RPERSON NI PPER:  Ckay.

(Whereupon, the foregoing matter went off
the record at 10:26 a.m and went back on the record
at 10:43 a.m)

CHAlI RPERSON NI PPER: Ckay. The nonent
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we' ve been waiting for. Dr. Schwebke. | was worried,
| didn't see you.

DR SCHWEBKE: No, |'mhere, |I'm here.

CHAI RPERSON NI PPER:  Great.

DR, SCHVEBKE: And Emly and | were
talking, this presentation mght have been a little,
timed a little better to conme before what we |just
hear d. So sone of what |I'm going to say is going to
be a review

CHAI RPERSON NI PPER: There's sonme of us
who need to hear it again and again and agai n.

DR, SCHWEBKE: Good. Well, | thought the
chem st mght benefit so | was really --

CHAI RPERSON NI PPER: Vll, I'ma chem st,

t 00, so thanks.

DR, SCHWEBKE: -- happy to hear that. And
as | go along I'Il try to, also, put a little bit of,
sort or reality into what's going on as well, | think.

So, let's see if we can do this. | was asked to give
an overview of wvaginal infections as part of ny
presentati on. W're going to start with sone slides
and then nove to sone crude overheads. But | think,

they were helpful to ne in trying to think through
sone of these issues.

As you've already heard, there are three
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maj or causes of vaginal infections. And that is
candi da or yeast i nfections, tri chonmonas --
Trichonmonas vaginalis is the full name and this is a
parasitic infection -- and bacterial vaginosis. And
of these three, bacterial vaginosis is definitely the
nost prevalent. A few words about the normal vagi nal
ecosystemand Em |y already alluded to some of this.

But this is a gram stain preparation of
vaginal fluid. And what you see here are these |arge,
purple gram positive rod organisns which are the
| actobacilli. And the lactobacilli are felt to be
the, sort of the key players in nmaintaining a healthy
vagi na. The lactobacilli are, as you can see from
this snear, would seem to represent the predom nant
organi sms in the heal thy vagi na.

They are also inportant in terns of their

protective role against sone of the pathogens that

were nentioned, |ike Trichononas and other organisns
that are involved in Dbacterial vaginosis. The
| actobacilli maintain the vaginal pH at an acidic

level less than 4.5. They use the glycogen and |actic
acid is one of their by-products and this is what
mai ntai ns the normal vagi nal pH

They al so produced anti-bacterial factors

such as hydrogen peroxide. They have other affects on
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the local imune system of the vagina, so they are
thought to be key. This is just sone data that | ooks
at whether or not lactobacilli are there all the tine
in large nunbers and in healthy wonen. This is a
slide where you see these little boxes represent the
| actobacilli. The little triangles repr esent
Gardnerella and Bacteroides, which are organisns that
often are increased in bacterial vagi nosis.

And what we did here is we took nornal
vol unteers, they had no pathology, they were very |ow
risk wonen and we asked them to collect daily self-
obtained gram stains, where we can |ook at these
different types of bacteria. And you can see on the
left, the x's there, that this particular woman had
four plus or lots of lactobacilli virtually everyday
t hroughout her cycle. Except for that one blip, where
it was just that there wasn't enough quantity on the
slide to nake a judgenent.

But in reality, even though this is what
we mght expect would occur in all healthy wonen
wi t hout vaginal pathology, this pattern occurred in
only about 20 to 25 percent of wonmen that we | ooked
at. And the other wonen, the mgjority of wonen had a
fair amount of variability, day-to-day variability in

t heir vagi nal bacteri a.
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So they had sonme days where they had four
plus lactobacilli, but interspersed were days where
t he | act obaci | | us popul ation fell. And the
Gardnerella population rose. And | show this just to
sort of re-enphasize that even though the |actobacill
are inportant and we feel that they are there to
mai ntain a healthy vagina, they don't seemto be there

in large nunbers in all wonen at all tines.

Now, | would have been very interested, |
wish | could stand here and show you pH data that
match each of these days. I don't have that. But |

think it is a consideration as we tal k about sone of

these tests. kay, |I'm going to very briefly go
through the three ideologies of vaginal infections,
just so we're all up to speed. Candi di asi s or yeast

infections is thought to be an overgrowth of a nornal
i nhabi tant of the vagina. Many wonen are col onized
with low levels of yeast and for whatever reason
what ever trigger, these organisns increase in nunbers
and becone invasive.

They cause synptons such as itching,

irritation, sone discharge. Treatnments are, as you
see here, and | think the Kkey point 1is that
availability, as you all know, of over-the-counter
nmedi cations for yeast infections. This is the only
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vagi nal infection for which we have OIC products. And
just sone pictures for you. Here's a typica
di scharge of candida. Now as | go through these, in
terns of the clinician's perspective, there was a
guestion earlier about standard of practice in terns

of utilizing diagnostic tests for vaginitis.

And although I, | confess, | also do pH s
on all wonmen | see, | would submt that we are in the
mnority. And that nost clinicians nake enpiric

di agnoses. And they do this either by speaking to the
worman about her synptons or putting the speculum in
and taking a l|look and saying, oh, obviously that's
yeast. (Cbviously, they are going to be wong if they
don't pursue a full diagnostic work up. But
nonetheless, | think that this is nore likely the
standard of care that exists.

And then the good clinician will take sone
of that fluid and l|ook wunder the mcroscope in
addition to checking the pH and sonme other tests that
we'll talk about in a mnute, and they wll confirm
the diagnosis of this particular infection by seeing

the yeast formnms under the m croscope.

The next i nfection is Tri chononas
vagi nal i s. This is a protozoal i nfection.
I nterestingly, it was originally regarded as a

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

88

commensal , but indeed it is a pathogen.

It is the only one of the three that's
been proven to be a sexually transmtted disease. So
partner treatnment issues becone inportant here. Thi s
a very busy slide, don't try to even go there. It
just remnds nme to tell you that wonen who are
synmptomatic wth trichononas generally conplain of
di scharge, irritation and sone itching. Now, havi ng
said that, about a third of wonen who have trichononas
have no synpt ons.

And here is a picture of a typical
di scharge. Again, a clinician mght just ook at this
and say, oh, that's trichononas. They m ght not
follow through and do the other testing that would be
recommended. And to confirm it again, |ook under the
m croscope and actually see the notile trichononads
swimming around in the vaginal fluid. They are those
pear - shaped organisns that have flagellae comng off
t he end.

Ckay, in ternms of treatnment, this is not
orcC. There is only one nedication in the US., and
that's netroni dazol e. It's usually given at a single
dose and because it is a sexually-transmtted di sease,
it is reconmended that the partners be treated as

wel | . | don't think | included a slide, but | should
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mention that trichononas has been associated in one
cross-sectional study with pre-term birth. There are
no prospective studies, these would be very difficult
to do to confirm that association. Tri chonmonas has
al so been associated with apposition of H V.

And then finally bacterial vaginosis or
BV. This is again just to reiterate. It's called
vagi nosis instead of it is because there is not an
obvious inflammatory conponent to this condition. The
preval ence of BV varies by the population that you
ook at. In the general population, I would say 20 to
25 percent. In our STD clinic where | practice, it's
about 50 to 60 percent.

This is a disease that's never been proven

to be sexually transmtted but it certainly is
sexual | y associ at ed. It is nost frequently seen in
wonmren who are sexually active. The etiology of
bacterial wvaginosis is unknown. All we can do is
descri be what happens. And what happens,
m crobiologically, is that those lactobacilli that |
showed vyou wearly on, tend to fall in nunbers,

particularly those that produce hydrogen peroxide.
And instead seem to be replaced by |arge nunbers of
organi sms, such as Gardnerella vaginalis and anaerobic

organi sms such as, lots of nanes, Prevotel | a,
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Mobi | uncus and ot hers.

And these changes, these m crobiologica
changes then lead to the changes in pH that we tal ked
about earlier, and in sone wonen lead to synptons.
And the primary synptons of wonmen with BV are odor and
di schar ge. So they'Il notice a fishy odor, sonetines
nore noticeable after intercourse and during nenses, a
difference in their usual discharge. Sonet i nes
irritation and itching, but this is wusually not a
prom nent conpl ai nt.

However, 50 percent of wonen who neet the
clinical criteria for BV are asynptomatic. And here's
a picture of the, what they describe as a honbgenous
di scharge. Again, a physician mght look at this and
say, oh, BV. This is a clue cell. This is one of the
criteria that Amsel described. And this is, we |ook
under the m croscope again at the vaginal fluid and we
see this epithelial cell that's covered with bacteria.

And particularly the edges are obscured. And so this
is one of the diagnostic criteria that we use for
maki ng the clinical diagnosis of BV.

Treatnent of BV. | wanted to just spend a
mnute on this, not to really get into specifics but
to make a conment about the efficacy of treatnent.

The two drugs that we rely on the nost, and these are,
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by the way, this is taken right from the CDC STD

Treat nent Cui del i nes. And so this is what is in the
current guidelines. But the two drugs that we rely on
are metronidazole and clindanycin. And these are
actually, rather enpirically chosen because they are
very effective against anaerobes, and we see a |ot of
anaer obi ¢ organi sns in bacterial vagi nosis.

Al of the reconmmended therapies are
equal ly efficacious. The problemis that the efficacy
rates are only about 80 to 85 percent. And the
recurrence rates with this condition are very high.
So we have a couple of dilenmas with this disease in
that we don't know the etiology. And the treatnents
that we have aren't nearly as effective as we would
like themto be.

Ckay, just to go back a little bit and
then tal k about the diagnostic work up of vaginitis.
These are the things that we encourage clinicians to
do. Cbviously, they want to take a history, they want
to look at the patient, describe the discharge. The
vagi nal pH, we've certainly heard about. The whiff
test is another ancillary test that's part of the
Ansel criteria, where the clinician actually takes
some of the vaginal secretions and mxes it wth

pot assi um hydroxi de and snells it.
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And they are trying to detect a fishy odor

which would be indicative of increased am ne
production by anaerobic organisns. And then | ooking
under the mcroscope, and 1've already showed you
exanples from the specific infections. | do think
it's inportant. It's inportant for the clinician and
maybe for you to understand as well, that it's vita

in terms of where the specinmen is collected. Here's a
di agram that shows the speculum in the vagina and you
see the swabs there.

One of the swabs is right at the opening
to the cervix, the os of the cervix. And then the
other is positioned against the lateral wall of the
vagi na. And cervical mucous is certainly a factor
that can interfere with the interpretation of vagina
pH  The cervix naturally has a nore alkaline pH  So
it is inmportant for the clinician and for the wonan,
in the case of self-collection, to nmake sure that she
is sanpling the vagi nal area.

It's not hard to do, but it's just a
caveat that we need to renenber. CQops, upside down pH
paper. But this is the pH paper that we generally use
in the clinic and these are individual, | nean there
are different things out there, but | think this is

probably the nost wi dely used, individual strips wth
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the pH paper on the end. And you apply the vaginal
fluid and then match it up to your color chart. There
are other things besides cervical mucous that
interfere with pH

W' ve already heard about senmen. Senen is
nore al kal i ne. Blood will also interfere with this
test. This is just a diagranmatic representation of
the whiff test, where we mx the secretions wth
pot assi um hydroxi de. And then, of course, we need to
| ook under the m croscope. Havi ng done all this, the
astute clinician should cone up wth the correct
diagnosis. And this is just a little chart that hel ps
us out. One think 1'Il say is that wonmen can
certainly have mxed infections which can affect sone
of the results, particularly the pH

For exanpl e, t hey can have m xed
infections with candida and bacterial vaginosis, which
is not, it's not common but it's not all that
unconmon. And in any event, this, you know, the use
of these diagnostic tests does lead to a nore specific
di agnosi s and hopefully specific therapy. Gkay. Just
to say a few nore words about the diagnosis of BV, to
remnd you this is the clinical criteria of Anmsel, et
al . He remnds us there's no single marker for BV

because we don't know what causes it.
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And so if you have three of these four
criteria, an elevated vaginal pH presence of clue
cells, a honogenous of mlKky discharge and a positive
whi ff test, any of those three, then you can nake the
clinical diagnosis of BV. This is probably the nost
common, next to enpiric diagnoses, this would be the
nost commonly wused criteria for diagnosing BV.

Because it can all be done at the bedside very rapidly

and cheaply.

| just wanted to nake sure that you were
aware of another criteria. This is a gram stain
criteria that can be wused for BV. And here,

mentioned this before, we can look at the different
types of organisns and grade the presence or absence
of these and come up with a scoring system of zero to
ten. And I'm not going to go into detail about this
except to say that actually these scores were derived,
the break points were derived by conparing it to the
Ansel criteria.

So there is pretty good agreenent between
the two nethods, although not perfect agreenent.
These are exanples of wonen with normal bacteria.
Scores of zero to three are nornal. Then there is a
class of wonmen that are internediate. And if you'l

think back to those first couple black and white
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slides | showed you where that one wonan had a |ot of
variation in her vaginal bacteria. If you' d done a
gram stain of her, on those days when she had quite a
bit of variability, this is what you would see. It's
this internediate flora, where you see sone decrease
in the lactobacilli and sonme increases in the other
organi sms, but not enough to be --

CHAl RPERSON NI PPER:  Dr. Schwebke?

DR SCHWEBKE: Yes.

CHAI RPERSON NI PPER. | wonder if we need a
little bit better |ight. Maybe just put something on
top -- yeah, that's good.

DR SCHWEBKE: (kay.

CHAI RPERSON NI PPER: Yeah, we can still
| eave the overhead on, but put sonething on top of it.

And | don't know whether anybody on the panel would
like to see your previous slide with the --

DR SCHWEBKE: There we go.

CHAlI RPERSON NI PPER:  Yeah

DR SCHWEBKE: So this is very simlar to
that first gram stain | showed you where you see lots
of these large gram positive rods which represent the
| actobacilli. This is what, you know, ideally we
woul d want to have in terns of vaginal flora.

CHAI RPERSON NI PPER:  Ckay.

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

96
DR. SCHWEBKE: And then this internedi ate

category which is in between. It's not normal, it's
not BV. And what you can appreciate, | think, is that
those large gram positive rods have decreased in
nunbers. And instead you see these tiny bacteria
which represents, for the nost part, Gardnerella, an
organi sm that has certainly been associated with BV.
And you're also starting to appreciate an increase in
the nunber of bacteria that are there. A total
increase in the concentration

And then lastly, scores of seven to ten
using this particular criteria, represent BV. And
again you see increased nunbers of bacteria here. You
tend not to see lactobacilli and you see these |arge
nunbers of organi sms which represent the anaerobes and
facul tative anaerobes, such as Gardnerella vaginalis.

This was just to reiterate ny point that the, these
sort of fed off each other, because the break points
were derived from conparing these gram stain scores to
t he individual Ansel criteria.

In terms of the Anmsel criteria or the
clinical diagnosis of BV, what do we know about
sensitivity and specificity and |I'm not going to dwell
on this because we've already heard quite a bit about
sensitivity and specificity of pH which is our
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interest today. The pH test though does have a fairly
high sensitivity for di agnosing BV, but it's
specificity is certainly not all that good.

O her, as you' ve heard, other conditions,
particularly trichononiasis can cause an el evated pH.
And | should nention that trichononiasis and BV very
frequently travel together. So you very frequently
see these as co-infections and that may be why we see
some problens with the pH here. D scharge, |ooking at
the discharge really has very low sensitivity and
specificity. The wet nmount is a good test. If you
see a notile trichononad, obviously you' ve nade your
di agnosi s.

So the wet prep, | ooking under the
m croscope, is a very good test. The whiff test is
not very good and we actually know from scientific
studies that people's noses are not all the sane. And
then this is just sone, because you were interested in
sensitivity and specificity, again |I'm not going to
dwell on this, but this was just sonme data that we,
oh, and actually this was higher than 1| renenber,
Emly.

This now is looking at sensitivity and
specificity of predicted values of Ansel. So the

Ansel criteria and other i ndi vi dual di agnostic
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criteria, this tinme conpared to vaginal gram stain for
the diagnosis of bacterial vaginosis. So that gram
stain diagnosis that | showed you. And if we |ook at a
pH greater than 4.5, which is the third one down, you
can see in this particular study, this was a nulti-
center study, sensitivity of 89 percent, specificity
of 73 percent.

And lastly, in ternms of the slides, and
then 1'Il nove to ny overheads, | just wanted to touch
on the issue of self-collection. There are a few
studies out there now that have |ooked at the ability
of the woman to self-collect vaginal specinens. This
is a study that we |ooked at where we conpared self-
coll ected versus clinician-obtained specinmens for the
di agnosi s of Trichononas vaginalis. And what we did
was we had the woman, we instructed her on self-
collecting a vaginal specinmen, which she then handed
over to the clinical for inoculation into a
trichononas cul ture nedi um

And then she had her pelvic exam and the
clinical did her wusual thing and also collected a
speci men that was inoculated into a second trichononas
culture nedium And what we found was that there was
virtually no difference in the results of these tests,

indicating that certainly a woman is capable of
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col l ecting a vagi nal speci nen.

