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PROCEEDIL NGS

DR NPPER In the interest of keeping our
schedule, I'd like to urge the spectators and panel to take
their seats so we can begin.

M5. LAPPALAI NEN  Good norni ng and wel cone Pane
Chai rperson , nenbers and consultants. | am Sharon
Lappal ai nen, Executive Secretary of the dinical Chemstry
and dinical Toxicol ogy Devices Panel of the Medical Devices
Advi sory Panel Commttee.

The commttee is here today to provide advice and
recomrendati ons to the Agency regardi ng over-the-counter
drugs of abuse testing systens and to comrent on a draft
points to consider docunent for these products.

Single copies of the draft points to consider
docunent entitled points to consider for approval of hone
drugs of abuse test kits are available in the hand- out
materials that are provided at this neeting.

The dinical Chemstry and dinical Toxicol ogy
Devi ces Panel last nmet on March 20th and 21st of this year.
At that neeting, the panel deliberated upon a pre-narket
notification for an over-the-counter device that neasures
for tosamne for the nmanagenent of diabetes nellitus. The
FDA has since cleared this device to narket.

In addi tion, the panel deliberated upon the issues
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surroundi ng sel f-nmonitoring of blood glucose systens. Based
upon the panel's deliberations, and upon comments received
fromindustry, academa, and the public, FDA will nake
available in the future a revision of the current gui dance
docunent entitled reviewcriteria for the assessnment of
portabl e bl ood glucose nonitoring, in vitro diagnostic

devi ces, using glucose oxi dase, dehydrogenase, or hexoki nase
nmet hodol ogy.

At this time, | would like to read the conflict of
interest statenent into the record. Conflict of interest
for the AQinical Chemstry and dinical Toxicol ogy Devices
Panel rmeeting, Septenber 25, 1997. The foll ow ng
announcenent addresses conflict of interest issues
associated with this neeting, and is nade part of the record
to preclude even the appearance of an inpropriety.

To determne of any conflict existed, the Agency
reviewed the submtted agenda and all financial interests
reported by the coomttee participants. The conflict of
interest statutes prohibit special Governnent enpl oyees from
participating in matters that could affect their or their
enpl oyer's financial interests.

However, the Agency has determ ned that
participation of certain nmenbers and consultants, the need
for whose services outwei ghs the potential conflict of
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interest involved, is in the best interest of the
Governnent. A waiver has been granted to Ms. Ellen
Rosenthal for her financial interest in the firmat issue
that could potentially be affected by the commttee's
del i berations. The waiver permts this individual to
participate in all general nmatters before the conmmttee.

Copi es of this waiver rmay be obtained fromthe
Agency's freedomof information office, Room 12A-25 of the
Par kl awn Bui | di ng.

VW would like to note for the record that the
Agency took into consideration a certain matter regarding
Dr. Barbara Goldsmth. Dr. Goldsmth reported interests in
afirms at issues on matters not related to what is being
di scussed today. Since these natters are not related to the
specific matters before the coomttee, the Agency has
determned that she may participate in the coomttee's
del i berati ons.

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

Wth respect to all other participants, we ask in
the interest of fairness that all persons naking statenents
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or presentations disclose any current or previous financial
i nvol venent with any firmwho's products they may wish to
comrent on.

Now I will turn the neeting over to our
Chai rperson, Dr. Henry N pper.

DR NPPER Thanks. | amHenry N pper and |'m
affiliated with CGreighton University. |1'd like to go around
t he room agai n and have the panel introduce thenselves to
t hose people in the audience. W're glad to have Dr. Robert

Habig with us today. W'd like Dr. Habig to start wth

introducing hinself, and we'll proceed around the roomto
Ms. Rosent hal .
DR HABIG (ood norning. |'mRobert Habig. | am

the Drector of Corporate Regulatory Affairs at Becton
D cki nson and Conpany. | amthe non-voting industry
representative on this panel.

DR TONG @ood norning. I'mTed Tong. |I'ma
nmenber of the FDA Non-Prescription Drug Advisory Commttee.
|'mhere this norning and afternoon as a consultant to the
panel. 1'ma Professor of Pharnacy Practice, Pharnacol ogy
and Toxicology at the University of Arizona in Tucson,

Ari zona.

DR GERSON  Benjamn Gerson. I'mon the faculty

of the Boston University School of Medicine.
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DR MANNO Barbara Manno. |'mfromthe Louisiana
State University Medical Center in Shreveport, Louisiana.
|'ma Professor in the Departnent of Psychiatry and Co-
director of the dinical Toxicology Lab of the University
Hospital at that facility. | ama consultant to the
commttee and | ama forensic toxicologist.

DR KURT: @ood norning, I'mTomKurt. 1'ma
Medi cal Toxi col ogi st and a Professor at the University of
Texas Southwestern Medical Center in Dallas. |'malso a
former FDA nedical officer.

DR HARRI NGTON FALLS:  Good nmorning. |'mDr.
Beverly Harrington-Falls, -G/n with Cornerstone Heal th
Care in Hgh Point, North Carolina and a panel nenber.

DR QJUIMAN |'mSteve Qutnman and I'mthe Director
of the Dvision of dinical Laboratory Devices.

DR BOQUGHMAN  Joann Boughman, Professor and
Geneticist at the University of Maryland. Al so Vice
President for Academc Affairs and Dean of the G aduate
School and a regul ar panel nenber.

DR EVERETT: |'mJanes Everett, physician and
Medi cal Director at Mrehouse School of Medicine in Al anta,
Ceorgi a.

DR LEWS. Good norning, again. |'m Sherwnod
Lewis, Drector of Toxicology at the Ofice of the Chief
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Medi cal Exam ner, State of Connecticut.

DR REJ: Good norning, I"'mBob Rej. I'mon the
faculty of the School of Public Health, the State University
of New York at Al bany, and Drector of dinical Chemstry,
Toxi col ogy and Henatol ogy at the New York State Depart nent
of Health in Albany. |1'ma regular voting nenber of this
panel .

DR GO.DSM TH  Good norning, |'m Barbara
Gldsmth. I'ma voting nenber of this panel. ['malso the
Associate Drector and the InterimD rector of the
Departnment of Laboratory Medicine at St. Christopher's
Hospital for Children in Philadel phia and an Associ ate
Prof essor of Pathol ogy and Laboratory Medicine at Al egheny
Uni versity of the Heal th Sci ences.

DR SCHN @ood norning, I"'mDavid Sohn. |'m
Associ ate Laboratory Drector and D rector of Toxicol ogy and
Forensi ¢ Toxi col ogy at Beni nger & Schl esi nger Medi cal
Laboratories in New York Gty.

M5. ROSENTHAL: Good norning, |'mE |en Rosenthal.
|'man engineer. |'mthe consuner representative to this
panel .

DR N PPER Thank you. As you can see, we have a
wi de variety of experience and affiliations on the panel and
consul tants today.
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It's time nowto call for speakers to the open
public session. At this tinme, we will hear frompublic
attendees who have contacted the executive secretary prior
to the nmeeting. These people, who will address the pane
and present information, will do so relevant to the agenda
of the neeting.

At this time, we will remnd speakers that they
will be asked to state whether they have any financia
i nvol venent wi th manufacturers of any products bei ng
di scussed or with their conpetitors. |f you, sonehow or
other, forget to do that, please don't be offended if I
interrupt and ask you to tell us that.

At this point, the first speaker on the list is
Vana Smth whose affiliation is stated as Abbott
Laboratories. M. Smth?

M5. SMTH | represent a nmanufacturer of drug
testing products. W are a | eading manufacturer of both
drug testing reagents and instrunents. W are also a
| eadi ng manuf acturer of rapid diagnostics used by consuners,
hospital |aboratories and physician's offices.

(On the basis of our years of experience in these
areas, we would like to offer our recomrendation to the
commttee concerning the |labeling for the honme use drug test
and recomrend that confirmation is needed for a lay user to

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




prb

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

11

be able to interpret and understand any positive drug
testing result.

To address the question in the points to consider,
can the product be | abeled in such a manner that a |ay user
w |l have net beneficial information fromthe use of the kit
in the over-the-counter setting? W believe this is nore
than an issue of |abeling. The conplexities in the
interpretation of drug testing may be extrenely difficult to
explain with | abeling.

When a non-drug user is drug tested, the
| aboratory confirmation procedure provi des assurance they
will not be falsely accused of being a drug user.

Protection fromthat fal se accusation and the consequences
totheir famly and their livelihood is what gives the non-
drug user assurance that it's a quality drug testing program
and reliable.

Qutside the DHHS prograns confirmation i s not
required. As such, the interpretati on of drug screening
results can often be problematic. As you know, cross
reacti ve substances can be found i n nmany over-the-counter
drugs and health food suppl enments. Due to the controversi al
nature of drug testing, runors and hal f-truths about drug
testing abound in society, propagated by word of nouth, the
| ocal newspaper and the Internet.
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In ny own seven-and-a-half years supporting drug
testing products for Abbott Laboratories, | cannot count the
nunber of tinmes that | have dealt wi th questions regarding
poppy seeds, prescription drugs, health food suppl enents and
the like, even fromthe | aboratory professional.

I nterpretation of unconfirned positive results and
cross reactivity can be difficult today, but woul d be
extrenely challenging for the lay user. Wen using a sinple
over-the-counter diagnostic product, such as a pregnancy
test, the lay user knows what to do if the test is positive.
I n nost cases, that nmeans self-referral to their famly
physi cian. However, the lay user will need substantially
nmore gui dance than |labeling to interpret a hone drug
screening result.

In order for a lay user to obtain beneficial
information froma home use drug test, confirmation of the
result is necessary.

To summari ze, we would recommend that in a home
drug testing nodel, confirmation is required for a |ay user
to be able to interpret and understand any positive drug
testing result. Thank you.

DR N PPER Thank you. W have about a mnute
for questions of this speaker fromthe panel, if there are
any.
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[ No response. ]

DR N PPER Seeing no questions, thank you, M.
Smth. | appreciate our first speaker staying wthin the
five mnute limt. |'mnot sure whether the personnel who
are handling the visual aids are going to use the tiner
that's up there to help ne keep on track, but | sure would
appreciate if you woul d.

Qur next speaker, | hope | get the first nane
right, N quette Hunt. Please correct ne if |I nmake a
m st ake.

M5. HUNT: N quette, so you're pretty cl ose.

DR NPPER It's easier than | thought, thank
you.

M5. HUNT: Good norning. M/ nanme is N quette Hunt
and I'mfrom Chenirak, the nmanufacturer of Parent's Alert
Home Drug Test Service, the one originally devel oped by
Sunny d oud, who you'll hear fromright after ne.

Earlier this year, Parent's Al ert and Chenlrak
joined forces to make our product available to a broader
nati onal audience. W believe that quality tests, used
correctly, are a critical conponent in hel ping parents stand
between their children and drugs. As such, they shoul d be
accessible to all famlies.

However, as a manufacturer, we have the
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responsibility to provide the best test service possible,
adhering to the highest standards. In this case, this
includes the gold standard |lab test, which is currently
Q& M5, followed by informative results reporting.

V& support the points to consider docunment as it
relates to rapid tests, as it establishes strict guidelines
for these tests that we believe will benefit consuners.
Because parents have a right to expect that the product they
bring into their homes are reliable and don't open nore
questions in the famly unit than they answer.

The fact is, drug use anong kids continues to
rise. That sounds scary, but how does it affect you and ne?
Famlies just like yours and famlies just |ike mne?
Unfortunately, good children fromgood hones who live in
ni ce nei ghbor hoods use drugs. The problemis not one
l[imted to the inner city. 60 percent of the problemoccurs
in suburbs, many of them affluent suburbs. And it gets
worse, unfortunately, particularly anmong younger children.

Consi der these statistics: one out of every four
nine to 12 year-olds were offered drugs | ast year. 24
percent of all 12-year-olds have a friend or classmate who
used LSD, cocaine or heroin. The greatest increase in drug
use cones between the sixth and seventh grades. |n nost
cases we're tal king about 11 and 12-year ol ds here.
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But there is good news. Children who |earn about
the risks and consequences of drug use fromtheir parents
are half as likely to try drugs. That's half as |ikely.

V¢ believe that prevention is the answer to our
nation's drug problem and prevention begins at home, in the
famly, with proactive parents. Parents who are willing to
take the steps necessary to stand between their children and
drugs. And that's where we believe a hone drug test service
can play a role.

VW believe that there are three inportant elenents
that should be included in every test service: educational
materials, professional counseling, and an accurate test.
Specifically, educational nmaterials give parents a better
understandi ng of the drug problemand the risks their
children face.