W've also done it with the vaginal gram
stains for bacteri al vaginosis and showed no
di fference. I nust say, though, that | think the
point here is that, there's a finer point here is that

these were specinens that the wonan obtained but

handed over. There was no interpretation involved in
her part. And |I'm actually wondering and | have a
guestion for the group. If there have been studies

that have |ooked at the ability of the woman to
i nterpret t he ph, self-coll ected pH pl us
interpretation versus the clinician's interpretation.
["1Il put that up for further discussion.
And | think we can nove to the overheads.
| just have a few overheads and | apol ogi ze, they are
just handwitten. | was trying to think about sone of
the issues that Veronica asked ne to think about,
considering this. And | hope you all can read ny
scri bbl es. But I think it is true that the vaginal
pH, at least for nme, is also a decision point. Wen I
approach a woman and in the STD clinic because we're
dealing with such a high, high preval ence popul ation
for many things, we do full screening. And if the pH
is less than or equal to 4.5, |I'm sonewhat reassured,

froman STD point of view
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| start thinking, well either there's
nothing going on here or perhaps she has a yeast
infection. \Wereas if the pHis greater than 4.5, ny
antennae go up and | start thinking about BV and
tri chononas. Now a couple of caveats. M xed
i nfections can occur, we've already nentioned that.
Tri chonmonas can have a normal pH and actually | was
struck by Janice's data of 29 percent. So that would
have even been higher than | woul d have thought.

But we certainly do see cases where wonen
with trichononas have a normal pH And then again,
let's not forget interfering factors of blood, senen,
cervical secretions. | think douching is a question.

It's nmentioned out there in the Iliterature, but
frankly |I've never seen a study that showed resulting
changes in pH or interference with pH neasurenent as a

result of douching. Next overhead.

You know, | should have put these slides
in and as | was listening to people talk, | thought it
m ght be hel pful just to, | hope I'm not using up al

ny time here. But | thought it mght be helpful to
say a few words about sone of the conplications of BY,
just to bring everybody up to speed here. (Cbstetrica
conplications, certainly the mjor one is pre-term

birth and there is no doubt that this associati on has
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been shown in study, after study, after study, from
the U S., from Scandi navi a, from wherever.

However, | nust say that what we are
lacking is data, prospective data on the role of
treatnent for BV in preventing pre-termbirths. There
is some good data on the effectiveness of this
approach in a select group of wonen. That is wonen
who have had a prior pre-term birth. But there was
conflicting data that was recently released when it
came to the general population of pregnant wonen. A
study that was done that conpared treatnent of BV in
pregnancy with netronidazole to placebo, did not, in
t he general population of pregnant wonmen did not find
a benefit in treating.

So | put this out on the table that even
though there is an association, a very strong
association, what we're lacking is the prospective
data about what to do with this in sonme cases. In

terns of gynecological conplications, this is what

made it to nmy short list. There are certainly others
that you will see floating around out there. But |
think it is true, from sonme recent st udi es,

particularly some of the recent African studies, that
STD and in particularly HV apposition is linked to

bacterial vagi nosis.
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And that BV may actually be a biologica
risk factor for apposition of H V. And | think this
is inportant. Agai n, t hough, we don't have
prospective treatnent studies, of course, and we're
left with the dilemma that our treatnents are sub-
optimal, if you will, and that recurrence rates are
hi gh. Pelvic inflamatory disease. Again, sone very
good associations but prospective data on this is
lacking. And | don't think is comng anytine soon.

Surgical infections certainly inportant
and here we do have sone very good data, particularly
on post-abortal PID. Hysterectony infections related
to the presence of BV and recurrent wurinary tract
i nfections. There has been sone recent information
about the role of abnormal wvaginal flora in the
i deol ogy of this problem But again | don't think, |
may have mssed it, but | don't think there's any
prospective treatnment data. Next overhead.

So what are the risks and benefits of OTC
pH? This is just nme thinking about this. The benefit
is it's sinple. It should be inexpensive. It
certainly may increase the correct diagnosis and
treatnent of wvaginal infections. And | have this
scenario of the patient comng arnmed wth this

information which |'ve already suggested that the
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doctors often don't bother to collect.

So | think that could be powerful. You
know, | have this discharge and | checked the pH and
it's alkaline. So don't treat nme for a yeast
i nfection. So | think it is enmpowering for the
patients to potentially have this information. The
increased pH should alert wonen that yeast is |ess
likely and perhaps, and | think this was nentioned
before, avert inappropriate use of OIC antifungals.
And this could certainly be a good thing.

Ri sks. | wondered if this mght give
wonen a false sense of security. So that if | checked
ny vaginal pH and it was normal, | mght say, I'm
fine. And what | want to make sure and | think this
could be handled in labeling, is that the woman is not
m st akenly equating vaginal infections with cervical
i nfections such as gonorrhea and chlanydi a. And |
think that needs to be very, | think there needs to be
an education piece there.

And also, and | think this is inportant to
t hi nk about al so. I think that this could lead to,
and depending on the indication for the test, whether
it's screening or diagnostic for the OIC use, this
could lead to an increased nunber of office visits for

asynptomati c BV. And currently, although there wll
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be sone in the crowd who disagree, currently the
treatnent of this condition, asynptomatic BV, is
controversial and it is currently not recomended by

the CDC. Next.

So labeling issues, | just nentioned, is
screening versus diagnostic. |Is this sonething that's
going to be for asynptomatic wonen as well as

synptomatic wonen or purely for synptonmatic wonen.
Education, | nentioned, | think it's very inportant
that there be a strong educational piece and that is
includes sexually-transmtted disease infornmation.
Interfering factors would certainly have to be
mentioned and then whatever else we cone up with. And

| think that's it, is that right? Thank you.

CHAlI RPERSON NI PPER: Thank you. Hang
around for a mnute, |I'm sure the panel is going to
have some questi ons. If you' d be nore confortable at

the table, you can do that.

DR SCHWEBKE: No, |I'mfine.

CHAlI RPERSON NI PPER: Ckay. Does anybody
on the panel have questions or coments on Dr.
Schwebke' s presentation. | know |I'm never going to
think of cottage cheese the sanme way again.

(Laughter.)

CHAlI RPERSON NI PPER: | don't mnd clinics,
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| just don't want to cross up the two things. Dr.
Habi g.

DR HABI G In the data you presented and
also in, | suppose data from other presenters, |
wonder what kind of instruction has been available for
the wonmen who have done the self-testing? Wat kind
of specinen collection instruction is typical, if any?

DR SCHWEBKE: Vell, in the studies that
we' ve done where we've conpared the self-collection
for diagnosis for BV and trich, it's sinply been the
cl i nici an, it's pretty, it's been pretty
straightforward. 1It's been them handi ng them the swab
and saying we want you to swab the inside of your
vagina, along the wall, with this cotton swab and then
pass it on to us. So it's been very straightforward.

And | should also nention, because this
was an issue, we, we were proposing to use this
technique in a study of, oh, | don't even, it's been a
while now, | don't even renenber exactly what the
thing of the study was, but it was anong a cohort of
pregnant wormen. And a concern cane up about pregnant
wonen inserting these swabs into the vagina and coul d
they inadvertently snag the cervix and, you know,
cause conplications or whatever. And we sort of felt

that that was highly unlikely and that wth sone
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sinmple instructions that that wouldn't be a probl em

And in fact the study went forward, it was
under the auspices of the Navy. And the study went
forward and |I'm totally unaware of any problens that
they've had with this cohort of pregnant wonen as
wel | . So | think it's a pretty safe and relatively
easy procedure. I"m just concerned about the
interpretations out of it.

DR, KOUVANS: Can | add sonething that,
when we instruct adol escents to take a vagi nal sanple,
we often give them a limtation of how deeply they
should be inserting it. So it, you know, this is how
far your finger goes and that's it. So that's
sonmet hing that I would consider an inportant conponent
of the product.

DR, HABI G And actually, this is Dr.
Habi g agai n. That answered ny second questi on. But
you're talking about heal t h care practitioner
providing instructions. Wen we ook at OTC | abeling
it wn't be by a health care practitioner, it wll
need to be graphically or in good |anguage provide
that kind of instruction. And |, it sounds like it
could be inportant. You guys discussed where on the
vagi nal wall the swab should be and should not be at

the cervix, etcetera. So that would be sonething |
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about --

's done wel |.

DR SCHWEBKE: Umm hmm | agree.

CHAI RPERSON NI PPER. Thanks.
do you have anything? Dr. Everett.

DR EVERETT: Just one.

Ms. Kruger,

What are you

proposing to tell the female the indications for the

use of this device?

DR, SCHWEBKE: What am | proposing? |I'm

neutral about this whole issue. The i

guess if it, fromthe thought that 1've

ndi cati ons, |

given to this

issue thus far, if |1'm understanding your question

correctly, I would favor it being used for diagnostic

pur poses rather than screening purposes.

So | would

favor this being available for a woman who has an

abnormal discharge or odor and it being

a tool that's

available to her for, for that decision point that

we' ve tal ked about .

So that if she does have synptons and if

this is a normal pH, then sonewhere in the text it's

saying this is highly suggestive that you' re problens

are froma yeast infection or are not due to bacteria

vagi nosi s. Sone | anguage around that

poi nt . ["m

really not extrenely enthusiastic, personally, about

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701

www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

108

it being used as a screening test, for the reasons
that | nentioned before. |Is that getting at what, is
t hat your question?

DR EVERETT: Yes, it does. And what
would you tell them for those who are asynptonatic?
Wthout running the list of synptons.

DR SCHWEBKE: Yeah, see, that's where |

think you get into sone nuddy water and that's why

I'm | would ask, | would suggest that it be very
carefully considered if it's to be licensed for an
asynptomati c popul ati on. Because it, | nean | think

we saw data before that the predictive values becone

less, less well interpreted for an asynptomatic
popul ati on. And you know, if you were to say
sonmething like, well, here you are asynptomatic, check

your pH, if it's elevated, see your doctor.

And she ends up going to the doctor and
maybe has asynptomatic BV. That may put sonme health
care professionals in an awkward position because the
formal guidelines are not to treat asynptomatic BV..
So there is sonme dilemma there. There is some tension
there about our current state of know edge about sone
of these conditions and the information that we would
be enmpowering the asynptomatic woman with in that

case. So | have sone concerns about that.
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CHAl RPERSON NI PPER° Do you mnd if | open

the floor to some of our presenters from the public
hearing, if you' d like to coment on that particular
guestion, because the question went to what would the
i nt ended use be.

DR. ROY: Well, | guess | take a different
approach in terns of the asynptomatic individuals. I
think we just heard that half of the BV s
asynptomatic and that the current guidelines say that
you don't treat that. But what's that based on. CDC
nor anyone else to ny know edge has information that
says that not treating those individuals |leads to no
consequences. And | think part of what disturbs ne is
that an agency like CDC will make a statenent based on
lack of data and people go away from that with the
notion that it's based on established studies.

And | don't think that's necessarily true.

So | am concerned about sort of ignoring the
asynptomati ¢ person who nay have BV and not treat that
i ndi vi dual .

CHAI RPERSON NI PPER Wiat  about the
question that Dr. Everett asked about what the
i ntended use of this device would be. Can you answer
t hat question?

DR ROY: | think it cones down to the
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reassurance factor, recognizing there will be a snal

proportion who will have a normal pH and still have
some sort of disease process. But | think that wll
develop over tinme. | think one of the key aspects to

this whole issue is, as was brought up, and that is
educati on. | think as wonen becone nore inforned
about the subtle presentations of a variety of these
vagi nal conditions and what they then may be linked to
in terms of associated disease, then they will be in a
better position to seek assistance or nake decisions
in terns of managing their conditions.

CHAI RPERSON NI PPER: ['m still not sure
we're at the intended use issue. | don't want to take
your question away fromyou, Dr. Everett, but --

DR EVERETT: No, |I'mnot sure either --

CHAlI RPERSON NI PPER: Maybe we'll get to
this in nore detail later. Dr. Koumans, would you
have any comrents at this point?

DR, KOUVANS: l"d just like reaffirm that
asynptomatic wonmen rmay have other conditions in
addition to BV, which Dr. Schwebke, Jane, presented
It mght not only be BV, it mght also be trichononas.

There m ght be other conditions that have led to an
el evat ed pH whi ch need to be eval uat ed.

DR, SCHWEBKE: That's true, yeah, | agree
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with that.

MR TSAKERIS: [|'d like to --

CHAI RPERSON NI PPER:  Yes.

MR. TSAKERI S: -- add sonething here. I
sonetines think that when you talk about screening,
you have to also define what you nmean by screening,
because there's different flavors of screening.
There's, you can talk about screening the genera
popul ati on of wonen who are apparently healthy for the
purpose of trying to determ ne whether or not there's
a vaginal abnormality, that's one thing. Anot her
context would be to | ook at sel ective screening.

Wnen, in wonmen perhaps who have had a
history of vaginitis who are concerned about that or
| ooking for sonme way to, now we're getting in, we're

mxing ternms, nonitoring for their condition or

nonitoring their health status. That sort of mxes
screening with nonitoring and you're still dealing
with an asynptomatic issue. It's ny understanding, I

haven't read the labeling lately for the over-the-
counter antifungal medication anti-use nedications,
but it's ny understanding, please correct nme if |I'm
wong, but | think initially the labeling for those
products advised that these nedications were not

intended for first time episode vaginitis.
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That they were intended only for recurrent
infections. And so if you look at it, if you |look at
a so-called screening test for OIC vaginal pH in the
same context that you would use the nedication. In
other words, it would be for screening/nonitoring for
recurrent infections. I think it would be consistent
wi th how the nedication is being used.

CHAl RPERSON NI PPER.  kay. Thank you very

much. Let's resune questioning for Dr. Schwebke and
we'll call you back if we need to ask further
guesti ons. Dr. Manno, do you have questions for Dr.
Schwebke?

DR, MANNO What would you say the

I'i kel i hood would be for an asynptomatic individual to
decide to go do this?

DR, SCHWEBKE: Ch, that's a very good
guestion. I think it depends on what t he
advertisenments say. And | think a good exanple of
this is douching. Wiy is it that so many Anerican
wonen douche? Vell, it's probably because there's
been, well for one reason it's been handed down from
generation to generation. Another has to do wth
commercialization of the product. So why would
asynptomati ¢ wonen do it?

| think they would probably end up doing
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it as a result of whatever, you know, if there were
commercials for the product or this sort of thing
That woul d be ny guess.

CHAlI RPERSON NI PPER: Dr. Sedl acek, do you
have questi ons?

DR SEDLACEK: No, not really, thanks.

CHAI RPERSON NI PPER:  Ckay.

DR. HARRI NGTON- FALLS: I have no
guestions, thank you.

CHAlI RPERSON NI PPER: Dr. Dianond, do you
have any?

DR DI AMOND: No.

CHAI RPERSON NI PPER: Dr. Tuazon.

DR TUAZON: How would you envision the
use of this in synptomatic wonen in terns of advantage
of doing the pH? Because if they have a high pH they
will consult the physician anyway. So the utility of

this is in those people wth suspected candida

infections where they can self-nedicate, 1is that
correct?

DR SCHWEBKE: Yeah. | envision it, if,
you know, | can envision a synptonmatic wonan using the

product and then either, particularly if she's had a
hi story of prior yeast infections and now has a norna

pH with the product, feeling assured that, oops, this
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is ny yeast infection again and | need to do OIC. But
if it's not a normal pH if it's an elevated pH
saying, or you know, that woman or another woman
saying, | need to consult ny physician.

DR. TUAZON: So she goes to the physician
regardl ess of --

DR, SCHWEBKE: Yeah, well she's going to
have to because if she has an elevated pH, as was
poi nted out before, there's no OTC products.

DR TUAZON: So | think the advantage of
this is in those wonen, synptomatic wonen with | ow pH,
right? And what percent of those people wth
vaginitis woul d have that?

DR, SCHWEBKE: Well, it depends on how you
look at it. | mean | can look at it both ways. To ne
it mght be beneficial if | noticed | had a high pHto

go to the physician and be diagnosed with trichononas

and appropriately treat it. So | can look at that
bot h ways.

DR HARRI NGTON- FALLS: Could I also --
this is Dr. Falls. [1'd like to also add in that we've

been presented wth several scenarios where sone
people will nedicate no matter what.
DR SCHWEBKE: Except the --

DR, HARRI NGTON- FALLS: And sone peopl e,
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even with a diagnostic test will not see health care
provi ders.

DR TUAZON: | think that's true for the
cream because this nay be available to them before.
But for the oral preparation they still need a
prescription.

DR SCHVWEBKE: Right.

CHAlI RPERSON NI PPER: Dr. Dianond, did you
have sonet hi ng?

DR DIAMOND: No, | did not.

CHAI RPERSON NI PPER: Ckay. Dr. Kounmans,
did you have sonething else to add or to question?
Dr. Rfai, any of the other panel nenbers? Dr.
Rosenbl oom did you? Ckay. Wll, we thank you for
your presentation

DR SCHWEBKE: Sure, thanks.

CHAlI RPERSON NI PPER: And | hear from ny
scuttl ebutt about Birm ngham that the Vulcan statue is
in trouble.

DR, SCHWEBKE: Do you want to send a
contri bution?

CHAI RPERSON NI PPER: Yeah, | think we
ought to, we ought to seriously think hard about that.

For those of you who don't know, Vulcan is the statue

in Birm ngham of the person nade of steel or iron and
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honoring the ironworks in Birmngham that are now
rusty in the rust belt category.

DR, SCHWEBKE: It was falling apart and
threatening to fall on people.

CHAl RPERSON NI PPER:  Yeah, Vulcan is rusty
hi nsel f. | used to enjoy going to see \Vulcan when |
was a kid. At this point we're going to nove to open
committee discussion. W've already had sone
di scussi on al ready. | put Dr. Cooper on the spot to
find some preval ence data for us and | think she's got
it. My question was, in the sunmary data that she
showed us, what were the prevalence, what was the
preval ence of bacterial disease in all population, the
synptomatic popul ation, asynptomatic population in
bot h non- pregnant and pregnant wonen.