Second, trained counselors offer parents a
perspective about the overall drug problem their child s
specific results, and can give referrals to | ocal resources
i f necessary.

The third piece is a drug test that includes both
screening and confirmation, using the nmost technically
accur ate et hods avai | abl e.

W al so believe that this test should be done in
| abs approved by SAVMHSA, the Substance Abuse and Ment al
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Heal th Services Adm nistration, because of SAMHSA s high
standards. Each sanple should al so be checked for additives
or dilutants to ensure that it wasn't tanpered with. And
after testing, each result should receive a final check from
a scientist to ensure accuracy one |last tinme before it goes
to the parents.

Designed with these elenents in place hone drug
test services can nake a difference. They can help parents
stand between children and their drugs. W' ve seen it
happen t hrough Sunny d oud and the nunerous parents she's
hel ped with her test service.

Based on our current understanding of rapid in
vitro hone drug devi ces, we have sone concerns about using
these devices in the homes. Specifically, can these tests
provide confirmed results as accurate as those provi ded by
the GO M5? Can these devices be |abeled in such a way to
hel p parents understand the difference between a screening
test and a confirnmatory test, and the need to foll ow up the
first with the second?

Are these tests able to detect attenpts to skew
results? O are they able to differentiate between ill egal
drugs and common over -t he-count er nedi cati ons?

Onhce parents have their screening results, wll
they be notivated to seek out the vital confirnmatory testing
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and inportantly, delay their reactions while they wait for
these confirmng results? Can these tests provide parents
wi th enough perspective around the test results to mnimze
chances for msinterpretati on?

VW do not believe it is responsible to accept and
support rapid tests until these questions have been
answered. Because at the end of the day, our only goal is
to provide parents with high quality products. Products
that, in this case, will help themtruly stand between their
children and drugs.

Thank you very much for your attention.

DR N PPER Thank you. Your time is up because
the little light blinked. | appreciate your presentation.

Qur next presenter is Sunny doud. M. dd oud,
wel come to the panel.

M5. CLAQUD: Thank you very nuch, | appreciate it.

M/ nanme is Sunny doud. | amthe founder of
Parent's Alert and a consultant for ChenfTrak in California.

| appreciate the opportunity to address the panel
today. |'ma single nother of teenage sons and the founder
of Parent's Alert, as | nmentioned. Parent's Alert is a
conpl ete hone collection drug test service.

| also was an ostrich, with ny head in the sand. L
Let me expl ain.
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Several years ago, | cane home unexpectedly one
day to find ny son snoking marijuana in our living room |
was conpl etely shocked. Up to that nonent, | never even
considered that ny kid woul d ever use drugs. He was a good
kid. He nade decent grades and he had nice friends. He
wasn't |ike those other kids, the ones that use drugs. O
so | thought.

That was ny mstake. The truth is, he was exactly
i ke many of the other kids and | was exactly |ike nost of
the other parents. W all had our head in the sand.

| reacted the way nost parents react when the
wel | -being of their child is threatened. | took himto a
doctor, in this case the energency room for a drug test.
That experience proved to be costly and enbarrassing for
bot h of us.

Then | attended counseling sessions with ny son.
It was there that | had an interesting thought. W parents
are expected to get our kids help for drug abuse only after
t he use has been discovered. W have to react to a bad
situation. Wy can't we be nore proactive and hopeful |y
prevent the abuse in the first place?

So | began to ook around. | found two exanpl es
in our society that had shown success in reduci ng drug use,
the workpl ace and the mlitary. These two exanpl es shared a
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common denom nator, they both drug tested. | set about
learning as | coul d about what was going on in the testing
i ndustry.

| | earned about various types of tests being used
in the workplace, and | aws governi ng t hose workpl ace
testings. | learned that the very best test, the gold
standard of all tests, is the GJM. | also | earned about
rapid test in vitro screens that sone enpl oyers are using.

In the workpl ace, these screens are very hel pful.
They' re effective because if a screen comes up positive the
enpl oyer, by law, has to forward the specinen to a SAMHSA
approved lab for the GJ M confirmation. Those results are
then reviewed by a scientist, forwarded to a nmedi cal review
officer, and only then are they forwarded on to the
enpl oyer .

An idea began to form If parents had access to
the very same types of tests used in nost of the workpl aces,
we mght be able to stand between our kids and drugs. And
our kids could use the test as an excuse to say no. Achild
coul d say ny parents have a drug test at hone, | can't.

That could be a very effective deterrent to peer pressure.

Parent's Alert was born. | set up a programto
offer parents the capability of drug testing their child in
the privacy of the honme. The service incorporated the nost
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accurate and reliable test with assurance of professiona
review of all results. You know, it isn't easy to decide to
bring a drug test into your honme. But one thing is for

sure, to protect your child and your relationship wth your
child, the test you use nust be the right one.

| gnoring warning signs of drug use, sticking your
head in the sand, can be a dangerous approach for parents to
take. Parents need to expect that if they do decide to use
a drug test intheir famly drug policy, it's a reliable
test.

I'mjust a nom Sone of you probably have kids,
too. W all face the sane problens. For exanple, what
woul d you do if during the height of the cold and flu season
your teenager cone hone a little hyper, maybe seens a little
spacey one day. You get concerned and you pull out a
dipstick or a slide test. After a fewmnutes, the strip
shows positive for anphetam nes.

You panic. You renenber she went to a party two
ni ghts ago and canme in past curfew You ask her and she
says she's been taking Sudafed for a head cold. Wat woul d
you bel i eve? How can you know for sure? Wuld you, the
concerned parent, be able to hold your reaction for several
days while a confirmatory test is being run? | don't think
| could and |I've been through it before.
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|'ve spoken to thousands of parents around the
country over the last few years. Know how nany of them have
questioned the reliability of a drug test they' ve purchased
fromParent's Alert? Not one. They take it for granted?
Way? I n ny opinion that when you learn that your child has
a positive test result, there are so many ot her things goi ng
on in your mnd, it doesn't even occur to you that the test
m ght be wong. Wth all the other issues involved at that
tine, aren't we parents entitled to at least that? | can't
i magi ne a worse thing than to confront your child on the
basis of just a screening test, only to have your child be
i nnocent .

' mhere today because | want to be sure that
parents can depend on the results they get fromany drug
test they may use. So they can use the test productively to
build trust with their children rather than break it down by
taking a chance of accusing themunfairly.