And what | was trying to do was to get an
i dea about what, what, how many false positives we're
going to see if we, if we use this product in broad

screening, screening of everybody that cane in the

general popul ation. W'l get there in a second.

Yeah, it's comng out. You just need to turn that
overhead thing off. It, the overhead really affects
that, what we can see on the screen. Yeah, that's
better, Bob, thanks. | think you' ve got a second

career ahead of you.
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DR. COCOPER What you're looking at is
analysis of the three pivotal studies that were
provided to us. The, what the table you' re |ooking at
is the recalculated positive prevalence values and
negati ve preval ence val ues.

DR TUAZON. No, that's the next table.

DR COCPER: And the actual preval ence
val ues, not the recal cul ated ones.

DR KOUMANS: Those aren't preval ence
val ues.

CHAI RPERSON NI PPER: Those are positive
predictive val ues.

DR,  COOPER Positive predictive, [|I'm
sorry, positive predictive values. The act ual
preval ence values for, calculated for the positive
predictive value and negative predictive value are on
all wonen, whether they are non-pregnant or pregnant,
is 12 percent. And that in the non-pregnant
popul ation it's based on over six mllion, an N of
over six mllion, it looks like. And in the pregnant,
it's 700, close to 800, 000.

And in the synptomatic popul ation for non-
pregnant and pregnant, it's 30 percent for both of
t hose, synptonatic. And the asynptomatic popul ation,

for non-pregnant, is six percent, and pregnant
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popul ation is 12 percent. So the, to sumit up, the
prevalence is 12 percent for all, 30 percent for
synptomatic. The only one that's really different is
the asynptomatic popul ati on where non-pregnant is six
percent and pregnant popul ati on 12 percent.

CHAI RPERSON NI PPER And the data | show,
shows that the total nunber of non-pregnant wonen
screened was 53 mllion and sone odd, 284,000 and so

six percent of that 53 mllion would be, would have

di sease. Is that, do your figures --

DR COCOPER | have 63 mllion, but that's
okay.

CHAI RPERSON NI PPER: No, yeah, it's

probably a typo. But a mllion here, a mllion there.

DR, KOUNANS: I["m having trouble wth
these figures. |'mhaving trouble with these figures,
|"msorry. There's an N on Study One of 311, and an N
in Study Two of 46, and an N is Study Three of 661, to
get a prevalence of 12 to six percent don't need to go
to six mllion.

DR  COCPER | don't have an explanation
for the difference in the --

CHAl RPERSON NI PPER:  Yeah, they're in
the -- this is a -- there's a group of Iliterature,

this is not this group of N 311
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DR, KOUVANS: Ch, I'msorry.

CHAI RPERSON NI PPER: Yeah, it's a
l[iterature review of one, two, three, it |ooks Iike
about a dozen papers. And the preval ence ranges from
in the data that | was given, sonmewhere between siXx
percent and up to 23 or 24 percent, roughly. But |
appreci ate that. Even though it sounds confusing, |
think it helps me a lot to put in perspective what
kind of prevalence we're talking about wth the
di sease.

DR COOPER  Yeah, | think what it is, is
the conpany itself did three different studies. But
the summation of all of it, including the literature,
is where we're going with it.

CHAI RPERSON NI PPER: Yeah. And 1'Il Dbe
glad to share that with the panel at an appropriate
time when we get a xerox machine going. Do | have to
get permssion? Ckay. Well, anyway, |'m just trying
to shed a little light here. Thank vyou. At this
point we are open, the neeting is open for comittee
di scussi on. And we can proceed in the way that the
panel feels we should, whether we have further
guestions or coments, we can take those ad |ib, we
don't necessarily need to go around the room formally

to do that. W have a little tine to develop the
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i ssue.

If you have questions for other people
who, people who have given this data, now is the tine
to do that. W have about 45 mnutes before the

schedule calls for lunch, and we can proceed however

you see fit. | think that our assignment, between now
and the tine we leave, correct ne if |I'm wong, M.
Calvin, is to answer the questions. And of course

we're going to have another open public hearing |ater
this afternoon. Does anyone on the panel have
comments or questions at this point? Yes, Dr. Falls.

DR, HARRI NGTON- FALLS: The use of the pH
screening to the public would be very helpful for
wonen that are using the over-the-counter yeast
medi cat i ons. It's alnpost too bad we can't include
that in their packaging at this point, because by the
timte a woman buys one of those preparations, to be
able to determine on her own, particularly if she has
not had an exam nation by a physician, whether it's an
appropriate use of the nedication is just out of her
range to be able to tell.

| do have sone concerns about it being
used as a diagnostic tool, particularly in pregnant
worren. | feel that there are a lot of issues that the

wonen need to discuss with their doctor and it ends up
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putting them in an adversarial position with their
obstetric provider.

CHAl RPERSON NI PPER.  Thank you. Are there
other comments, questions, concerns at this point?
Dr. Habig.

DR HABIG | think this question would be
for Dr. Schwebke. In the presentation of the probably
nonth long study that showed high levels of
| actobacillus and low levels, except for the general
popul ati on, t here wer e excur si ons wher e t he
| actobacillus went way down and other things canme up.

In those studies, | think that slide you showed was a
summary slide that had a lot of different wonen
exam nations, it was not a single person.

DR. SCHWEBKE: That was a single person.
There were two single people. The first slide was a
woman who was very consistent --

DR HABIG Ckay.

DR SCHWEBKE: -- and the second woman was
a representative of wonmen who have a lot of
variability.

DR. HABI G Ckay. And in that, in those
excursions though, away from sort of "normal", did you
have data from that subject on other factors, so that

were you able to say, oh, well that was probably
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because of ?

DR, SCHWEBKE: Well, not exactly. Wat we
were able to do was, in a study that, a simlar study
that we did like that where we saw the sane
distribution of patterns, we |ooked at correlates of
that variable pattern, which | don't think is quite
what you're getting at. | think what you're asking is
on those days where their |actobacillus population
went down, were they synptomatic? Is that kind of
where you' re goi ng?

DR. HABIG Actually not synptomatic about
vagi nal conditions but just could that have happened
after intercourse? Wuld that have happened with a
cold or a runny nose or, you know, of those kind of
ot her factors?

DR, SCHWEBKE: Right. W asked questions
of the wonen concerning their, certainly their sexual
behavi or, douching, use of vaginal nedications. And
what we found overall was that the wonen with the
variable pattern were nore likely to have increased

nunber of sex partners, were nore likely to be, have

an increased level of sexual activity. So that the
variabl e patterns seened to behave, if you will, Iike
a sexually-transmtted disease and that it was

correlated wth, you know, nunber of partners,
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increased episodes of intercourse, these sort of
t hi ngs.

W did not find, one of the things we
specifically |ooked for was, for exanple, douching
WAs there day-to-day variability in the bacteria as a
result of douching. W were not able to denonstrate
t hat . That may have been a result of the wonen, for
some reason, deciding not to douche while they were in
the study. So we didn't have very many events to | ook
at, but we did not see that correlation. So all | can
say is that in general, an increased |evel of sexual
activity was predictive of that variable pattern.

CHAI RPERSON NI PPER:  Yes.

V5. FRENCH: I"d just like to share with
you, there's another paper that's published by Frances
Keane fromthe UK, which was simlar to Dr. Schwebke's
study where she followed 21 wonen daily through their
nmenstrual cycle and actually, in this study, was able
to identify three different patterns of vaginal flora
for these wonen. Approxi mately one-third or 40
percent of the wonen had normal vaginal flora
t hr oughout . And another third or 40 percent had an
abnormal pattern throughout.

And then there was a group, approxinmately

19 percent of wonmen who had the variable pattern. And
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what Frances was able to show was the pattern nost
often changed in the first phase of the nenstrual
cycle, approximately Day 7 to 9 was when you noticed
the shift in vaginal flora towards the abnormal. And
she also found that an elevated pH was present anobng
these wonmen prior to the shift in flora. And | can
get, leave copies of this for the panel if they like.

DR,  SCHWEBKE: Jani ce, thank you. That
was also, we also noted the relationship between a
point change or a significant point of change was
rel ated to nenses.

CHAlI RPERSON NI PPER: I"'m glad for you to
make coments, but let nme remnd the speakers you need
to go to the mcrophone. |"m not sure our, did you
get that at all? Wuld you like it for the record?
"1l need you to go to the mcrophone. |'m not snart
enough to read.

DR,  SCHWEBKE: I was thanking Janice for
reminding nme that in our study we also saw a
significant relationship between nenses and the timng
of these shifts in the bacterial flora.

CHAlI RPERSON NI PPER: Thank you for doing
that to acconmodate the record. Are there any other
comments? Yes, Dr. Koumans.

DR, KOUNVANS: Yeah. In speaking to sone
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of ny colleagues at CDC, there are a nunber of
guestions that have cone up regarding the use of a
product |ike this. In particular, sonmething that, it
was unfortunate that Jani ce Rupkey couldn't study this
in her prospective study of wonen, but the risk of
douching associated with having a test that's positive
or negative on the basis of this pH And we're
concerned that there be sone inportant information in
the labeling, if this is, you know, to be approved,
that douching wll not treat a high pH and that
douching may actually lead to a high pH.

So that it may be a reason for a positive
test and it's not a good nethod to treat a high pH |
think both of those things should be in there.
There's a lot of literature, simlar to the BV
literature |inking douching to ectopic pregnancy, to
pre-term delivery, to a variety of other adverse
out comes anong woren. So | think that would also be
i mportant informtion.

CHAI RPERSON NI PPER: Good. Dr. Janosky.

DR, JANOSKY: ["mtrying to think through
the issue of what would be appropriate clains for the
pr oduct . And | think that either Dr. Schwebke or,
let's see, Ms. French, mght have presented sone data,

but I'm not sure whether | renenber it correctly or
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not . What |I'm actually looking for is a two by two
table where you look at pH value for the cutoff and
then for the other outconme, either for screening or
di agnosi s, whether a disease process is present or
not .

Not which particular one, but just any of
the following that you had tal ked about. Do either of
you have data that would show us, just as a general
screen or if the pH is a certain level, is sonething
going on? Not particularly what mght be going on,
but just sonething. | thought Ms. French had sone
data presented, no?

CHAI RPERSON NI PPER:  Dr. Roy may have --

DR ROY: | think the paper by Dr.
Caillouette in the Anerican Journal. That was a group
of asynptomatic individuals who cane to his practice
and who were screened. And the branch point, the two
by two table was conprised of those who had a pH | ess
than or greater than four and a half. And so that was
at least a small study looking at that issue of
branching it out according to any of the pathogens,
not just BV, but Goup B strep, Gardnerella vaginalis
or a mxture of those anaerobes.

DR. JANOSKY: Do you happen to recall what

those values were in terns of sensitivity and
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CHAlI RPERSON NI PPER: Is this the table

t hat you showed?
DR ROY: Yes.

CHAI RPERSON NI PPER: Wuld you mnd

ifo

read it?

DR. ROY: No, go ahead.

CHAI RPERSON NI PPER: Ckay. | got a copy
of this over the break and as I'm | was still
grubbi ng around with preval ence. | wonder if there's
a way to put it up on the -- is this one of your red
tables or was this a pretty good picture?

DR ROY: | think it was one of the ones
that | was able to show

CHAI RPERSON NI PPER: But you're not
connected up anynore, are you?

DR ROY: No.

CHAI RPERSON NI PPER: Vell, let ne just
read it and we'll see if that does enough for the
panel. [|If the panel needs the information before. |If

you nmneke vyour tw by tw table wth bacterial

vaginitis up at the top, and bacterial vaginitis

positive with a test positive, that's true positives

or 61. I don't know whether Dr. Janosky, that's the

one you were talking about?
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DR, JANCSKY: No, | was actually I ooking

for any di sease process, not just BV.

CHAI RPERSON NI PPER:  Ckay.

DR, JANCSKY: So if, Janice, |'m just
trying to grapple with the issue of what would be the
cl ai ns.

CHAlI RPERSON NI PPER: | ve got another one,
all right. This was -- okay, disease positive,
di sease negative, this was a fairly low end? (kay,
we're getting there. Thirty-three true positives, 12
true negatives, zero false-positives, pardon ne, zero
fal se-negatives and one false positive for a
sensitivity of 100 percent, specificity of 92 percent.

DR, JANCSKY: That's hel pful.

CHAI RPERSON NI PPER: Yeah. Vell, 1 did
ny, | did some calculations on the six percent
preval ence and if you assune 100,000 popul ation that
you're going to do screening of asynptomatic people
and you assunme the sensitivity and specificity of 75
percent which is, | think I've seen some figures |ike
t hat . To find, you're in this, 1,500 patients when
you do that. And you're going to find 4,500 truly ill
people, but vyou're going to have to wade through
23,500 people who have false-positives. That's the

trouble with a low sensitivity test in an asynptonmatic
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popul ati on.
DR KOUMANS: [t's the trouble with a | ow

specificity test.

CHAlI RPERSON NI PPER: I"m sorry, thank you
for the correction, it's the trouble with a |ow
specificity test in an asynptomatic popul ation. And

we can argue about whether the specificity s
appropriate or not, but even so, you ve got to have
fairly high specificity in order to do a screening
test. O herwise you're going to be, you're going to
wei ght down the system with a huge nunber of people
who are not ill. Dr. Rosenbloom did you have
anything to add?

DR ROSENBLOOM  No.

CHAI RPERSON NI PPER:  Ckay.

DR SEDLACEK: | have a question.

CHAlI RPERSON NI PPER:  Yes, Dr. Sedl acek.

DR. SEDLACEK: | may have m ssed this, but
in the material that | read prior to today's neeting
and today, | couldn't satisfy nyself that | understood

the frane of reference for the pH neasurenent.

Basi cally, how accurate is the device before us today?
Wien | | ook at the, at the, one of the studies in our
handout, a study by Sagawa, et al, they used a digital

pH neter to neasure pH in the population of pregnant
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DR CAI LLOUETTE: | have it
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conpare the

in this large

book, it's Dr. Amsel's study. And Dr. Ansel did use a

pH neter along with indicator paper. And | think it's

fair in saying he concluded they were very conparabl e.

But I will find that for you.

DR. SEDLACEK: Thank you.

CHAI RPERSON NI PPER: If the panel has no

further questions or coments, | think 1'd like to

break at this point for our lunch break and then let's

come back with, in a hyperglycemc state and answer

the questions. | don't know whether I'm | don't know
whet her other panel nenbers felt as guilty as | did
yesterday about eating <candy in front of the

di abetics, but I've eaten a |lot nore candy today, so |

think that we have, we have our finger

on sone of the

i ssues about this particular issue, about the vagi nal

pH

Maybe questions wll occur to us over

lunch tinme that we need to ask. We'l |

open it up for

further questions and then we'll |ook at the questions

the FDA has asked us to consider. There is a distinct

chance that we will be finished and ready for the open
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public hearing which is scheduled at 2:00. There is a
chance we may open up earlier for that.

So if there is anyone in the audi ence who
is presenting, you mght want to come back early after
lunch. Since we're breaking at a quarter of 12:00 and
we're scheduled to reconvene at 1:15, could we
reconvene at 1:007? Wul d that put any pressure on
anybody? Ckay. That would give us a chance to go pack
our bags if we need to and then be ready to do our
busi ness this afternoon. (kay, so hearing no dissent,
we'll break for |unch.

(Whereupon, the foregoing matter went off
the record at 11:48 a.m and went back on the record

at 1:04 p.m)
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AF-T-EERNOON S ESSI-0ON
(1:04 p.m)

CHAl RPERSON NI PPER. Ckay. If we can get
start ed. If you' d | ook over to Steve GQutman's chair,
you will notice Steve is not there. And then we've
got Dr. Wods in the audience also backing us up,
hopeful | y keeping us straight. Al right, predicting
that 1've stirred up a hornet's nest, maybe not
hornets, we've just, we've generated sonme further
comment and our norning presenters would like to
clarify some issues regarding prevalence and how the
test performs. Who's going to do it? Now we haven't
heard fromyou yet.

DR, FADEN: No, you have not. I''m Joel
Faden, Ph.D. I am a Regulatory Consultant and |I'm a
pai d Consul tant of this conpany.

CHAI RPERSON NI PPER:  Yes.

DR, FADEN: | am responsible for a nunber
of things that you may have or may not have. One of
themis that big binder on, the binder that's sitting
in front of him

CHAI RPERSON NI PPER:  Ch, this binder.

DR. FADEN: Which is a generic discussion
of vaginitis. | also produced a nine or ten page, it

was originally a letter to FDA which reviewed the, the
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various studies that existed at that tinme, and
summari zed them and tried to present sonme idea of what
the worst case scenario would be. And that's one
thing I'd like to correct. Those nunbers that were in
there for prevalence were ny review of the literature
and then saying what are the ranges that exist in the
vari ous studi es?

And then | took the low end of those
ranges and said, this wwuld be the low end and
therefore given this, what woul d, given this
preval ence, what would be a reasonable estinmate of

positive predictive value and negative predictive

val ue. So it was all theoretical, it was all worst
case scenarios. Wuat | would like to point to today,
at this point in tine, however, is studies that were

presented this norning which are really larger studies
and al so maybe nore accurately refl ect those nunbers.
The presentation by Janice showed a
positive predictive value of asynptonmatic patients in,
| believe, in the 60 sone percent range. Also Jane's
presentation, when she showed her nunbers, the PPV was
also | think around 70 percent. So | would perhaps
use those, mne s only nerely a theoretical
presentation for worst case. Can | clarify a nunber

of other things too?
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CHAlI RPERSON NI PPER: Let's don't nove off

t hat subject there --

DR FADEN.  Sure.

CHAI RPERSON NI PPER: -- so quickly. When
| teach the nedical students at Creighton about
Bayesian statistics, one of the points that | try to
make is that preval ence changes predictive value. And
there's no better case to use for that than when you
do what I cal l a well pati ent screening or
asynptomati c patient screening.

So if, what | like to do is look at, I'm
| ooking at this product in a couple of different ways.

One is that if you have a situation such as we heard
about from M. French, who had a high preval ence
popul ati on, but then I wanted to contrast that w thout
taking anything away from the presenters, from Dr.
Schwebke or Ms. French, 1'd like to contrast that with
an asynptomatic popul ation.

So that's why | was Ilooking for the
preval ence in an asynptomatic popul ati ons or
essentially a population that mght walk into a drug
store or wherever they pick this product up and say,
oh, this looks interesting, | mght do this. So
that's why, that's why | asked for the nunbers because

| wasn't trying to distance nyself or devalue any of
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the presenters' information. But | still think it's
valid to look at what the prevalence is, the
preval ence of these diseases are in asynptomatic
popul ations that may walk up and buy this test, buy
this device to use on thensel ves.

DR, FADEN. And see that's why | wanted to
get the worst case from the literature that | could
find, for those nunbers. That was the six percent and
the 12 percent.

CHAI RPERSON NI PPER:  Ri ght .

DR. FADEN: But agai n, Janice's
asynptomatic patients were 80 percent and of those,
they had a very high positive predictive value. Mybe
we're concentrating a little too high on positive
predictive val ues.

CHAI RPERSON NIPPER Well, | like to also
| ook at sensitivity and specificity as well, because

if we're looking, if we're doing screening we need a

high sensitivity test. And if this test is not as
highly sensitive as we'd like to have, maybe -- |
should state that in a positive way. If this test is,

a device is a high sensitivity device, then you can
| ook at, you can look at it as a screening situation.
DR KOUMANS: Can |, can | correct that

again. | don't think the mc is on.
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CHAl RPERSON NI PPER:  Yeah, it is now.

DR, KOUNANS: This specificity is the
criteria that you would like to have be high in a |ow
preval ence popul ati on.

CHAI RPERSON NI PPER. I n sone cases, it is.

On the other hand, | respectfully submt that if
you're looking for disease in a |low preval ence
popul ation, you still need a high sensitivity test.
Because sensitivity gives you the index in which you
find disease. If you have a low sensitivity test, if
doesn't matter what the specificity is going to be,
you're not going to find the anount of disease you
need.

DR KOUMANS: Actually with a chlanydia
culture test, which has a sensitivity of about 50 to
60 percent. Wth a specificity of 100 percent, you
can reduce the prevalence by screening using that
test.

CHAI RPERSON NI PPER: Yes, you can. But |
woul d, without neaning to be argunentative, | would
cite to you that if you had a better chlanydia test
with a higher sensitivity, | bet you' d walk into that
and walk away from the test you have with only 50
percent sensitive. If you' re looking for disease,

you've got to have high sensitivity, as high as
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possi bl e. It's not to say you can't take a |ow
sensitivity test and find disease, but you' re going to
have a | ot of overhead doing it.

DR, KOUMANS: Ri ght. | mean, | think in
ternms of a test that determ nes disease versus not
di sease, the best way to determne a sensitivity or
specificity cut-off is an ROC test, ROC curve, which
in this case you presunably have already done or
that's been done in the literature for decades. And
that's already been determined to be a certain cut-
off. So we're not having a discussion about ROC curve
anynore.

CHAlI RPERSON NI PPER: W haven't seen an
ROC curve, to date

DR, KOUVANS: No, we haven't. | agree.

CHAI RPERSON NI PPER: Ckay, have we
clarified the issue?

DR, FADEN: Can | make a couple of other
coments while we're on this?

CHAI RPERSON NI PPER: Sure.

DR FADEN: First of all, this is a
generic discussion, so |I've nmade all ny product for
the panel to be generic. This not a discussion of a
particular product at this tine. In that vein, we

have also in the past provided FDA | abeling, proposed
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| abeling for products like this to conplete the
product. And sone of the points of that I'd just |ike
to make clear. The indication was not to tel
sonmebody to go do a test if they get |ow value, | nean
to a treatnent if they got a value less, we did not
say that.

W nerely said that a value greater than
4.5 is indicative of a bacterial infection, please
contact your physician. The other thing was that the
| abel i ng warned agai nst doing the test within 24 hours
of sex, douching, nmenses and a couple of other things.

| believe we also warned against this test being
interpreted in any way to be related to any sexual
di sease, such as HV or gonorrhea or any other
di seases.

So those were in the labeling to warn
against the idea that you should contact your
physi ci an whatever your results were, results in the
| abeling. | just wanted to clarify those points while
| was up here.

CHAl RPERSON NI PPER.  kay. Does the pane
have any coments or questions about this issue or
t hese issues?

DR KOUMANS: Yes, | am I'd like to

follow up on Dr. Janosky's question earlier on having
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a two-by-two table showing BV -- not BV, pH above the
cut-off, below the cut-off and then disease, yes/no.
And |I'm wondering whether Ms. French, Janice, would be

able to pull that together fromthe data that she has?

M5. FRENCH. | could pull it together from
the data, but wunfortunately | don't have that data
here. | can get it and send it to you.

DR KOUMANS: W could calculate it.

M5. FRENCH. | don't have the raw nunbers.

DR KOUMANS: You have the total --

M5. FRENCH: | don't have the raw nunbers
here to nmake a two-by-two table --

DR, KOUVANS: But you have the total --

M5. FRENCH -- for any infection versus
no infection.

DR, KOUVANS: But you have total sanple
size and vyou have ©prevalence of each of the
i nfections.

M5. FRENCH: COkay. Let ne think about it.

CHAI RPERSON NI PPER: Any ot her coments?
Ckay, thank you. At this point we can spend sone tine
and I'm not sure the panel is ready yet because we're
still asking for data or for information. But I, we
have several questions that have been raised by FDA

staff about these devices. So | guess what I'd like
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to do, if the panel is willing to do that now, is to
go through the questions and see what our panel's view
is about this particular device that's in front of us.
Question 1, I'mnot sure, yes.

DR HABIG  Just before you start that, |
wonder if | could ask a question.

CHAI RPERSON NI PPER:  Sure.

DR HABI G It is not clear to nme the
basis of this nmeeting. That sounds really fundanental
but it is apparently we are not here |ooking at an
i ndi vi dual devi ce. [''m not sure what FDA wants from
us and 1'd like to know that. I nean they want the
answer to these questions but in the context of what?

CHAI RPERSON NI PPER:  Dr. Cooper.

DR. COOPER: I"m speaking for Dr. Qutman.
What | think we're trying to obtain is not a vote.
W're trying to get some input so that we have help
with the decision-nmaking process for these types of
products. Does that answer your question?

DR HABI G Al nost . Wul d you expect to
wite a guidance docunent on this subject?

DR  COCPER | think that's sonething we
coul d consi der. | don't think that was sonething we
originally intended to do. But it would help give us

some clarifications of input from the panel. | nean
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that's what we were hoping to obtain so that we could
then get clearer in our mnd which direction we're
going and that mght, down the road, lead to a
gui dance docunent. But | don't think that was the
original intent.

DR HABIG May | continue?

CHAl RPERSON NI PPER: Pl ease, do.

DR HABIG Do you have 510(k) subm ssions
that you are |ooking at from sonme of these sponsors to
put a product, to clear a product to market?

DR. COOPER: That's part of t he
consi deration process, Yyes.

DR. HABI G Ckay, from an industry
perspective, it seens to nme there is already guidance
about, if products are cleared for professional or
prescription use there is a pathway to get to OIC use
cl ear ance. So these questions that we answer are
going to help you fornulate how to allow conpanies to
get through that route?

DR,  COOPER I think there's genera
gui dance for over-the-counter use, but | think the
guestions we're asking are over and above what's in
t he gui dance. | ssues conme up periodically in the
review process which aren't particularly answered in

t he gui dance. Qur gui dances are generic as possible.
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And sonetinmes we run into situations, such as we
have. These questions represent that we would Iike
some input on so that we have some nore information so
that when we nmake a decision, it's the best possible
one we can nake.

DR HABI G Thank you.

CHAlI RPERSON NI PPER: Thanks. Does any
other nmenber of the panel have questions, further
guestions in this regard? Ckay. Before we start to
answer Question 1, I'm remnded, when we started
talking about Dr. GQutman, |'mrem nded that during the
unch break Dr. Qutrman asked nme to further refine
Question Nunmber 2. So I'd like to tell you about that
further refinenent so that you can be thinking about
your answer as we work on Question 1.

Question 2 deals with intended use for an
OrC product or neasurenent of vaginal pH He woul d
like that, to break it down by four groups. In other
words, to consider Question 2 as having four parts.
And what you'll do is pan to the sentence or the
guestion such that the first part would read, what
i ntended uses are appropriate for an OIC product for
neasurenent of vaginal pH in an asynptomatic, non-
pregnant popul ati on. And then we'll take the sane

prefix and add, in asynptonatic pregnant popul ation.
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Thi rd, in a synptomatic non-pregnant
popul ation, in a synptomatic pregnant popul ation. So,
that we'll actually ask, have four sub-parts to
Question 2. Then, if you think about it, Question 3
t hen changes because Question 3 deals with should the
device be used with pregnant wonen? Coviously we're
going to be dealing with intended uses in pregnant
wormren in Question 2, now. So let's line through the
first question there, the first part of Question 3.

And that |eaves, would any additiona
testing be necessary for pregnant wonen? Then
Question 4, deals with |abeling. And the |[abeling
gquestion, also Dr. Gutman would like us to try to
break down our answers in the four categories that
Question 2 is broken down into. In other words,
should we have a labeling different for an
asynptomatic population, either pregnant or non-
pregnant versus a synptomatic popul ation, pregnant or
non- pr egnant .

So he' s interested in t he f our
subcat egori es of worren  that woul d be usi ng,
potentially would be using this test. So | guess
we' re back, does anyone have any questions about the
changes to the FDA questions? Yes, Dr. Habig.

DR HABI G | do. Is, is there reason to
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suspect a difference in performance wth pregnancy
ver sus non- pregnancy?
DR HARRI NGTON- FALLS: This is Dr. Falls.
Intuitively | think there are the potential for nore
pH changes in the pregnant worman due to different
secretions.

DR, HABI G Intuitive is pretty good,

DR KOUMANS: There is data.

DR HABIG ~-- based on what?

DR, KOUVANS: There is data on pregnant
wonen that pH tends to, BV preval ence goes down during
pregnancy and | don't know what pH does.

CHAI RPERSON NI PPER:  Did you say PV or BV?

DR KOUMANS: BV, bacterial vaginosis
preval ence during pregnancy goes down.

CHAI RPERSON NI PPER: Thanks, |I'm just
t hi nki ng of the transcri bers.

DR KOUMANS: And | believe --

CHAI RPERSON NI PPER: kay, |I'm sorry, |
didn't nean to interrupt you further. Yes, Dr.
Rosenbl oom

DR,  ROSENBLOOM Certainly one reason for
decreasing pH would be the high estrogen Ievels

associ ated with pregnancy as a nechani sm
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DR, KOUVMANS: Right.

DR HABI G Ckay, that, the performance

the technical performance is what | was interested in.
Is there any reason to believe that the ability to,

of these devices to test accurately the pH would
change. I want to subcategorize this, because ny
f undanent al guestion is, what's different about
pregnancy? So it's not the actual performance? |If
you get the pH, it's going to be the pH It's the why
woul d pH be different in pregnancy and, then | presune
also, the differential decision making that would
occur after you get the result.

CHAI RPERSON NI PPER: The ROC curve nmay
change.

DR HABIG Ckay.

CHAI RPERSON NI PPER:  Ckay?

DR HABIG  Yup.

CHAI RPERSON NIPPER:  Did | get that right?

DR M TCHELL: Excuse nme, hi, |I'm D ane
Mtchell and I'm an Cbstetrician/ Gynecol ogi st with the
FDA. | think one of the reasons why we wanted to
separate out pregnant versus non-pregnant individuals,
is because the potential for having to use the device
in pregnant versus non-pregnant individuals was, would

change. So it was the use of the device as opposed to
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t he performance of it.

CHAI RPERSON NI PPER: The nedical reason
for using the device?

DR M TCHELL: How we would label it in
terms of what we could tell wonmen about what the
i nformati on woul d nean.

CHAI RPERSON NI PPER: You see use of the
device to an anal ytical chem st neans how you perform
the test. Use of the device to you, as an MD., nmaybe
the nedical use of the device. So that's why we need
to, I don't want to put too fine a point on it, but I
think it's inportant that we clarify this. And |
think that's what Dr. Habig is getting at. I's that

we're, we're, we need to just mneke sure why we're
differentiating.

DR. M TCHELL.: Vel |, for exanpl e,
screeni ng popul ations for pregnant versus non-pregnant
individuals to reconmend that you -- if you' re going
to recormend that you use the test for screening in
patients, just to examne them to see whether or not
t hey have the disease, you m ght behave, the physician
m ght react differently to an asynptomatic worman who
has, who's not pregnant, who has a alkaline pH as

opposed to a pregnant worman  who  has, who' s

asynptomatic, who has an al kali ne pH
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So it would be in terns of the labeling
and the way you treat the person if the tests were
examned and if the test cones back with an alkaline
pH.

CHAI RPERSON NI PPER: Playing devil's
advocate here, hadn't we already figured that out wth
the current device that's on the nmarket that's not
over -t he-counter?

DR M TCHELL: Well, current, no, | think,
well the issues are different because of the fact that
it's a physician who's handling it and nmaking a
deci sion versus the patient who' s exam ning thensel ves
or making the choice to use the device to exam ne her
own vagi nal fl uids.

CHAI RPERSON NI PPER:  But |'mthoroughly --

DR MTCHELL: | mean part of --

CHAlI RPERSON NI PPER: ["m thoroughly
conf used.

DR M TCHELL.: You may be right, but
that's why we're asking you the question. I n other
words --

CHAlI RPERSON NI PPER: W need to focus on
the, we need to really fine tune this question. And I
think Dr. Habig is right. "Il get to you in a

m nute. Ckay. | thought you said, when you answered
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this question was that there nmay be a difference in
| abel ing because the physician my use the data
differently.

DR. M TCHELL: That, okay.

CHAI RPERSON NI PPER: Ckay? Now, we're
tal king about an over-the-counter device here. So
when | cane back at you and said, but we should have
al ready answered that question about how the physician
uses data because you already have a device that's in
the hands of a physician, okay? O we already have a
test that's in the hands of the physician.

DR. M TCHELL.: No, you're right, you're
right.

CHAl RPERSON NI PPER.  Ckay, so, okay. So |
don't mean to harass you but if we're, are we talking
really about differences in |abeling because the wonman
herself may use the data differently? Am | putting
words in your nouth?

DR M TCHELL: No, you're not.

CHAI RPERSON NI PPER:  Ckay.

DR, M TCHELL.: | skipped the step which
was an assunption, which is part of what you' re going
to talk about today. That regardless of the results
of the study or the test, you contact the physician.

So that's where the confusion |ay.
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CHAlI RPERSON NI PPER: But there may not be

such a contact, as people have presented this norning.

DR M TCHELL: That's correct. That's
correct, and that's part of what --

CHAl RPERSON NI PPER.  And that nmay be part
of the problem

DR M TCHELL: Yes.

CHAl RPERSON NI PPER:  Ckay, Ms. Kruger, you
had your hand up next.

VB. KRUGER: Just a poi nt of
clarification. In di abet es in pr eghancy or
gestational diabetes, we mght ask, we do ask all of
our patients to check their ketones every norning.
And we're not |looking for ketosis necessarily in
gestational diabetes, we're looking at nutritional
t herapy and adjustnents we mght need to nake on their
diet and insulin. And ny question would be, in a
typical Type 2 situation, we wouldn't use ketone
sticks for the nost part.

Wul d a physician recomrend, is there an
indication to recommend using a pH on a weekly basis
or a nonthly basis during pregnancy that mght help
t he physician decrease the risk of a negative outcone
to that pregnancy and hence that mght affect how

recommendati ons are | abel ed?
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DR. DIAMOND: Those are all the questions

we don't have answers to. And that's actually ny
bi ggest fear of having this avail abl e over-the-counter
for pregnant wonmen to use is sonmeone will use it, wll
get a response and then will call their obstetrician
and what do | do? And in the litigious environment in
which we live and the physicians are going to feel
conmpelled to respond in certain ways for the result of
a lab test, the consequences of which we do know,
which they may never have perfornmed if it was
sonmething they were thenselves doing in their office
wi th sonething that was approved for physician use.

M5. KRUGER So what you're basically
saying, as an obstetrician you don't see the val ue of
a regular basis, to have all the, once you get
pregnant we should do the testing?