Drugs are everywhere. |'mafraid for our
children. W parents need every tool we can get to help
keep our kids off drugs, or identify a potential drug
problemearly, to get help as soon as possible. But the
tools nust be reliable. The results nmust be as certain as
possi bl e.

| ask the nenbers of this panel, and people in
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this hearing today, if it was your child, would you want a
test that gave a screening result at honme which would
require you to hold your reaction for several days? O
woul d you prefer a definite answer with the assistance of
trai ned personnel to help you understand these results?

| think the answer is obvious. Let us ensure that
only accurate, reliable and understandabl e honme drug tests
are nmade available to parents. Qur kids deserve it.

Thank you.

DR N PPER Thank you, Ms. Qoud. Since the tine
has el apsed, we'll hold questions until the end. Thank you.

Qur next speaker is Dr. Howard Tayl or from Sensor
Technol ogies. Dr. Taylor?

DR TAYLOR &ood norning. M/ nane is Dr. Howard
Taylor. [I'ma Ph.D toxicologist, board certified by the
Anerican Board of Forensic Toxicol ogy, and al so the Anerican
Board of dinical Chemstry with a specialty in toxicol ogy.

|'ve been active in the field of drug testing for
over 15 years, with experience as a responsi ble person in a
SAMHSA certified laboratory. And | al so serve as inspector
for the National Laboratory Certification Program which is
the group which certifies SAVHSA | aboratories for Federa
wor kpl ace testing.

Earlier this year, the FDA proposed guidelines for
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testing in the over-the-counter or home drug testing
environment. Those requirenents were one, testing in a
SAVHSA certified | aboratory. Two, use of an FDA approved
i mmunoassay technol ogy with confirmation by GJ Ms. Three,
use of a unique identifier of a sanple.

These protocols mrror the requirenents for
wor kpl ace drug testing, to ensure the accuracy and
reliability of testing. These conponents are essential to
the quality of workplace testing and over-the-counter drug
testing requires these sane standards to guarantee the
accuracy of testing. Anything less is providing a
di sservice to the public.

The Drug Testing Advisory Board, DTAB, which
advi ses SAMHSA for Federal workplace drug testing is
westling with many issues related to the accuracy of on-
site testing devices. | would like to submt to the FDA a
copy of a summary of those issues entitled factors required
for reliable workplace drug testing discussed at the recent
DTAB neeting. And also, a copy of Dr. Robert Wllette's
presentation, testing for alcohol and drugs, on-site
appr oaches.

It is well known that fal se positives from
structurally simlar conpounds are produced if using
I mmunoassay as a stand-al one test.
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How woul d a parent handle a fal se positive froman
on-site test device? Wuld the parent send the speci nmen on
for GO M confirmation? Wuld the child or donor have been
fal sely accused as a drug user?

The proposed draft docunment points to consider for
approval of hone drug tests, dated August 25, 1997 and | ater
revi sed on Septenber 16, 1997, asks two key questions. Can
the lay user obtain acceptable analytical results? Two, can
the product be | abeled to assure that net benefici al
information is attained fromthe use of the kit in the OIC
setting?

If on-site i munoassays are used, | believe the
answer to the first questionis no. |If on-site devices are
currently not acceptable for Federal workplace drug testing
prograns, and top scientists in the country have questi ons
relating to the accuracy and reliability of these devices as
descri bed above, how can the lay user obtain acceptable
anal ytical results?

The answer to the second question is nore conpl ex.
How does a parent reverse danage done by a fal se positive
on-site device? S nce the positive predictive value is
significantly lower in an on-site device versus a test
perfornmed in a SAMHSA | ab, the public will be at significant
risk. On-site devices nay be appropriate for the OIC
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envi ronment at sone point in the future, once these issues
are addressed for Federal workplace drug testing prograns to
ensure the sane quality of testing which is currently
performed in a SAVHSA certified | ab.

| urge the FDA to nmaintain the highest quality of
testing possible in the over-the-counter and hone testing
envi ronnment by relying on the currently nost accurate and
reliable techniques avail able which are testing in a SAVHSA
certified lab and assuring the public of the sanme quality
standards currently used in the workplace testing.

Thank you.

DR N PPER Thank you very much. There's about a
mnute left for questioning fromthe panel, if there is any?

[ No response. ]

DR N PPER Seeing none, thank you, Dr. Taylor.

Qur next presenter is Robert Aromando, Jr. from
Roche D agnostic Systens.

MR AROVANDO  ood norning, M. Chairnan.

Roche D agnostic Systens, a subsidiary of Hof f man-
LaRoche, is dedicated to inproving human health care by
devel opi ng, manufacturing, and narketing di agnostic test
kits, reagents and anal ytical instrunentation used in
hospitals, clinical |aboratories, physicians offices, and in
alternate sites as required to screen for substance abuse.
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The field of toxicology and specifically drug
abuse testing is a specialty in which RDS has over 20 years
experience. Both Hof f man- LaRoche and RDS are strong
proponents of a drug-free Anerica and believe drug testing
plays a vital role in the responsi bl e nanagenent of the
probl em of drug abuse in our environnent.

There's no doubt that drug use in this country has
reached epi dem c proportions. Recent surveys indicate that
teenage drug use, in particular, is escalating at alarmng
rates. A survey conducted in 1996 by the University of
M chi gan anong 50, 000 students showed narijuana use anong
10t h graders increased from17.2 percent to 20.4 percent.

The Pride Survey, conducted also in 1996 pol | ed
129,000 students in 26 states. The study showed nore
students reported getting "very high, bonbed or stoned"
during the past school year. And 18.3 percent of the
students reported using an illicit drug weekly or nore.
This increase in drug use by teenage students has forced
educational institutions to revise their anti-drug prograns
to now i ncl ude sone formof drug testing.

The majority of parents support school drug
testing prograns where appropriate and believe a higher
| evel of success in solving the probl emof drug abuse can be
acconpl i shed through at-hone testing with results

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




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

i mredi ately available. This would afford parents the
opportunity to deal directly with the problemin confidence
and, nore inportantly, within the confines of the hone and
the famly.

A test result under this circunstance would
optimze the rehabilitation process with i nmedi ate
i ntervention because it quickly addresses and overcones the
deni al phase of drug addiction.