DR DIAMOND: | don't if there is or there
is not. | don't know, | don't think there is data now
to say that we ought to be doing it on a routine,
regul ar basis such as that every nonth. There are
sonme data that we were given showing that it's hel pful
in identifying certain obstetrical problens, but none
of them that 1've read talk about wusing it in a
systematic fashion periodically, week after week or

nont h after nonth.
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CHAlI RPERSON NI PPER: kay, do we have

ot her questions of concerns before we start working on
Question 1? Yes, Dr. D anond.

DR. DIAMOND: This goes, perhaps, back to
the sane sort of issue. Do we know enough about,
we've heard conmments about various things that can

af fect vaginal pH, whether it's nenstrual flow, senen

douchi ng. Do we know enough about how long after
t hese events those changes persist. W' ve seen sone
anecdot al exanples in individual patients where

per haps the changes that we saw in flora were due to
those sorts of events.

It would help me a great deal if we had
good data to show that these changes were gone in siXx
hours, 12 hours, 24 hours. What's the average for
individuals and is it a function of estrogen in
di fferent phases of the nenstrual cycle. How long are
t hese changes going to persist for? And that also
would be inportant if patients are going to be
utilizing these on their own to nmeke these
det erm nati ons.

CHAI RPERSON NI PPER: That sounds like a
suggestion for an intended, additional study.

M5. FRENCH: |'d like to address that.

CHAlI RPERSON NI PPER:  Yes.
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MB. FRENCH: There is information from a

study fromGles Mnif, I think he's from Nebraska.

CHAI RPERSON NI PPER:  He's at Crei ghton.

V5. FRENCH: Crei ghton, okay. Wo | ooked
at vaginal pH after douching and showed that within an
hour, the pH was back to the level that it had been
prior to the douching episode. And in, there's other
information --

DR. DIAMOND: And, |I'm sorry, what kind of
douching was that? Wat was it being done with? Ws
it a basic solution, was it a neutral solution?
Because all those things, | would envision, could
i nfluence the results greatly.

V5. FRENCH You're right, that's a very
good point. If it's an alkaline solution it may nake
a difference. So we would certainly ask wonen, when
we talk with wonmen scheduling their appointnments we
ask them not to douche prior to comng in. So that
woul d be reasonably sonething to put in the |abeling,
reservations about douching. There's also information
about changes in vaginal pH follow ng intercourse, and
| believe that also is a very short tine.

It's older information from the '70's.
Al so after sexual intercourse the pH renmains elevated

for a short tinme. Not days, but nore like one to two
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hour s. Does that help? |'m sorry, 1'm Jan French,
I'"'ma Nurse Mdwife.

DR, M TCHELL.: It helps a little bit, but
if, referencing the data is from the '70's, not
knowing it or being able to reviewit, still |eaves ne
a little bit unconfortable as to nunber of subjects.
| would have to envision things like semnal fluid
volume would have a big influence on that and the
nunber of episodes of intercourse. And again, if we
have this in the hands of the public to use, I'd like
to know if those paraneters are going to affect the
results if it's within six hours or 24 hours or 48
hours, or whatever the tine interval mght be.

M5. FRENCH: I would think that, or |
woul d hope that that would be sonething that we could
address on the instruction sheet to the woman. That
if she should delay testing after, for a certain
amount of tine after those, those incidents. And also
that could be a question since we're, we would like to
have them call if their pH neasurenent were high.
That could be a question that the physician's office
or the clinician's office would ask.

DR M TCHELL: But, but, how if we in
this room don't have the answer and if you as the

experts who have done these studies don't have the
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answer, how is the physician's office going to respond
when Ms. Smth calls and says, "l've got this
response. " W have no guidance to give the
physician's office on how to respond. That's what it

sounds |i ke.

V5. FRENCH: | think from ny perspective
as a practitioner, if a person is calling you wth
this information and I would, | would enlist her, her

information and her desires in the decision to be
made. I would reconmmend that if she had synptons,
certainly she should cone and be exam ned. Certainly
in pregnancy, anybody with synptons needs to be seen
by a care provider and have definitive diagnostic
testing done. And | would recommend that to wonen
when they call.
CHAl RPERSON NI PPER:  But the question, the
foll owup question I would have for you is that if --
and I'"m certainly not an expert in this area -- but
in general, in any nedical issue, if you don't have
data on which you recommend that a person access the

health system and you don't base that on information

that's well developed by studies, have you used
anecdotal or intuitive information? ["m sure that
this is not a wunique situation and | «certainly

understand why Dr. Dhanond is saying this is not
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different information to develop, for the nost part of
it.

| can envision these studies could be
done. If Mnif did them | know they are easy to do.
But | know that he's a busy man and he has a busy
practice and he was able to do these studies, you
know, reasonably well. So, you know, it doesn't take
big-tinme NIH funding to it, is ny point. It can be
done in a clinical setting in a clinical research
setting. So | would think that it mght seemw se to
say these studies m ght be needed.

They mght help both the over-the-counter
market as well as the nedical practice market, it
woul d seemto ne.

DR DI AMOND: I think so.

CHAI RPERSON NI PPER: Do we have other
comments? Yes, Dr. Sedl acek.

DR. SEDLACEK: Yes. During the
di scussions today |I've had sort of a recurring
nightmare about the patients wth vestibulitis or
vul vadynia, nmany of whom present to our offices wth
the conplaint of a mld discharge and burning and
itching of the vulva. Are you aware of any studies or
is anyone aware of any studies looking at pH wth
t hi s?
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And when you start off wth such a
subjective issue as burning or itching vulva, isn't
that a little bit shaky to start a scientific study
on?

CHAI RPERSON NI PPER:  It's a good questi on.

Does anybody want to comment on that, either fromthe
panel or fromthe presenters this norning?

DR CAILLOUETTE: Cai |l | ouette. | woul d
certainly agree with that. It's so subjective, |
don't know how you would ever get paranmeters to work
on a study such as that. You're absolutely right.

CHAl RPERSON NI PPER.  Thank you. Well, are
we ready to discuss Question 17 "Il read the
gquestion. Are there sufficient data denonstrating the
associ ati on between vaginal pH and various states of
vagi nal disease to allow use of such an over, such a
product in an OIC setting? |If not, what additional
studies would be needed? Dr. Rosenbl oom would you
like to start?

DR ROSENBLOOM No. Vell, that was an
answer to your question. I would like the option of
saying sonething, if | have anything to say, after |
hear fromthe nore expert people around the table.

CHAI RPERSON NI PPER: I's there soneone who

woul d vol unteer an answer to start? Dr. D anond.
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DR DIAMOND: [|'Il say something. | think
the mpjority of the data |'ve seen today indicates
t hat there looks like there's a very close
rel ati onship between pH and states of vagi nal disease.

And would lead nme to believe that it would probably
in the long run be a very good marker. | think there
are, though, additional things that could be done and
shoul d be done and actually should be relatively easy
to do, as you were indicating which wuld provide sone
inmportant information for patients as well as for
health care providers as to what are the influence of
acute changes in the vaginal mlieu, which may affect
the pH readings. And are these changes that wll
| ast, over how long a period of tine will they change?

And | can envision that being tested relatively easy
with initiating sone of these events and then serially
checking pH at hour intervals, two-hour intervals for
six hours, 12 hours, however long it takes to get back
to a steady state.

| think that would help ne a great deal
ultimtely. But as | said, | think in the long run,
think once we have defined those issues nore, | think
the answer to Question 1 would be that there is
sufficient data.

CHAI RPERSON NI PPER:  Dr. Falls.
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DR. HARRI NGTON- FALLS: The answer to

Question 1 | agree would be yes. And in light of the
fact that we already have over-the-counter yeast
nmedi cations available, 1 think this would be a very
useful adjunct in that setting.

CHAlI RPERSON NI PPER: Do you think any
addi ti onal studies are needed?

DR, HARRI NGTON- FALLS: Regardi ng the four
popul ations that we're discussing, the asynptomatic
and synpt onmati c, pr egnant and non- pr egnant ,
definitely. But just in terns of, you know being
able to say, yes, the test can determ ne the pH val ue,
| woul d say no.

CHAlI RPERSON NI PPER: Thank you. Do we
have ot her panelists? Yes.

DR KOUVANS: Yes, thank you. | agree
that there does appear to be sufficient data
denmonstrating an association. And to follow up on the
pr evi ous conment di scussi ng asynptomatic ver sus
synptomatic wonen, | think there are currently studies
going on that may help address sone of the questions
that the presenters have had and [|I'm sure the
panel i sts al so have on asynptomatic vagi nal
i nfections.

At this point, we don't have those
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answers. And on the other hand, we do have sone data
that shows, hopefully we'll get a little bit nore
before the end of the afternoon, but show ng how good
the pH is in distinguishing disease versus non-
disease. | think the question in ny mind is how nuch
nore data do we need?

CHAI RPERSON NI PPER: Dr. Tuazon, do you
have a conment on Question 17

DR TUAZON: No, | think, | think as the
previous conments. | think we have enough studies.

CHAlI RPERSON NI PPER: Ckay. Any of the
panel i sts her e, Dr. Raf ai , Dr. Janosky, Dr.
Rosenbl oom Dr. Sedl acek.

DR SEDLACEK: I''m convinced on the basis
of the reading | did before and today that there's a
good association between vaginal pH and vaginal
disease in the professional setting. ["m not
convinced that we've really seen enough data to tell
us that pati ent testing, to nmake that samne
correl ation. I"d like to see the data | requested
before lunch about the correlation between the pH
paper and a nore scientific way of measuring pH.

W've had different nethods described.
One is neasuring in the distal third of the vagina.

One is nmeasuring in the mddle third. It seens to ne
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that there ought to be sone kind of a nore specific
way to get the test done. I"d like to see a double
blind study with the patient testing herself in a
fashion that you would expect to be consistent wth
the labeling, in the doctor's office. And then have
t he doctor repeat the test.

And then you'd have sone idea that the
intended use, there will be sonme data to support the
i ntended use. Absent that, we're nmaking a junp froma
to d and we're skipping b and c.

CHAI RPERSON NI PPER: Thank you. Dr.
Manno, do you have an answer for Question 1 at this
time? |'Il speak into the mcrophone for you. She
said she would go along with the previous coments.
Ckay. Dr. Everett, do you have conments, answers to
Question 1.

DR EVERETT: Yeah, | agree that there
appears to be sufficient data for that association to
be nade between pH and various states of vaginal
di sease. My difficulty is trying to pull that
associ ation closer to the pH changes. That is, as you

nmenti oned earlier about the menstrual cycle, that is
a few days or, she didn't state exactly how nmany days,
but there is a tine period prior to the nenstrual flow

where pH begi ns to change.
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But that itself didn't appear to be
characterized as it relates to performng this test in
a honme environnent. Nor was the incidence of having
sexual intercourse. And it was nentioned that within
a few hours it should return back to nornal. But

there was no data presented, in essence, as to what

can | expect with the general popul ation. So there
are a nunber of variables that, in some instances,
appear to pull that association between pH and

vaginitis further apart.

And  whereas, I would assume in an
asynptomatic wonan, if she devel oped vaginitis, that
association between a pH change and the actual
presence of vaginitis would be closer. And | guess
what |1'm saying is sone of those variables, | think,
shoul d be pulled closer together or at least clarified
in terms of what could | really expect if a patient
called ne up the norning after sexual intercourse and
told ne they had a positive pH change.

And | would not have, at this point, a
good idea as to how long she should wait or if it
occurred just prior to her nenstrual flow, again, how
I ong should she wait or how long should I tell her to
repeat the test, wait and repeat the test? O should

she cone into ny office? And in a general sense, wth
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all of that, it sounds as though if one of ny patients
called ne up and said | had synptons of vaginitis,
would | really have her do the test?

O would I just have her come in? So
again, there seens to be quite a few variables that
pul | the association. Even though there is a rea
associ ation here, but in sonme instances that
association is far about and then in other instances
it's pretty close. And as we nove to synptomatic
patients, the association should be really close, as
opposed to those that are asynptonmatic.

So what |'m suggesting is that nore work
be done to pull the instances where there should be a
stronger associ ation cl ose together.

CHAI RPERSON NI PPER: Ms. Kruger, do you
have comments? Dr. Habig.

DR HABI G | do have sone. I think the
simple answer to Question 1 is yes, there is
sufficient data. | think the issue here is, ought to
be focused on can the test be done adequately by Iay
people with instruction and can it be interpreted
correctly by lay people with instruction? Sone of the
testing referred to earlier is probably useful, but
shouldn't be, isn't typically the criteria that FDA

uses to clear over-the-counter products.
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This is a test known useful wunder the

conditions already being used by practicing health

care folKks. And the issue is can it be used
successfully by | ay peopl e over-the-counter?

Personally, | believe a well-inforned populous, a
well-informed set of patient are their best health

care advocates. And | think this would add to that.

The labeling has to be careful, but I
don't think we should need to do extensive studies
that would be required in order to get this product on
t he mar ket as an over-the-counter product.

CHAI RPERSON NI PPER: Vell, could I ask a
followup and that's going to slide into Question 2.
Do you see that the product is appropriate for all
four groups that Dr. Qutrman broke them out into? In
other words, should this just be mde available and
that its, the intended uses should be the same in all
four of the groups? O do you think this should be
the intended use should be for synptomatic, non-
pregnant wonmen and that others should be told to cone
to the doctor? In other words, how do you think this
shoul d be | abel ed?

DR HABI G |"ve got to go back to the
guestion | asked when we started this afternoon or the

fact that we clarified we're not talking about a

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

164

product here. W're talking about how is FDA going to
| ook at sone series of products and typically the
sponsor of a product mnekes clainms and argues them
through the process of clearance to the market wth
FDA. I ntended use being the principle of them and
typically the resolution of that is a negotiation
about | abeling with FDA

It's a little hard to give generic advice
when there's not a product, in fact, in front of us
about intended use, because that tends to presune that
FDA is going to tell the sponsor what their intended
use needs to be before a sponsor brings a product to
t hem It should be the other way around. Sponsor s
descri be intended use, which FDA chooses to clear or
not. And then typically, as | said, that's done based
on negotiation about the |abeling, of which intended
use is part.

Having said all that, | don't see a reason
to differentiate the intended use. | see a reason to
differentiate | abeling. Wat do you do when you get a
positive, an elevated or a non-elevated pH? But |
don't see the necessity to break intended use out for
the four categories that Dr. QGutman proposed.

CHAl RPERSON NI PPER.  kay, thank you. M.

Kruger do you have any conments on Question 27
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M5. KRUCER: | would agree. The thing

that still confuses ne is why a woman who is totally

asynptomatic would reach for this and pay cash for

this? So, | guess, and then | guess if she were that
synmptomatic, |'m wondering why you wouldn't go in for
a Gn visit? But | guess | don't see the need to
split it all out based on the fact that | just don't

understand why an asynptomati c person, pregnant or not
pregnant woul d want to be testing.

| haven't seen any information in the
gquestions that I've heard or the information 1've
asked for that would, unless it was a narketing ploy,
like someone said this norning, that would push
soneone to test for it. So | would not see the need
to break it all out.

CHAI RPERSON NI PPER: Dr. Everett, how

about you for Question 2, intended uses?

DR EVERETT: Vell, | tend to agree wth
her. That | don't really see a need to break it out,
again, unless we're trying to pull the association

bet ween the change in pH and vaginitis closer together
in one group. O if it's expected to be different,
let's say in pregnant women versus non-pregnant womnen,
or is it expected to be different in those who are

asynptomati c versus those that are synptonmatic.
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And | would think the test itself, in
reality, fromwhat we do in the office, I know it is
different. That is when pregnant wonmen cone in and |
do this test, | generally start thinking of things

that mght interfere with the test, just because she's
pregnant, so | don't nake the wong diagnosis and
treat her for sonmething that she really doesn't have.
But in the -- go ahead.

CHAlI RPERSON NI PPER: I was just trying to
tease out from you to tease away from your own
personal office situation if you inmagine the person in
the drug store who had, was synptomatic, do you see,
woul d you direct the intended use that way?

DR EVERETT: Vell, that's what | was
com ng to.

CHAlI RPERSON NI PPER: | apol ogize for
getting ahead of you.

DR EVERETT: That's okay. But in the
hone situation |I wouldn't expect the lay customer to
do what | would do in the office. So | really
woul dn't expect themto be, to be separated into those
categories. So | would leave it sinply the way it is,
wi t hout breaking it down into pregnant, non-pregnant,
synptomati ¢ and non-synptonati c. I just don't think

that's necessary.
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CHAl RPERSON NI PPER. kay. How about you,

Dr. Manno, do you have a conment ?

DR, MANNO I"Il go along wth M.
Kruger's coments.

CHAl RPERSON NI PPER. kay. How about you,
Dr. Sedl acek?

DR, SEDLACEK: To me the nost conpelling
data that we've reviewed were the data relating to
synptomati c pregnant wonen, because there's a great
deal of potential outcome on the unborn child. The
data that tell us about the controversy about treating
the asynptomatic patient nake nme wonder what's the
point of doing the test if we aren't sure the
treatnment is efficacious.

So that it would seem to ne that the two
nost, the two pieces of evidence nbst supported in the
literature are to use it for synptomatic, non-pregnant
patients and synptomati c pregnant patients.

CHAI RPERSON NI PPER:  Thank you. Dr. Falls.

DR, HARRI NGTON- FALLS: Since pH is only
one elenment of what's involved, we talked about the
Ansel criteria which are four. The exam provides so
much nore of an opportunity to put it into
perspective, that | don't think the |lay person at hone

is going to have. In specific answer to Question 2,
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one of the exanples is if the result is non-alkaline,
will that be used to direct use of antifungal creanf
And | would say no in an asynptomatic person.

For the second question they had,
reconmendation that they see their doctor, | do think
we need to include in the labeling that the user
shoul d be advised to seek a nedical exam Regar di ng
the asynptomatic pregnant and non-pregnant patient, |
just really feel strongly against pregnant wonen self-
di agnosi ng thensel ves. And as you'll see later in
some of the letters for the open session, there are
some nmajor causes for concern there as to what the
popul ation perceives the test wll do as what it
actually is nmeant to do.

CHAI RPERSON NI PPER: Thank you. Dr.
Dianond, do you think we need to tease out the
di fferent subcategories in Question 2?

DR DI AMOND: | think we do. | can tel
you the question, the question was asked as we were
going around the table, why woul d peopl e pay noney for
a test if they are asynptomatic, they don't know what
it's going to do? I can tell you ny patient
popul ation, which is infertility patients, many of
them woul d probably utilize these and other sorts of

tests. And for sure, once they got pregnant, | think
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there would be a high chance that they would try to do
it after all they've gone through trying to conceive.
They are going to probably try to do anything they can
to try to avoid the potential of |osing a pregnancy.
So | can definitely see ny patients reaching for this
off the shelf, even if they are asynptomatic.

I  would think that for asynptomatic,

pregnant or non-pregnant, those would be reasonable

gr oups. I think asynptonmatic, non-pregnant would
probably be a group that | would have the greatest
trouble wth. And |I'm sort of in between on the
asynptomati ¢ pregnant. | share sone of the thoughts

that were just voiced about the anxiety that this
woul d create in pregnant patients as they started the
testing.

On t he ot her hand, revi ew ng t he
manuscript that we were provided, not in our vyellow
folder but our other folder, which is from the
Mat ernal Fetal Medicine Network, they don't conme out
and recommend routine screening, but they inply that
that woul d have advantages to society and econom c as
well as far as cost of health care. And so I'm
unclear as to whether that group should be screened or
not .

CHAI RPERSON NI PPER: Thank vyou. Dr.
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Tuazon.

DR TUAZON: The problem | have with the
asynptomati ¢ non-pregnant wonan is how often do you,
do wonen do this in ordinary routine basis? And what
do they do with the test? So |I'm not sure that the
asynptomati ¢ non-pregnant woman needs it. For the
asynptomati c pregnant wonen, | think these wonmen cone
regularly to the (b/Gn's office, so they wll be
screened for the purposes of |looking, ruling out
bacterial vagi nosis anyway. For the synptomatic, |
think regardless of the, the only utility of the
vaginal pH in the synptomatic group is in those wth
non- al kal i ne pH where they could use over-the-counter
ant i f ungal cream which does not require any
prescription fromthe physicians.

But the rest of the ones with positive or high
pH, would still need to conme to the physician for
prescription or treatnment purposes.

CHAlI RPERSON NI PPER: Thank you. Dr.
Koumans.

DR. KOUVANS: | have a couple of coments.

In our blue folder that the panelists got is a copy
of the nost recent STD treatnment guidelines from the
CDC. And they do distinguish between synptomatic and

asynptomati ¢ wonen who, both pregnant and non-pregnant
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womnen. So | think it's an inportant distinction to
make. In terms of, just to review that, for
synptomati c pregnant wonen we recommend that all wonen
are tested and treated to evaluate the cause of their
synpt ons. For asynptomatic pregnant wonen, our
recomendation is that for wonen who have had a prior
pre-term birth, physicians nmay consider screening and
treating bacterial vaginosis. For exanple, to prevent
pre-term birth. Now this is only for BV. But it
certainly raises a distinction between asynptomatic
and synptonmatic pregnant wonen.

The, in ternms  of al | the general
popul ati on of asynptomatic pregnant wonmen, to get to
Dr. Dianmond's question about whether or not there is
any evidence. And | think a lot of people feel like
there is an association between vagi nal infections and
pre-term birth. W just don't know how to adequately
treat it yet.

And havi ng, having a device that wonen can
use at home, while it mght be useful in the sense of
picking up sonme infections and ruling out others,
there's also the difficulty of practitioners not
knowing what to do with the test result of someone
done at home who doesn't actually have any synptons.

And we don't actually know what guidance to give
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practitioners when, even when they do this test in
their own office.

And certainly for asynptomatic non-
pregnant wonen, | think it's even less clear. There
is less evidence, although it's starting to energe,
that asynptomatic vaginal infections may lead to
conpl i cati ons. But we don't have very much data and
we certainly don't have guidance for practitioners on
how they should further evaluate these wonen or
whet her or not they should be treated. So | think
it's an inportant distinction to make, those four
cat egori es.

CHAI RPERSON NI PPER Just to be clear, Dr.
Koumans, the CDC guidelines that you refer to are the
ones that are in the MMA\R?

DR, KOUVANS: Right, that's in the blue
f ol der. The one that's in our larger, that |arger
white paper is from a previous guidelines, it's from
the '93 guidelines. The one that's in the blue folder
is the '98 guidelines.

CHAI RPERSON NI PPER: Ri ght. And these
reconmendati ons are, don't have a thing, don't, let ne
try it differently. These recommendations are for
practitioners and nanagenent verifications?

DR KOUMANS: Correct.
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CHAlI RPERSON NI PPER: So they don't refer

to over-the-counter diagnoses or treatnent in any way?

DR KOUVANS: No, they don't. But it,
this would, it's guidance for practitioners even if
they were to do this test in their own office. It
would be a simlar situation of a wonman comi ng in and
saying, | have an alkaline pH what do | do? And the
practitioner, even wth our current gui del i nes,
doesn't have clear, we don't have clear evidence of
what to recomend.

CHAI RPERSON NI PPER: And | think that we
heard from Dr. Everett that that was particular, it
m ght be, particularly be a problemif you don't know
how to deal with a patient who cones in with test
results, an asynptonatic person, non-pregnant wonan.
Did 1l get your --

DR EVERETT: That's correct. Essentially
they'd be evaluated as though they cane in the office
with that conplaint, not evaluated based on, | got
this result at home, and have to start the entire
process all over again to determine if you have BV or
not .

CHAI RPERSON NIPPER  Right. Dr. R fai, do
you have an answer to Question 2?

DR RIFAl: No, | don't really have a
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direct answer to your question. This is, as was
indicated earlier, is a quite wunusual case. Ve
usual ly, we are asked about the indication of a device
after having the opportunity to review the perfornmance
of the particular device and the specific questions
and then you'll determne whether it works in a
particul ar situation and doesn't work in another.

And here we don't have any of this
information and this is not ny particular area of
experti se. Al I know about it is what | heard from
this norning discussion. And we heard, on one hand,
that the preval ence, for exanple, in those who are not
synptomatic is relatively small. And then again we
heard even those with alkaline pH are asynptonatic,
there are no clear recommendations about what to do
with them

So it appears at this point that you just
target those who are synptomatic, whether you do it on
non- pregnant or pregnant, to the other part of your
guestions, | don't know really. W didn't see nuch
data to support one way or another.

CHAI RPERSON NI PPER: Thank you. Dr.
Janosky, do you have an answer for Question 2?

DR JANOSKY: | actually would concur wth

what Dr. D anond had said earlier.
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CHAlI RPERSON NI PPER: Thank vyou. Dr.

Rosenbl oon?

DR ROSENBLOOM It seenms to ne, from the
material we were provided, that there's only one of
the four groups where it would nmake any sense to have
hone testing in an effort to reduce norbidity,
nortality or norbidity. And that would be in the
asynptomati c pregnant woman, since the synptomatic
pregnant worman shoul d be seeing her obstetrician. The
synptomati ¢ non-pregnant worman should be seeing her
famly practitioner, obstetrician or whoever takes
care of her.

And the asynptomatic, we have no idea
whet her that's of value as a routine. And we have
concerns about it being pronoted nmuch like the exanple
of douches that are nore harnful than they are
hel pful. So it seens to ne that the, certainly in the
high risk groups that are described in the New Engl and
Journal paper, that this is an additional risk factor
that bears consideration, prinma gravida. Just this,
prima gravida as an independent risk factor is
equivalent, is the sane relative risk as bacterial
vagi nosis for being associated with pre-term delivery,
1. 4.

And the greatest, nost inportant risk
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factor, of course, is previous pre-termdelivery. And
another risk factor of conparable nagnitude to
bacterial vaginosis is African-Anerican race and |
believe those are the major factors. So | think that
the asynptomatic pregnant wonan is probably the nost,
seens to be, to ne to be the nost inportant target
popul ati on.

CHAlI RPERSON NI PPER: Thank you. It's
dawned on ne sitting here looking at Question 3,
should the device be used on pregnant wonmen, we've
lined that out because we've allegedly dealt with that
in Question 2. Wuld any additional testing be
necessary for pregnant wonen? Perhaps FDA staff could
clarify for nme whether they nean, whether you nean
additional |aboratory testing or clinical testing for
pregnant wonmen or do you nean additional studies? Do
you know what the intent of that question was,
anybody?

DR COOPER I"m going to defer to the
M D. of this group.

CHAI RPERSON NI PPER:  Thank you.

DR MTCHELL: | think the answer to that
gquestion is that we were thinking along the |ines of
additional clinical investigations.

CHAlI RPERSON NI PPER:  Yes.
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DR. M TCHELL: However, if the panel feels

t hat there al so are addi ti onal non-cl i ni cal
investigations that would be warranted, we certainly
woul d |'i ke to hear that.

CHAl RPERSON NI PPER.  Ckay. But you're not
talking about testing in the diagnostic situation?
You' re not talking about diagnostic testing for this?

You're talking about clinical studies or clinical
investigations that would clarify these issues, right?

DR M TCHELL: That's correct.

CHAlI RPERSON NI PPER: kay, thank you very
much. The people who have cone to us and spoken
several times are anxious to say sonething. Is it, is
it sonething that can't wait until after we finish our
guestioning or do you, or are you trying to clarify a
guestion that the FDA is asking, how are you doing it
M. Tsakeris?

MR. TSAKERI S: There's sonmething I1'd like
to bring up now.

CHAI RPERSON NI PPER: Wl |, cone on.

MR TSAKERI S: It seens to nme that you're
struggling with, you know, the various use scenarios
of a vaginal pHtest. 1'd |like to reflect back on ny
comments | nmade this norning and probably, or nost of

you maybe didn't think about it too nuch, but | think
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it's quite inportant. And that is | think the nodel
for these questions, at least in terns of how you
answer these questions, may have already, the FDA may
have already |ooked at sonme of these issues and
perhaps we could hear fromthemin the context of the
hone- use test, you know, the dipsticks for UTI.

W brought this nodel up to them several
nonths ago and asked that they look into the 510(k)
cl earance for those strips because, and personally |I'm

not sure that there's, it's in terns of the clinical

utility issues. The clinical wutility issues in ny
mnd are very simlar, in terns of asynptonatic,
synptonatic, pregnancy, not pregnancy. These tests

are being, are available and they are being used by
wonen, both asynptomatic and synptomatic, bot h
pregnant and non.

There is no limtations, at least as far
as | can see, on that product. And so it seens to ne
the FDA has already struggled, or at |east, maybe not
so much struggled, but at l|least has already cone to
sone evaluation of these issues and so, and | don't
believe this panel has had an opportunity really to
formally review that, unless maybe individuals on the
panel had | ooked at the 510(k) subm ssion.

But I'd like to hear from the FDA What
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have they, what were there concerns or what were their
considerations that led to the clearance of the UTI
strips?

CHAI RPERSON NI PPER: Vell, 1I'm nore than
willing to open the neeting to that, but as |
understand the agenda today, t hat we're not
considering UTI strips. W didn't get the clearance
information about it to consider. W have questions
from us as a panel that we're supposed to discuss.
I"ve invited you to clarify issues regarding the
gquestions and it seens to ne that you want to put us
back into, into a different situation

MR TSAKERIS: No --

CHAI RPERSON NI PPER: I"d like to, at this
point I would Iike to ask you to step back and |et us
go through the questions and do the best we can wth
what we've been given and then maybe you can work out
those other issues with the FDA outside of the panel

| hope that I'm not stepping on too many toes here
and | apologize if 1'm cutting you off. But | do
think that issue is not directly germane to the
guestion we have in front of us.

| think Dr. Habig has raised the issues
about approvability, about guidance docunents, about

precedents for other over-the-counter devices. It
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seens to ne that he's eloquently stated those issues
and this is information that will be taken back to the
FDA. I don't think anybody on the panel chose to
argue with him about his particular, in his particular
vi ewpoi nt about this particular issue. |'m not saying
that we all automatically agree with him but this was
not a controversial statenent.

So I would like you to take away sone
positives fromthat particular issue and |let us get on
with this. Wuld additional testing be necessary for
pregnant wonmen? Now that we know what testing neans
as far as the FDA is concerned, does any of the panel
have anything to add on that? 1In other words, do we
need to do additional clinical studies on pregnant
wonren and pH, vagi nal pH? Yes, Dr. Habig.

DR. HABIG The answer, ny answer to that
is no. Again, the nodel is there for health care
practitioners. To nake it over-the-counter should not
requi re additional testing.

CHAI RPERSON NI PPER: Ckay, anybody el se
have a comment? Yes, Dr. D anond?

DR. DI AMOND: My comment is nore from the
poi nt of view of logistics and while | would think it
woul d be probably very unusual that someone would do

something to disrupt the «cervix or disrupt the
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cervical nmucus plug, or if someone had prematurely
dilated and was not aware of it, potentially could
even rupture nmenbranes. So | think there may need to
be greater clarifications of the mechanism how far
into the vagina it would be placed and depending on
how much is known about and what is defined by what
woul d be done in a non-pregnant patient.

There may need to be additional testing to
validate the nmethodology in a pregnant individual as
wel | .

CHAI RPERSON NI PPER: Any other coments
fromthe left side? Yes.

DR, KOUMANS: Yes, | have a question. I
have a question for Dr. Cooper. If | bhave, if I'm
aware of information that's unpublished that mght be

pertinent to the discussion.

CHAI RPERSON NI PPER:  What's your question?

DR KOUMANS: Should I --

DR. COCPER: Can you divulge information
t hat you know - -

DR KOUMANS: Yeah.

DR, COOPER. -- that's unpublished? 1Is it
your personal information?

DR. KOUMANS: It's not ny personal

information, it's done by other people.
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DR,  COOPER | think you would need

perm ssion from those people before you provide that
i nformati on.

DR KOUMANS: Ckay.

DR COOPER I|I'mdeferring to Dr. Richter.
DR RICHTER Kinber Richter, in the
Ofice of Device Evaluation. | think if you're aware

in your professional capacities of other information
and you want to share sonething generally, even as
your expert opinion or as research you're famliar
with, you could feel free to do that. | think we
woul dn't want you to do anything that would be so
specific as to jeopardize someone's publication
opportunities or anything like that.

But if you' re aware in general or even if
it's a mtter of your per sonal , pr of essi onal
experience and beliefs, that's why you' re on the panel
to share that kind of thing.

DR, KOUVANS: Ckay. |"ve been recently
reviewing a lot of the evidence specifically around
bacterial vaginosis and pregnancy. And while it's
clear that sone wonmen benefit from screening and
treatnent in certain circunstances, there nmay be other
circunstances where treatnent may be harnful. And

it's, we don't, I don't think we conpletely understand
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what those situations are and it's certainly not
sonmething that | think all practitioners, certainly
not the general public, is aware of.

But it's not sonmething we've actually
begun to address in our treatnment guidelines yet.
Although we do say that the wuse of inter-vaginal
clindanycin is not, not recommended because of the
potential for adverse outcones, which has been shown
now in alnost three, it's not totally statistically
significant, but three studies have shown a simlar
trend that the use of inter-vaginal therapy may be
doi ng nore harm than good.

And, you know, |I'm concerned that that
kind of information, we don't have a good handle on
what is actually going on there.

DR, DI AMOND: Do you nmean from the point
of view of drug reactions or physical disruption to
t he pregnancy?

DR KOUMANS: No, I'm talking about
i ncreased neonatal infections and increased pre-term
delivery with the treatnent of bacterial vaginosis
wi th inter-vaginal clindanycin cream

DR HABIG Dr. N pper.

CHAI RPERSON NI PPER:  Yes.

DR HABI G | think that you junped from
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is this a good test to the treatnent paradigm And |
think you should be careful about what the panel is
trying to consider, which is could this test be an
over-the-counter test? And then go back to ny, the
informed patient is his own best health care advocate.
The patient isn't going to treat, the patient would
take information to their health care provider and
then your guidelines and that thought process would
come into play.

So | didn"t, I'mtrying to sort of counter
t he negative aspect of what you just presented because
it's an aspect to the information part, point of view

CHAl RPERSON NI PPER: Dr. Falls.

DR. HARRI NGTON- FALLS: In terns of
| abel i ng, though, it does bring out a very good point,
because if you do have a pregnant patient, you would
want her to check with her provider before using an
i nter-vagi nal substance and there are over-the-counter
substances already avail able. So that is a good
| abel i ng point.

DR, KOUVANS: Right, right.

CHAI RPERSON NI PPER: Gt hers who have
sonmething to offer on Question 3? Ckay, well let's
nove to Question 4 and again renenber that Dr. Gutnan

asked us to break it down about asynptomatic or
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synptomati ¢ and pregnant versus non-pregnant. And now
he's asking us or the FDA is asking us to comment on
what |abeling rmay be appropriate for these devices.
How should the performance be captured? What
limtations should be included in the |abeling?
Should the l|abeling be witten simlar to an
educati onal brochure?