Qurrent tests approved by the FDA do not allow for
i mredi at e assessnent of an individual's drug use status.
Rather, a hair or urine sanple is sent to the lab for
processi ng, which may take several days for a result to be
conpl et ed.

Roche offers a nunber of drug testing products
based on various technol ogies for the detection of illicit
drug use. Among our product lines include Ontrack TesTcup
which utilizes a sinple yet proven technology, simlar to
many hone urine pregnancy tests.

Ontrack TesTcup provides an i medi ate result
within three mnutes, highly accurate, qualitative
assessnent of whether the testing subject has ingested any
of fiveillicit drugs with a sinple yes or no, positive or
negative result, and requires mninmal operator skills and
interpretive judgnment. TesTcup conbi nes the specinen
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testing collecting and testing for multiple drugs into a
si ngl e devi ce.

Three versions of TesTcup have recei ved cl earance
fromthe U S Food and Drug Admni stration for commercia
distribution as a nedical device, and utilize cutoff
detection levels identical to those nandated to those by
SAMHSA

Roche believes that the Ontrack TesTcup can pl ay
an inportant role in hel ping parents detect and address
teenage drug use in a safe and effective manner.

Roche al so clearly supports the need for FDA
supervi sion and regul ati on of products offered for at-home
screening of drug abuse. |In fact, Roche applauds the FDA' s
recent draft of points to consider for approval of hone
drugs of abuse test kits, which suggests that marketing of
such a test nay be permtted utilizing a 510(k).

W strongly feel that products such as TesTcup
whi ch have al ready undergone the scrutiny of the FDA for use
by professionals should not be held to standards of a pre-
mar ket approval subm ssion.

W feel this way for the follow ng reasons: the
Ohtrack TesTcup is not unlike honme pregnancy kits or hone
gl ucose tests, both of which are currently regulated by the
pre-market notification, i.e. 510(k), regul ations rather
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than a pre-narket approval process.

Wen performed i n a nanagenent of probation
parol e, prison, drug and al cohol rehabilitation or
managenent of workpl ace policies, drug abuse screening
provi des detection of drug or al cohol use. It does not
assess di sease, imedi ate inpairment, or other health
rel ated diagnosis requiring nedical judgnent or treatnent.

Drug abuse testing is also qualitatively different
fromtesting for purposes of treatnent or diagnosis. This
is because the individual being tested is fully aware of
what the outcone of the test should be. The principles of
diagnosis are there. They are therefore irrelevant for this
type of testing.

The Ontrack TesTcup has al ready undergone FDA
scrutiny and review of its safety and efficacy several tinmes
inthe last three years. A though the intended audi ence for
an OIC product is non-technical, the current users of
TesTcup have simlar levels of technical skills. TesTcup is
marketed to crimnal justice agencies, workpl ace,
educational institutions, and drug treatnment centers. The
actual operators of these tests do not typically have
| aboratory skills or training.

Al so, users of hone pregnancy or glucose tests
fall into the sanme category as the intended hone users of
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TesTcup.

The FDA' s concern over the safety and efficacy of
TesTcup in the hands of a home user can be whol |y addressed
through a special clinical trial wth a sanple of the target
audi ence. Roche has offered to do such clinical trial and
stands ready to work with the FDA to establish a nutually
agreed upon study protocol. However, the pre-narket
approval process is not necessary to achieve this objective.

The PMA regul ations require the manufacturer to
submt extensive and detail ed records on manufacturing and
quality control. There is no |ogical reason to require such
information for products utilized by one user but not
anot her, particularly when the products used for both are
identical in manufacturing design, processes, and controls.

To i npose PMA categorization of TesTcup for the
OIC market will merely delay the availability of this needed
product to parents and cause undue and unnecessary expense
to the manufacturer w thout any resulting benefit to the
public or the regul atory agenci es.

The FDA's position to regul ate pre-revi ened
products, such as Ontrack TesTcup, via the PMA regul ati ons
is particularly irksone in |light of the exception and
exenption granted by the Agency to a provider who has
under gone absol utely no review or approval for safety and
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ef fi cacy.

The point-of-care Saliva A cohol Test mnarketed by
Sunny doud, in fact, was cleared via a 510(k) process not
PVA. It seens that if the FDA's concern was truly with the
Anerican public, political conpromses such as this one
woul d not be accept abl e.

Today, as we speak, parents may obtain drug
testing results on their children froma supplier who has
filed no data, manufacturing or clinical, to support their
presunption of safety and efficacy for use by anyone,
whet her professional or non-technical.

However, at the same tine we are here discussing
whet her a product whi ch has undergone review by the FDA
three times in the last three years, and has each tinme been
deened safe and effective, should be required to conply with
undul y stringent and non-val ue added regul atory
requi renents.

To reiterate, Roche is not here proposing that our
product be excluded fromreview and regul ati on, as Sunny
doud and her testing currently are. W have proposed and
stand by our offer to work closely with the FDA to design a
clinical study which woul d prove that Ontrack TesTcup can be
used safely and effectively by a typical consunmer. W are
nmerely requesting that unreasonabl e and onerous regul atory
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requi renents not be inposed w thout any concomtant benefit
to the Amrerican public.

V¢ request the FDA permt Roche to submt a 510(k)
amendnent of its current filing wth the appropriate
clinical data, |abeling, and other reasonable information to
support OIC use of ntrack TesTcup

Thank you.

DR N PPER Thank you very much. May | reiterate
to speakers to please remain within the five mnute tine
frane?

Qur next speaker is Dr. David Evans of the

National On-Site Testing Associ ation

MR EVANS. (ood norning, |'mDavid Evans. [|'man
attorney, not a doctor. | thank you for the pronotion,
t hough.

| have submtted witten testinmony and | don't
want to go over ny witten testinony. |'d like to just

clear up sone points that have been rai sed by sone of the
earlier speakers.

Let me first of all tell you who the National On-
Site Testing Association is. W are an association of the
consuners, nanufacturers, and distributors of on-site
al cohol and drug tests. As far as drug tests go, we only
recommend drug tests that have been cleared by the FDA. Al
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of our menbers use FDA cleared drug tests.

VW are in favor of good standards, good drug
testing standards. W are in favor of good science. And |
think you wll find that anybody that's a nenber of NOTA
that is a nanufacturer has the science to back up their
pr oduct .