Anybody like to tackle that question
first? This is a quiet panel today. Dr. Falls,
you' ve got stuff witten down, and you're sitting next
to ne, and | can see it. Wuld like to tell us what
you' ve got witten down?

DR, HARI NGTON- FALLS: |"d be happy to. I
was just thinking of sonme ideas in terns of |abeling.

Educationally |1 want patients, the lay public to
understand that the vagina does have a nornmal acidic
pH ~so that they don't overuse over-the-counter
medi cati ons, douches and creans and so forth that
m ght not be appropriate for their situation. That
they understand that the pH test is just diagnostic
it's not, it doesn't tell them what's causing the
change.

It doesn't tell them anything that they
may need to be cultured for. So the inportance of

seeing a health care provider is so inportant. So |I'm
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not sure if an educational conponent to the |abel,
like an educational brochure describing different
causes of vaginitis, if it would be nore helpful or
nor e confusing.

CHAI RPERSON NI PPER:  Dr. Habi g.

DR HABIG | think I'll take these C, B,
A in reverse order. | think an educational brochure
is inmportant. | see two aspects. One is the specinen
col l ection. | think that needs to be done very

carefully to prevent sone of the problens, especially
in pregnant women, to avoid negative outcomes of just
the sanpling technique and to get the correct sanple
fromthe correct spot.

The |l abeling limtations probably ought to
address what to do wth the result. And then
obviously that's, | think, the synptomatic patients
with the elevated pH ought to go see a health care
provider. It seens to ne, fromthe data seens to show
that a synptomatic patient with an acidic pH is a
candidate for the over-the-counter nedication that
al ready exists for yeast infections.

So, you know, that seens to be the right
way to go with that particular circunstance. But
typical labeling in this case would probably say if

synpt ons persi st. I nean there's over-the-counter
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| abeling for a lot of nedications that say take this
for three days, but if synptons exist, if your
tenperature doesn't go down, see your health care
provi der, woul d be appropriate.

| don't think the labeling specifically on
t he package but perhaps advertising, and now |I'm goi ng
to get out of ny expertise in terns of regulation, but
adverti si ng for over -t he-counter product s are
regulated by a different agency, | believe, by the
Federal Trade Comm ssion instead of the FDA. But the
advertising for this product ought to be careful on
not encouraging asynptomatic nonpregnant wonen to
sinmply go buy this thing.

| think there's not nuch return. Now FDA
doesn't normally look at the economics or economc
outcomes of tests, but it would seem to ne people
woul dn't |ikely use and spend noney for sonething the
outcome of which wouldn't tell them nuch. Avoi di ng
advertising that would say, go get this in any case,
is probably okay, but | don't know how FDA deals with
it.

Havi ng confused that issue sufficiently,
the performance captured in the |abeling should be, I
believe, part of the educational brochure kind of

approach. It ought to say what pH neasures. It ought
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to say what pH is normally and what acidic versus
al kaline pH typically neans.

CHAlI RPERSON NI PPER: Ckay. " m being
advised by nmy Executive Secretary not to postpone the
open public coments too much | onger. W're sort of
in the mddle of the panel's deliberations on Question
4, W are, we still have a Question 5 to do. It's
2:15 and we have several itens in the open public
hearing to deal wth. So I'd like to suspend open
committee discussion at this point and let's deal wth
the itens in the open public hearing.

| don't believe we have any people to
testify or to speak at the open public hearing. Ve
have information and input to the panel in the form of
letters and video tapes. The first letter, | think I
have the right one. Ckay, this is to M. Veronica
Calvin and it's addressed to Ms. Calvin and ne.

"Please enter this letter and video as

supporting the over-the-counter vaginal pH screening

devices. | have nade the enclosed video in regards to
the still-birth experience of ny baby girl, Julia
"Rose".

Il went into ny b's on three separate
visits conpl ai ning of external vaginal burning. | was

never cultured but prescribed nedication for a yeast
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infection. On the last visit, the afternoon prior to
ny daughter's death, | was given a forceful cervical

exam that caused Goup B strep to cross ny intact

pl acenta and cause her to be still-born. | was so
particular and careful about all aspects of ny
pr eghancy but, unfortunately, trusted ny o''s

judgenment call about treating mnmy synptons as a yeast
i nfection without culturing mne.

If I could have easily tested nyself wth
t he screening device when ny synptons first started, |
could have protected ny unborn child as then | would
have been cultured and treated with oral antibiotics
for synptomatic Goup B strep prior to the cervical
exam Since then, | have had two occasions wth
simlar synptons and ny prinmary care physician bal ked
at culturing ne and prescribed vyeast infection
medi cati on which did not work because, once again, it
was not a yeast infection, but Goup B strep.

| don't know if doctors don't culture
because of the expense or the tine it takes to do a
pel vic exam or what. I was very irritated, not only
because of ny synptons, which were not treated
properly, but because | wasted nmy tinme waiting forever
in the doctor's office to be seen at multiple offices

and then wasted ny nobney on ny insurance co-pays and
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usel ess prescriptions. This was even after telling ny
primary care provider of the reason why ny daughter
was still-born.

It would have nade |ife so much easier if
| could have tested nyself and then gone to the
doctor's office to be <cultured for the specific
bacteria, knowing that it was not a yeast infection
and then been prescribed an appropriate medication on
the first visit. | hope you will listen carefully to
ny video of "Qur Baby, Julia Rose". I was fortunate
in that I found out why ny baby died only because |
insisted on having  her aut opsi ed  agai nst t he
recommendat i ons of several doctors.

Many wonen have | ost their babies and wll
continue to | ose babies, sone wthout even know ng why
because both synptomatic and asynptonmatic bacteri al
vagi nosis can cross placentas and cause m scarriages
and still-births. Wnen should have the right to
nonitor their own health care, especially wth
frequency during pregnancy and before cervical exans.
Because, wunfortunately, no one has as nuch concern
for their babies or unborn children as they do.

Most sincerely, Marti Perhach.”

| hope | pronounced that correctly,

"11 El Dorado Court, Ponobna, California.
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Encl osed, "Qur Baby, Julia Rose", wth copyright
credit from "Time Stand Still", Lee/Lifeson, Peart,
copyri ght 1987, Core Music, SOCAN, al | rights
reserved. Perfornmed by RUSH

(Wher eupon, the video is shown.)

VIDEQ In Cctober of 1997, at 38 years of
age, | becane pregnant with ny fourth child. W were
all so excited and | ooked forward to wel com ng the new
baby to our famly around July 4th of '98. Except for
one incident in nmy first trimester, ny pregnancy was
healthy, or so | thought. | cultured positive for
Goup B strep in early June of 1998, at 37 weeks
gestati on.

|  had never heard of it, and when
guestioned, each of ny ob's gave ne evasive answers
about it having to do with intestinal bacteria --

CHAI RPERSON NI PPER: If you want to stop
that and adjust it, go ahead.

VIDEOD -- | asked them about taking ora
antibiotics prior, but | was told that the IV
antibiotics killed the bacteria instantly. During the
| ast two weeks of mny pregnancy | had external vaginal
burning, so was prescribed yeast nediation wthout
bei ng cul tured. The synptons did not go away after

taking the nedication, SO nmy prescription was
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refilled, again with culturing.

On June 30th, 1998, at 4:45 p.m, | had
ny routine ob check up. | still had the sanme external
vagi nal burning, but was told to continue using an
ext er nal vagi nal cream which | had also been
prescri bed. | then recorded the sound of ny baby's
heal thy heart beat, thinking it may be the last tine |
got to here it in utero. (Sound of heart beat.)

Then ny doctor checked ne very forcefully
to see how far I was dilated by bearing down on ny
uterus and inserting his fingers as far as he could
into nmy cerviXx.

He told ne | was three centineters dil ated
and could have the baby the next day or next week. |
did not have any bleeding afterwards, but even
commented to ny sister-in-law over an hour |ater, that
| could still feel the forcefulness of his exam At
this point, I was due in four days and had everything
ready to wel come our new baby honme. The next norning,
July 1st, | lost ny nucus plug at 3:57 a.m At 5:00
a.m ny labor started with contractions ten mnutes
apart.

Then at 5:50 a.m contractions went to one
to three mnutes apart and | had the chills and shakes

until 6:10 aam At this point | started to wetch for
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a few m nutes. Due to norning rush-hour traffic, we
arrived at the hospital at 7:05 a.m While waiting
for a room | distinctly felt my baby kicking at about
7:20 a.m | handed the desk nurse ny |V antibiotic
request while waiting. Once a nonitor was put around
ne at 7:28 a.m in the |abor and delivery room the
nurse told ny husband and nme that there was a weak
fetal heartbeat, probably because the baby was already
down so far in ny pelvis. That seened logical to ne
because | had just felt her kick mne.

However, later the records show no fetal
heart beat . | was never given any antibiotics,
al though they put an IV in for ptosin. During the
next three or four mnutes, the nurse broke ny
menbrane to try to get a fetal head el ectrode reading
and had an ultrasound done to try to find the fetal
heart beat . But at that point, there was none. The
nurses had ny husband take out ny earrings to be ready
for Csection, but then | was ready to push.

As none of nmy Cbs were there, the nurse
delivered our baby girl after | pushed once, but the
neonatal team could not revive our baby daughter. I
was not encouraged to have an autopsy done on ny baby
and no one thought to have a bacterial culture done

from the placenta. W decided to have our baby's
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heart and |ungs exam ned by the pathol ogi st and have a
ti ssue sanpl e taken for exam nation

The aut opsy showed pneunoni a and
chorioamionitis as a result of Goup B strep
Approximately ten nonths later, 1've had the sane

vagi nal burning synptons, except that sonetinmes one

and sonetines both ovaries also burn. | was found to
be heavily colonized with Goup B strep. | believe
that | had a healthy baby girl up until ny |[ast

cervical exam just 15 hours before her stillbirth.

Most likely | was heavily colonized wth
G oup B strep and the exam caused the bacteria to pass
ny cervix and then invade the placental nenbranes. I
was not told that GBS is the |eading infectious killer
of newborns, even when | specifically questioned ny
Qbs. | asked them what would happen if | couldn't
make it to the hospital in tine to get the IV and |
was told that they mght have to keep the baby in the
hospital for a few days to watch for signs of
i nfection.

Never was pneunonia or neningitis or death
mentioned to ne. | was told that the IV killed the
bacteria instantly, whereas it actually needs a
mnimum of four hours to be effective. I was not

cultured for ny vaginal burning, even after ny third
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office visit conplaining of my synptons. There was no
literature available in the office regarding GBS and |

was not told that a fever was a synptom of GBS

i nfection.

If I had known that when | had the chills
that norning, | could have gone to a hospital five
m nutes away from ny hone. From even just a | ogical

viewpoint, ny Cb should not have inserted his fingers
into nmy cervix knowing that | had cultured positive
for Goup B strep. My heart is always filled wth
sorrow from losing ny baby daughter, Julia Rose. I
hope that sharing ny experience can prevent this from
happening to another famly.

CHAI RPERSON NI PPER: Thank you. The
second video is by the Arnolds. The resolution on the
projector is pretty bad. | wonder if we could adjust
the contrast a little bit with that. Wll, let's see
if this tape if any better. GCkay. M. Calvin says it
was |ike that on her TV, so let's see if this video is
any better.

(Wher eupon, the video is shown.)

VI DEO H, ny nane is Verna Arnold and
this nmy husband, Steven Arnold. And we are here today
to talk to you about Goup B strep and what it has

done to change our |ives. | becane pregnant earlier
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this year of 1999, with twins, | had identical twn
girls and | had, because | was going to have twn
girls I had ny regular G/ Gyn visit every two weeks
and | was al so seeing a perinatologist every two weeks
to nonitor ny high risk pregnancy.

| am 35 years old and at 35 years of age
they consider twins a high risk and I was al so having
identical, so there was only one placenta, so it's
al so considered high risk. I was tested for a full
culture of the Goup B strep, yeast infection, any
other sort of test that they could have possible ran
on nme because | was going to have a CES or a sanpling
to have genetics testing done to nake sure we have no
Downs or any other sort of problens with the twns,
partly due to ny age and also the fact that they were
i dentical twns.

So | was tested at three and a half weeks
of pregnancy for GBS or Goup B strep. My test cane,
ny first test came back a fal se-negative. My doct or
had the lab retest ne or redo ny test after he
reswabbed nme and cultured nme and the second test cane
back a negative. My feeling was is that the first
test was probably a strong indication of it being a
positive result and not a negative result.

I went to five and a half nonths of
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pregnancy. | was seeing, like |I said before, an Cb/ Gyn
and a perinatol ogi st every two weeks. Between the two
of them | saw enough doctors and specialist to be on
top of nme at all times and to nonitor ny pregnancy,
that everything was fine. At five and a half nonths
of pregnancy, | went to ny doctor, ny ob on Mnday,
everything was fine, | heard the twins' heartbeats, |
saw them on the ultrasound, everything was fine.

Tuesday norning | woke up feeling a little
bit achy, | wasn't, | just wasn't feeling great. I
t hought maybe it was pregnancy achiness which was
bound to occur at sone point because | was having a
perfect pregnancy with no norning sickness, no nausea,
no body aches to really speak of other than just being
35 years of age and pregnant. So | woke up on that
Tuesday norning feeling a little bit achy.

| went and did ny daily routine of things
that | do. At noon tine |I wasn't feeling any better.
| thought, gee, this is really a bunmmer of a day.

"Il go home and lay down, which | did. By 4:00 I

decided to call ny doctor's office because | still
wasn't feeling well. My doctor's office said for ne
to get into the office immediately. | had my next-

door neighbor take nme to the doctor's office and

subsequently | found out that the tw ns had died.
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It's not a pleasant thing to have to hear,
| actually did not believe the doctor, even though I
could see on the ultrasound nothing noving or anything
going on. But | was convinced |I felt novenent because
of the fact that the twins were, had already been
deceased, deceased since noon when | wasn't feeling
well, at the worst point, which was noon tinme, and
they were just bouncing around in the amiotic fluid
whi ch | thought was novenent.

| was admtted to the hospital where |
naturally delivered the twins and it was a terrible
experience, | don't even want to discuss what it is to
deliver two deceased gorgeous little girls. But the
worst part of all of this was the Goup B strep and
how it infected so quickly and took the twins so
rapidly. | nean to see them and hear them and feel
them on a Monday and then to be at a doctor's office
on a Tuesday at 4:00 and be told they're dead, it's a

very nunbing, very shocking experience to have to go

through. You don't believe it. | didn't believe the
doct or. I insisted that | have the doppler, even
though | had had ultrasound. I just didn't believe
it. It couldn't happen to ne.

| couldn't have this happen. By 9:00 that

night | had delivered the twins and | becane deathly
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ill with Goup B strep. | was so ill and they had ne
on everything they ~could possibly give ne for
antibiotics, for fever reducers, for, you know,
everything that the nedical comunity could give a
person who's deathly ill. And the doctors had told ny
husband and ny nother, who had arrived at the hospita
by now, that basically if I had waited another hour or
two or didn't go to the doctor when | did on that
Tuesday, | would have been dead. And that was because
of Goup B strep. But not only that, they still
weren't sure if 1'd make it through the next 12 hours
because | was so deathly ill and so septic nyself.

To be on fever reducers and to go from 101
fever to 103.7 in a matter of 30 mnutes, you know
there's sonmething wong. And to be given IV
antibiotics and they can't control the bacteria that's
spreadi ng through ny body, you know there's sonething
wong. And the reason why we're sitting here today is
to tell you that there is sonething wong about G oup
B strep and |I'm thankful for nedical society and the
way it is today, that I'm here to at least try again
to have another child or twins as it may happen

But nore inportantly, |I'm also here to
testify and to ask that the FDA approve the test for

wonen to test at hone and to also, and to test at hone
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for Goup B strep and any other sort of vaginal or
bacteri al i nfections. But also to test nor e
frequently and to nmake it a nmandatory test that wonen
are tested before they deliver and to test earlier
And also to have nore routine testing, so that the
| abs, when doctors submt tests, the labs don't use
chicken broth or Ilanb broth and another culture
differently in different | abs.

O have a urine test by one doctor and
anot her test by another doctor saying we need to swab
you. It needs to be a uniformsituation. W need to
know what will work to identify the levels of Goup B
strep and also what will work for the future as far as
preventing this horrible bacteria. It didn't just
take ny twins, it took a chunk of ny life.

There's sonething wong with a test when
both of them are incorrect. It also, it rather
irritated us that there's no type of rmandatory
reporting to think that ny twin girls weren't
recor ded. W don't know, they mght have been
recorded because her culture had to go in because of
the condition of her health and try to figure out what
was going on there that night that no one was sure
what was going on with her fever clinbing and her

white blood cell count going through the roof, up to
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50, 000.

You know it's ridicul ous when we found out
over the last six to eight weeks, and we've done quite
a bit of research, but to find out that there's no
mandatory reporting about it. Through the CDC
there's no nmandatory reporting when a woman has a
m scarriage, what the reason is. To know that the
maternity wards and hospitals aren't told when a baby
has gone hone and 15 days later it dies from GBS, the
maternity ward isn't told, nor the CDC

To find out that no one is keeping track
of this and no one is telling each other, | think it
absol utely ridicul ous. | sit there and I know in ny
heart that one of ny best friends and his wfe |ost
their baby at 19 and a half weeks. And when we had
our situation, they were conpletely distraught. And
synptons sounded so close to ours that | know it was
GBS, but their doctors just took care of the |ost
pregnancy and never did an autopsy. They never found
out specifically because they weren't required to.