I'malso a parent. | would urge you, before you
make a deci sion about this, to go to schools like I do and
talk to kids about drug abuse and find out what's goi ng on.
It is worse than it was in the '60s. Take ny word for it.

| have talked to ninth graders in ny county about
marijuana and cocai ne and other issues. Wen | go and give
the talks, | only talk to themabout scientific studies that
have been done and gi ve themgood information. 1've come
away profoundly depressed about what |'ve seen.

So get sone information, get sone education on
that issue before you nake a deci sion about this issue.

Onh-site tests that are cleared by the FDA neet the
scientific standards. Dr. Taylor tal ked earlier about how
HHS is not approving themfor use in Federal drug testing
prograns. That's absol utely untrue.

If you'll read the regulation, he'll see that the
only requirenent for an initial imunoassay screen is a test
that's been cleared by the FDA.  Wat's confusing himis

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

33




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

34

that all of the tests on the Federal |evel have to be done
in alaboratory. A |aboratory can use--a SAVHSA | aboratory
can use one of our on-site tests as the initial inmunoassay
screen. It's perfectly |egal.

Hal f of the hospitals in the United States that
are doing drug testing of patients are using on-site tests.
So if it's good enough for half the hospitals, it's good
enough for the Federal Governnent.

What we're tal king about right now, with HHS, is
to allow on-site testing be done outside of a |aboratory
setting, and they are giving it a very serious
consideration. They have set up standards for us to neet,
and we feel we can neet all those standards. And we feel
ultimately that on-site testing will be approved.

What do we recommend about over-the-counter use?
VW are concerned about the inpact that this will have on
consuners, and particularly on parents. | guess | differ a
l[ittle bit fromM. Qoud in that | would like to trust
parents nore to nmake good deci sions about their children.
feel parents need informnation.

You know, if ny kid was on Sudafed, 1'd want to
know that. |If a drug test would showthat to ne, 1'd like
to know that. Prescription drugs can be abused, non-
prescription drugs can be abused. Mbst kids are using
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marijuana and cocai ne. The chance of a false positive on
marijuana and cocai ne on an on-site test is pretty snall.

I'd I'i ke to know everything ny kids are doing.
Any drug that goes in their body, 1'd Iike to know about it.

| think parents can be trusted. | think if you
give themclear guidelines, this is one of the things that
NOTA recommends, is that they should be inforned through a
cl ear package insert, witten for the seventh grade reader
providing themw th information on what does a negative
result nean. Instead of a positive result, | think we woul d
want to call it an indetermnate result, neaning that you
shoul d get further information before you talk to your child
about it.

VW recommend an 800 hotline nunber that parents
can call in, where they can get information, where they wll
be referred to a |l ocal physician. A physician who, by the
way, is experienced in substance abuse problens. They can
be referred to a | ocal substance abuse professional. And
they can get other information on what the test actually
nmeans.

VW do recommend confirmation. Not all parents,

t hough, are going to be able to pay the anount of noney that
is going to be necessary to do all of that. That's why we
like the idea of on-site tests because at |east they will
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give you a negative right away. And in nost cases, it's
goi ng to be negati ve.

A parent can spend a couple of dollars, get a
negative result, get the peace of mnd. |f you have to send
everything to a | aboratory before you get an answer, it's
going to be nore expensive. | don't know what Ms. doud' s
tests cost, but there are a lot of parents that even can't
af ford $25, $30, $35. Sone of these on-site tests go for a
couple of dollars and at least will give you a negative
result. Then if it's indetermnate, the parent then can
deci de whether to spend the extra noney in getting a GJ M5
confirmation.

W are in favor of education. W have found that
enpl oyers are having no trouble using on-site tests. They
are used in hundreds of workplaces around the United States.
VW' re not seeing court cases devel op with peopl e being
fal sely accused. They're used in hundreds of probation and
parol e offices around the United States. Again, we're not
seei ng a whol e bunch of fal se accusations com ng up.

The nost common response when sonebody gets a
positive on an on-site test is what do you think it is? You
got ne. Admssion right on the spot. That is the nost
conmon response that people get. |If an enployer then wants
to go out and get the test confirned, by all neans. But
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there is anple case | aw now showing that if sonebody admts
toit, then that is confirmation in itself.

|'ve kept to ny tine limt. ['Il be happy to
respond to any questions the panel nay have either now or
this afternoon. Thank you.

DR NPPER W do have about a half a mnute
left. Are there any questions?

[ No response. ]

DR N PPER Thank you, M. Evans.

Qur next presenter is Dr. Henry Wl ls and D ane
Boi ce-Yorck. [I'mnot sure who's going to do the first part?
Ckay, you didn't flip a coin? Ckay.

M5. BOCE-YORK |I'mD ane Boice-York and this is
Dr. Henry Wlls and we are enployees if Anerican Bio Medica
Corporation. I'mgoing to read our presentation and he's
going to be here with me if there are any questions.

V¢, at Anerican Bio Medi ca Corporation, devel oper
of the Rapid Drug Screen test, support the proposed draft
points to consider for approval of home drugs of abuse test
kits. W stand ready to nmeet or exceed all regulations as
proposed, confident that we can provide fast, accurate tests
for honme use that will be easy for all to use and
under st and.

VW will provide the initial test for screening, as
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wel |l as a nmechanismfor |ow cost |aboratory confirmation, as
your draft suggests. The screening device will include our
easy-to-follow directions and result guides and all sales
wi Il be supported by our conpetent customner service staff,
ready to field any and all questions.

VW have al so addressed the matter of adulteration
of the urine sanple by devel oping a sinple adulteration test
designed to determne the presence of adulterants such as
aci ds or bases, al dehydes or dilution.

V¢ wish to note, however, that we believe the
Subst ance Abuse and Mental Health Services Adm nistration
recomendation for confirmng 30 to 40 percent of al
negative test results, as referred to in Section |I.A 6,
accuracy by conparison studies, is excessive. It is the
opi nion of our clinical staff that confirmation of 10
percent of all negative results is adequate.

It is also the opinion of our staff that al
screening results should be classified negative or
indetermnate, in need of |aboratory re-analysis, as opposed
to positive or negative.

Speaking not only as an Amrerican Bi o Medica
Cor por ation enpl oyee but also as a parent facing the daily
trials of raising teenagers in the "90s, | inplore you to
nmove forward with over-the-counter drug test sale
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regul ations. | have used the tests. | know how sinple they
are to use and to read. Let's get themin the homes and
take yet another step in the march agai nst drug abuse.

And 1'd like to add one other thing that wasn't
part of ny prepared speech, but listening to everyone speak,
| just wanted to share sonething that happened in ny past.
Everyone is concerned about parental reaction to a drug
test. Last winter | was faced with a 16-year-ol d daughter
who was exhi biting bizarre behavior, |osing weight rapidly
and went froma high honor student to a failing student.

Wrking at this facility, I was able to bring hone
a drug test. | put it inthe mddl e of the table and | said
Amanda, we have to talk. It's tinme for the truth. W never
had to use that test. 1In ny case, the problemturned out to
be an eating disorder.

But it was that test that was the catal yst that
opened up the communication that finally reveal ed what the
problemwas. | think many parents woul d be happy to have
such a catalyst to open up the comuni cati on between their
children and thensel ves. Thank you.

DR N PPER Thank you. W have a few mnutes for
questions, if there are any.

[ No response. ]

DR N PPER Thank you very nuch for your
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presentati on.

M5. BA CE-YORK Thank you for the opportunity to
speak.

DR N PPER Qur next presenter is Sue Stevens
from CASCO St andar ds.

M5. STEVENS. Good norning. |'m Suzanne Stevens
from CASCO Standards and we are a manufacturer of on-site
drug of abuse testing. 1'd like to say that primarily ny
comment s have been incorporated in the statenent that was
prepared by NOTA, since we are nenbers of the National On-
Site Testing Association. But | would like to nake a few
points that were included in the NOTA statenent.

Onh-site screens for drugs of abuse are a sinple,
easy to use test for the presence of drug or drug netabolite
inaurine sanple. They are currently in use in workpl ace,
treatment centers, correctional institutions, and hospital
| aboratories where results are relied upon as the basis of
many critical decisions.

The reliability of these results of screening
tests is conparable to the automated | aboratory nethods that
are currently being used in the SAMHSA certified lab. This
is supported by many papers that have been published in the
clinical literature and clinical journals. Many of the on-
site drug screens are currently cleared for in vitro
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di agnostic use by the Food and Drug Adm nistration. As
such, they are manufactured to the highest quality standards
to ensure accuracy and reproducibility of the results.

In addition to the quality that is built in from
the manufacturing site, there is alnost in nost of these
tests a process control such as you would see in a hone
pregnancy test, which insures the user that the process has
run snoothly and correctly, such that they know t hat they
have proceeded correctly and foll owed the package insert
i nstructions.

In conclusion, | would just like to say that the
availability of rapid and reliable drug screens nay be a
val uable tool in the struggle for a drug-free society. As a
parent that has al so faced the issue of drug abuse by ny
children, if | had had the ability to do the confrontation
| think it woul d have nade ny decision and ny |ife and ny
children's life nmuch easier, as well.

VW do recommrend the confirmati on of presunptive
positive or indetermnate results because we know that there
may be the possibility for some interaction of over-the-
counter nedications. 1, too, would like to have had that
backup feeling that | could have had the ability to have
that at ny disposal.

Thank you very nmuch for your attention and the
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opportunity to speak this norning.

DR N PPER Thank you. Are there any questions
that the panel has for Ms. Stevens? Dr. Sohn?

DR SCHN Since we have tinme, could you pl ease
tell us the anal ytes for which your screen screens?

M5. STEVENS. W have the mcroline screen for
drugs of abuse is currently avail able in many
configurations. The drugs that are available are the so-
called NNDA five, which is cocai ne, opiates,
nmet hanphet am nes, cannabi noi ds, which is marijuana, and PCP.
W also offer tests for benzodi azi pi nes, anphetam nes, which
are the diet drugs, over-the-counter, we separate the two
fromthe abused net hanphet am ne and anphet am ne.

Benzodi azi pi nes and bar bi t ur at es.

DR N PPER Thank you. Are there any other
questions fromthe panel fromM. Stevens?

[ No response. ]

DR N PPER Thank you, M. Stevens.

Qur next presenter is Sandy Dews from Drug Test
Resources International .

MR EVANS. M. Chairman, she had a famly
enmergency and will not be able to attend today and sends her
regrets.

DR NPPER Thank you. I1'msorry for her
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ener gency.

The next person on the list is
Dr. Rchard Roblin, Point of Care Technol ogi es,
| ncorporated. | hope | got your |ast nane correct, Doctor.
Is it Roblin?

DR ROBLIN Roblin

DR NPPER Well, | had two choices and | nade
t he wong one.

DR ROBLIN You're forgiven. M. Chairnman,
menbers of the panel, ny nane is Dr. Rchard Roblin. |'m
the Chief Scientific Oficer at Point of Care Technol ogi es,
| ncorporated, located in Herndon, Virginia. |'mhere today
to discuss the draft points to consider for approval of hone
drugs of abuse test kits dated as revised Septenber 16,
1997.

W are very nmuch an interested party in the
out cone of your deliberations and in the guidelines to be
presented in the final points to consider docunment. Point
of Care Technol ogi es is an energi ng conpany whose focus is
t he devel opnent and marketing of reliable, efficient, and
di sposabl e screeni ng and di agnostic products for use in the
honme and at the point-of-care.

VW believe strongly in devel opi ng products that
give individual s i medi ate, accurate and cost effective
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information to hel p them nmake i nfornmed choi ces about

personal health issues. W are devel oping a programthat we
believe will meet the needs of consuners who desire a drugs
of abuse screening test in the honme with external |aboratory
confirmation of positive or indetermnate screening test
results. The final guidelines in this points to consider
docurment will directly inpact our ability to conmmrercialize
such products for use in the hone.

VW would like to focus attention today on four
aspects of granting clearance to in vitro drugs of abuse
tests used in the home, as detailed in the draft points to
consi der docunent. First, we endorse the concept that any
honme drugs of abuse test mght neet FDA criteria for safety
and efficacy. W believe that such products shoul d give
consistent results when used as directed and that the
product's instructions should |ead to reliable usage by a
reasonabl y defi ned average consuner.

That this approach can work successfully is
denonstrated by the w despread use of and reliable results
fromin vitro hone diagnostic tests for pregnancy. After
nore than 10 years of use by consuners around the worl d,
hone pregnancy tests have becone val ued products that
provi de quick, affordable, and reliable information.