They never swabbed the babies to check.
They never swabbed the babi es. Qur babies were
swabbed so that way we definitely know it was GBS. W
didn't have an autopsy because we were positive it was

G oup B strep that took the babies.
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But they didn't send it to the CDC Ve

went to, we've been to two functions in the |ast eight
weeks to try to educate the wonen out there. And
there was a lady that canme up and said her sister had
a baby that was infected by GBS and it was at the
hospital for an extra eight weeks. So that neans we
know of four babies that have been infected, and
that's just us. So when we hear that there's 20 to 30
percent of the wonen that have it or are carriers and
there's three mllion births a year.

That's what, 600,000 to a mllion. [If you
actually look at the true nunbers of pregnancies that
are infected, it has to be far, far greater. And
when, our research has, the mninmal anmount that we
have done, tal king about Germany. GCernmany has already
identified that it was a problem already quantified
the nunbers, already cane wup wth a reporting
requirement, already canme up with a solution, already
i npl emented the solution, and quantified the results
of the solution to a 90 percent --

CHAI RPERSON NI PPER: At t he FDA' s
suggesti on, we've stopped the tape Dbecause as
conpelling as their case is and as tragic as it is, it
is off the topic for the day. |If anyone on the panel,

| assune that if anyone on the panel w shes to see the
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rest of the tape, we can do it afterwards? Yes. | do
have three other letters to read and | hope we can do
this quickly, but to get them in the record and to
make t hem avail abl e for the panel.

"Dear Ms. Calvin, | would like to have
this letter presented in support of the vaginal pH
screening devices being available as an over-the-
counter product. | am currently 20 weeks pregnant
with ny first child. M Gb had down played ny
concerns about vaginal and/or cervical exans causing
m scarriage or still birth in the case of asynptomatic
bacteria being present.

| feel ny concerns are valid as ny sister-
in-law |l ost her baby full term from Goup B strep due
to such an exam and nedical literature supports nmny
concerns. I would feel so nuch nore confortable

having access to an over-the-counter vaginal pH

screening device so that | can nonitor nyself prior to
having a vaginal and/ or cervi cal exam during
pregnancy.

Recently |'ve had sonme synptons of which |
was unsure if they were related to pregnancy or a
bacterial vaginal infection. Since | work during
normmal business hours in a non-private setting, it is

very awkward to call ny ob's office during their
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busi ness hours and describe ny synptons. A product |
could use at home would certainly give ne some peace
of m nd.

Pl ease approve vaginal pH screenings as
over -t he-counter products. Wnen need to be able to
nonitor their own health, especially when even
experienced obstetricians refuse to take their valid
concerns seriously. Yours truly, Geni Sprigg, Ponona,
California."”

DR. HARRI NGTON- FALLS: Just for the
record, 1'd like to nention that this is a neighbor of
the first video that we saw.

CHAI RPERSON NI PPER: The second letter is
to Veronica Calvin

"Thank you so much for looking at this
important issue of the vaginal pH screening hone test
on Decenber T7th. | would like this letter submtted
as an exhibit. The Jesse Cause, spelled Ca-u-s-e
Foundation is in favor of the vaginal pH screening.
As nother of a Goup B strep survivor, | believe this
test could of prevented ny son from becom ng so sick
with GBS, sepsis, nmeningitis and hydrocephal us.

If only | had this test before |
delivered, | would of known that sonmething was wong

and the doctor would of been able to test nme further
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because the bacteria would of shown up in nmy hone
test. | believe this test could of saved our famly
from all the horror we had to go through. Pl ease
support hone vagi nal pH screeni ng.

| believe it will save many lives in the
future. It will also armand warn parents and doctors
alike that sonething is terribly wong in the nother
before delivery, before it is too late. Thank you so
much for hearing this issue and considering these
i nvaluable tests to be in the market place.

Si ncerely, Shel ene Keith-Enerle",
E-n-e-r-1-e, GBS survivor, 7-17-97, The Jesse Cause
Foundati on, saving the babies from Goup B strep.

The final letter is from Santa dara,
California, fromLitnus Concepts, |ncorporated.

" respectfully submt this witten
testinony for consideration by the Cinical Chemstry
and dinical Toxicology Devices Panel at its Decenber
7th, 1999, neeting regarding consuner-use devices for
nmeasuring vaginal fluid pH Litmus Concepts, Inc.,
LCl, is dedicated to inproving wonen's health by
providing sinply, easy to use, accurate, on-site tests
for common vagi nal infections.

W have developed and conmmercialized two

professional use products for infectious vaginitis,
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the FenkExam registered, pH and Am nes TestCard,

trademark, and the FenkExam registered, Gardnerella
vaginalis PIP Activity Test Card, trademark. As a
result of our devel opnent efforts in clinical studies,
we have extensive experience in evaluating the
clinical significance of elevated vaginal fluid pH

Qur data clearly indicate that elevated
vaginal fluid pH alone is frequently not a sign of
di sease or abnormal vaginal condition. VW have
conducted two clinical studies, enrolling over 1,200
wonen, wth and wthout synptons at geographically
five separate clinical sites. Clinical investigators
performed the four Ansel criteria (including vaginal
fluid pH and the Nugent gram stain with vaginal fluid
speci mens from each study partici pant.

A large nunber of wonen wth elevated
vaginal fluid pH had no indication of disease
what soever. In fact, it is well docunented that
el evated vaginal fluid pH is the nobst sensitive but
| east specific of the four Ansel criteria. El evat ed
vaginal fluid pH can be caused by too many factors to
make it of any significance as a stand alone test.
Providing wonen with a non-specific test for elevated
vaginal fluid pH wll cause needless concern anong

wonen and nay thereby increase overall health care
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costs.

El evated vaginal fluid pH when used in
conjunction wth other clinical criteria by a
pr of essi onal , provi des i mport ant and usef ul
information. However, elevated vaginal fluid pH al one
is of little use to a consuner. LGl is strongly in
favor of wonen self-testing for wvaginitis, but only
with test that provide information that does nore good
t han harm

Key clinical investigators and regul atory
consultants contacted by LC, agree wth the LC
position. It is inportant that wonen be provided with
the tools to assist them in nonitoring their
reproductive health, however these tools nust be
clinically useful and serve the purpose of inproving
health care. A stand alone consumer test for elevated
vaginal fluid pH serves no useful function and may
cause unnecessary confusion.

W hope that you wll take these views
under advisenment in your consideration of this issue.

Thank you.

Sincerely, Paul J. Lawence, Ph.D., Chief
Technol ogy O ficer, Litnmus Concepts, Incorporated.”

That brings us to the end of the

statements from the open public hearing. The open
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public hearing is now closed and we wi |l continue open
conm ttee discussion.

At our, when we suspended open committee
di scussion, we were discussing |abeling, the potentia
for additional information in |abeling. How woul d
performance be captured? \Wat |imtations should be
included? And should |abeling be witten simlar to
an educational brochure? And | can't remenber whether
| got through to M. Kruger or not. Ckay. Dr.
Everett, do you have any coments?

DR EVERETT: Only that if the test is to
be used in pregnant fenales, then of course whether we
suggest that that goes into the |abeling should be
based on the facts. And that is if there's, if the
data is there that says that the test works, then it
should be in the Iabeling. But if the test does not
work, at least as well in non-pregnant fenales, than
that should be there as well.

To give the consunmer sone idea as to how
well the tests work. I wouldn't expect them to
understand the tools that we use, such as precision,
accuracy, sensitivity, specificity. But in essence,
it shoul d indicate, particularly wth pregnant
females, that if the test works as well as it does in

non- pregnant females, then that be put there. But if
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it doesn't, then that should be there as well.

CHAI RPERSON NI PPER: Thank you. Dr.
Manno.

DR MANNO | have no additional conments.

CHAI RPERSON NI PPER: Thank you. Dr.
Sed| acek.

DR SEDLACEK:  Yeah, | think it should be
differentially | abel ed. | just reread the article

from the New England Journal by the Perinatal Task
For ce. They point out that they don't even test in
the asynptomatic pregnant worman and don't treat the

asynptomati c pregnant wonan who has got an el evated

pH | think we have a senmantic issue that we need to
strai ghten out. Al of these tests are basic, there
are no -- sorry, are acidic, they are not basic.

So when we tal k about basic versus acidic,
it's a msnoner. They are all below seven, therefore
they're all acidic. So | would suggest that the, that
the | abel be very specific and educational and that it
be multi-Iingual. | just bought a hedge trinmer and
it's in three | anguages in the operations nanual. So
we ought to have at |east English and Spanish. And I
woul d label it for the intended use, which in ny view
is synptonmatic patients, pregnant and non-pregnant.

CHAI RPERSON NI PPER: Thank vyou. Dr.
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Fal | s.

DR HARRI NGTON- FALLS: | answered before.

CHAlI RPERSON NI PPER: You al ready answered
bef ore. | started off with you. | apol ogi ze. Dr.
Di anond.

DR, DI AMOND: | had a couple of coments,
but if I could just ask also. The last letter that

you read, they referenced a paper, but do they give
you the reference in their letter that we can look it
up?

CHAI RPERSON NI PPER: No, | read the whole
letter verbatim

DR. DI AMOND: So they don't give us a
reference ?

CHAI RPERSON NI PPER:  No.

DR. DI AMOND: Ckay.

CHAlI RPERSON NI PPER: I think you mght
have a copy of that letter under the paper clip there
in front of you.

DR. DI AMOND: Ckay.

CHAI RPERSON NI PPER: It's probably the
| ast page, the |ast one.

DR, DI AMOND: Ckay. Things that | think
ought to be included in the |label? W sort of skipped

over Nunber 2-A, up above, there ought to be sone
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indication of whether it's for recurring, b is for
recurring, or nonitor or recurrence in wonen with a
history of vaginal infection. | think that would
probably be a reasonable use. W' ve discussed who
it's indicated for, whoever that ends up trying to be,
ought to be very clearly identified.

And simlarly, I think it needs to be very
clear on the label what this will not test for. Ve
heard a nunber of very tragic stories just now during

the open public forum but, and these are individuals

who say they've gone to the nedical literature,
they've reviewed the nedial literature, they're very
know edgeabl e about the nedical literature now.

They' ve talked to |lots of people, but they
think this test is going to do sonething for Goup B
strep and | don't know that we have any evidence to
suggest that's the case. And so | think we need to be
very clear and the public is inforned what this test
will not test for. And so people don't put a lot of
faith in the test and have a sense of well-being which
ends up to be fal se.

If the results of the test are that it's
acidic, less acidic, nore basic, than the individual
should, sorry, the other way around. If it's nore

acidic, on the testing and the individual is going to
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use an antifungal agent, it ought to be very clearly
specified at what point they should, if it's not
wor ki ng, see a physician. | think it would be very
hel pful to have actual diagrans of the testing
nmet hods, where in the vagina the device is to be
pl aced and step-by-step diagrans of how the analysis
is to be done.

And | think it ought to be clear, there
ought to be a list of itenms or events, such as
i ntercourse, douching, which can alter results or we
think may alter results. So that patient, the public
knows to avoid those prior to utilizing the testing.

CHAI RPERSON NI PPER: Thank you. Dr.
Tuazon.

DR, TUAZON: | have nothing further to add
internms of the utility of this test regarding vagi na
i nfections. But I want to raise the question of the
utility of this pH in terns of nenopausal wonen.
Should that be included in the labeling as well,
because | think in one of the articles it was raised
as a useful paranmeter to nonitor hornonal replacenent.

CHAl RPERSON NI PPER: Dr. Kounans.

DR. KOUVANS: Thanks. [|'d |ike to support
the previous coments about post-nenopausal wonen and

the differences that mght be seen in the results. I
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think the key issues for |abeling that |1've heard and
would also like to add is to, that it should include
what a pH is, what does it nmean, what is nornal and
what is not. That it is not a test for sexually-
transmtted diseases. How it differs. How the
results may differ and in different Kkinds of wonen,
pre- nenar cheal , pre-nenopausal and post-nenopausal .

What m ght change the results of the test.
Al of the things that we've nentioned so far and
anything else that we know of that conmes forward
later. And that there is currently no treatnent over-
the-counter available for wonen iif they have nore
positive, a higher pH.

CHAI RPERSON NI PPER: Thank you. Dr.
Rifai.

DR RIFAI: Nothing to add.

CHAI RPERSON NI PPER:  Dr. Janosky.

DR, JANCSKY: Nothing to add.

CHAI RPERSON NI PPER:  Dr. Rosenbl oom

DR. ROSENBLOOM | think that the |abeling
for nenopause, if |I'mnot m staken, there is not, this
is not something that's routinely wused in the
physician's office to nonitor estrogen status so that
it would be premature to consider it in an over-the-

counter preparation.
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CHAlI RPERSON NI PPER: Ckay. How about
Question 5? Risks versus benefits. What risks are
associated with having this test available over-the-
counter. Anybody want to start? Dr. Falls is willing
to start.

DR HARRI NGTON- FALLS:  The risk associ at ed
with having this test available over-the-counter is
i nappropriate patient self-diagnosis and treatnent.

CHAI RPERSON NI PPER: How about risks
versus benefits? Do any benefits outweigh the risk?

DR HARRI NGTON- FALLS:  Well, | felt it was
a pretty innocuous test until these testinonials were
put up, but now I'm concerned that the risk to the
practi cing physi ci an and t he pati ent that's
msinformed as to what the test is neant to interpret
m ght be greater than the benefit.

CHAlI RPERSON NI PPER: Anybody else care to
coment on Question 5? Yes, Dr. Sedl acek.

DR SEDLACEK: | had trouble, if that one
slide that was shown of the pH strip was an exanpl e of
a positive, | had trouble interpreting it because it
seened to nme like it should have been noved about
three strips to the left. So I don't know if that was
just an exanple of the strip or if that was the

correct answer. If it was the correct answer, | got
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it wong. And I"'mafraid patients mght as well.

CHAI RPERSON NI PPER: Any other coments
answering Question 5? Dr. Tuazon

DR TUAZON: The only other benefit is
avoi d overusing antifungals with the use of the pH.

CHAI RPERSON NI PPER: Yes. | saw Dr.
Koumans noddi ng.

DR KOUMANS: | agree with that. I think
it wuld be good to mnimze inappropriate use of
over-the-counter antifungals in the cases of nore
serious infections. | think there would also be a
benefit in having wonen becone nore aware of
conditions that they may not be aware of that may need
treatnent, that they nmay not know that synptons are
actually synptons of a condition that needs treatnent
and may have, may have disnm ssed these things in the
past .

So | think there's a benefit in terns of
education for wonen that can occur and treatnent for
serious conditions that we have treatnents for.

CHAI RPERSON NI PPER: I saw Dr.
Rosenbl oom s hand go up.

DR, ROSENBLOOM Wll, | was actually
going to address the sanme thing. One of the benefits

m ght be it would address the issues that were brought
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up in the testinonials. A broader education about
infectious risk during pregnancy that may have alerted
such well-read or highly notivated individuals to be
even nore insistent with their health care providers.

CHAlI RPERSON NI PPER:  Any ot her coment s?

DR DIAMOND: | have a brief comment. One
ot her thought perhaps is that as nore agents becone
avai l able over-the-counter, the likelihood that,
there's an increasing |ikelihood that sone individuals
will not come into see their gynecologist or their
famly practitioner or their health care provider.
And sone routine screening test that we have, such as
pap snears, which mght get done at the same tine
individuals are in for evaluations of wvaginitis or
ot her issues, may get overl ooked.

And, you know, with the hectic lifestyle
people are |eading, there may be other good screening
tests that we have which just mght end up not being
done as things get nore and nore to being able to be
done on their own. And that's not a reason
specifically for this type of device to be negative
about it, but sonmething perhaps also considered for
the labeling, that routine screening tests still need
to be done.

CHAlI RPERSON NI PPER: Vell, at this point
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we' ve reached the end of the nunbers of questions.
Unl ess soneone has other things to add. | hope we've
done sonme good for the FDA and for the public today.
Are there any closing comments that any of the panel

woul d have before | close off the neeting? Yes, Dr.

Habi g.

DR. HABI G | have one. I guess it wll
be ny final comment as a nenber of this panel. Thi s
topic today reminds ne, | guess, to remnd our FDA

col | eagues that Congress has witten a mssion for the
FDA that includes pronotion of public health, not only
protection of public health. And | would hope that
our FDA col |l eagues keep both of those aspects of their
mssion in mnd as they proceed forward with their
consideration of this over-the-counter test. Thank
you.

CHAlI RPERSON NI PPER: Are there any other
comments that the panel would have? Wll, at, | would

like to thank the people who participated in the

neeting. Not everyone who participated is still here,
but 1 was particularly appreciative of the high
quality of the presentations. I"m particularly

appreciative also of the participation of nenbers of
the panel who are tenporary nenbers. Even those

Husker fans that are leaving, we were glad to neet
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anot her Husker fan.

| also would like to thank the FDA for
preparing this well here and | hope that what we've
done has been worth the price of adm ssion. Thank you
very nmuch. Unless | hear further business, | think
we' re adj our ned.

(Wher eupon, the foregoing nmatter adjourned

at 2:59 p.m)
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