Second, we believe that hone drugs of abuse test
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products should include a direct and sinple step to obtain a
confirmatory | aboratory test in the event of a positive or
indetermnate screening test. They should al so include a

wi de variety of information resources that will encourage
and enabl e consunmers and parents to respond constructively
to the test results with the aid of trained health
professionals. Thus, our planning for this area envisions a
programthat is far nore than just the physical neans to do
the test.

Third, we support FDA s position on the
desirability of denonstrating that |ay users can obtain
accept abl e anal ytical results and adequat e under st andi ng of
the rel evant drugs of abuse testing concepts. W agree that
that this coul d be assessed through an in-honme testing study
and a consuner survey. W believe that it woul d be nost
appropriate in a regulatory submssion to conpare the
results of the test as performed by average consuners wth
the results of the sane tests when perforned by
pr of essi onal s.

Finally, however, we believe that the current
gui delines draft should be nore specific regarding the
definition of a statistically adequate nunber of consuners
who represent the target popul ation. The diversity of the
Anerican popul ation, with regard to age, education, race and
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group a topic on which reasonable statisticians may differ.

For a snmall conpany |ike ours, the substantia
costs of such an in-home trial require that an understandi ng
be reached in advance with the FDA that the study popul ati on
chosen woul d be considered statistically adequate. Since
ot her conpanies nmay be in the same position, would it not be
nore cost effective for FDA to convene a group of
statisticians, perhaps with outside consultants, and define
and publish the characteristics of an acceptabl e popul ati on
sanpl e for the purposes of this in-home drugs of abuse
testing study?

In conclusion, if a home drugs of abuse testing
programsati sfies the conditions detailed in the draft
gui deline, we believe that the Arerican public will be able
to use such products safely and effectively. W hope that
t hese gui delines can be agreed on and pronmulgated in fina
formsoon, so that products of this time can be cleared by
the FDA and commercially nmarketed as quickly as possi bl e.

M. Chairman and nenbers of the panel, as parents
and famly nenbers, we're all aware of the terrible tol
fromdrug abuse in our schools, our workplaces and our
nei ghbor hoods. By acting together in a tinmely and
expedi ti ous manner, we can provide American consunmers wth
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another inportant tool to fight the increasing use of drugs
in our country, particularly anmong our young peopl e.

Thank you.

DR N PPER Thank you, Dr. Brown. | think your
tine is up and we'll reserve questions until the end if we
still have town. Qur next speaker is Dr. Mchael Wandell.
|"'msorry, |1've gotten it out of whack, here. Qur next
speaker is Dr. Brown. | apologize to Dr. Roblin and Dr.
Brown for making ny notes in the wong pl ace.

Dr. Brown is affiliated with Personal Health and
Hygi ene, | ncor por at ed.

DR BROMN  Thank you very much for having ne.

| represent Personal Health and Hygi ene and Dr.
Brown's Home Drug Testing Systemwhich to date, | believe,
is the only over-the-counter hone drug testing system
approved by the Food and Drug Adm ni stration.

M/ position is somewhat mxed. |'ve been
listening to the presentations and there seens to be, in ny
opi nion, an over-enphasis on the testing, given the fact
that whether you' re using an enzyne test at hone or you're
using a GC nag spec, none of themare perfect. However, |
think we are obliged, by virtue of our responsibility to
| ook after the welfare of the consuner and adhere to their
sense of safety and effectiveness, to go with the best
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that's avail abl e.

R ght now, | would have to convey ny opinion that
the | aboratory testing, which uses the GJ M as part of the
anal ytical process, is the best that we have avail abl e.
think it is deceptively sinple to believe that a substance
abuse problemand the analysis via an on-site test that
gives an i nmedi ate response appropriately addresses the
problem It is just not that sinple.

VW believe that the FDA standards that we had to
adhere to, which forced us to ook at all the various
opti ons and consi der even the nost extrene theoretical
facets of substance abuse and a parent's reaction to finding
out that their test results, either positive or negative,
are inportant. However, once again, | do not think that
testing in and of itself is sufficient. | do believe that
there has to be a nurturing of the general popul ation, at
this point, to nmake themnore responsible, as it were, with
respect to taking on the whol e i ssue of substance abuse and
assumng a responsibility for their children' s invol venent
and being aware of what sorts of things that they shoul d be
attuned to with regards to their respective child's
i nvol venent w th substance abuse.

| don't think that a quick and easy two mnute
analysis is going to do anything to encourage parents and
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the lay population to start to assunme the kind of
responsibility that | think only cones about with their
bei ng nore involved, having naterial, literature, as well as
the kind of professional support that we advocate is
necessary in order to start to nake some inroads in terns of
t hi s whol e probl em of substance abuse.

So in that respect, since | recognize that the on-
site test may very well not be perfect and at the sane
standard that |aboratory tests are, and that they nay have
sone value in that their better than just espousing sl ogans
and cliches, | don't think that at this particular tine,
given the state of affairs with regards to the probl em of
subst ance abuse and where we need to go in general, that the
enphasi s shoul d be placed on an on-site test. | think
there's an over-enphasis on testing at the expense of the
ot her conponents whi ch are necessary for us to feel
responsi bl e that we've done the right thing for the
interests of the general popul ation and those parents and
i ndividuals who are truly concerned about trying to
effectively address this problem

Thank you.

DR N PPER Thank you, Dr. Brown. W do have a
mnute or so of Dr. Brown's tinme for questions, if there are
any? Dr. Sohn?
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DR SOHN  For the record, sir, would you indicate
t hose anal ytes for which you test?

DR BROM  Marijuana, cocai ne, anphetam nes,
met hanphet am nes, codei ne, norphi ne, heroin, and PCP.

DR SOHN  Thank you, sir.

DR N PPER Thank you, Dr. Brown.

| see a person who wants to speak fromthe public
and I'mgoing to ask you to defer comments until after the
presentati ons.

Dr. Wandell, I will now call you to the podi umand
| apol ogi ze again for ny getting things out of order.

DR WANDELL: Thank you. M nane is M chae
Wandell. 1'mVice President and Chief Scientific Oficer of
Honme Access Health Corporation. On behalf of Honme Access
Heal th Corporation, |I'mpleased to be here today to
participate in this inportant discussion of the scientific
and regul atory issues regardi ng consunmers drugs of abuse
test systens.

Home Access Heal th believes that the performance
standards shoul d be established and nmaintained for all drugs
of abuse reagent systens destined for consuner use. Point-
of -care drugs of abuse test systens which provide results
directly to the consuner w thout professional intervention
or by a chemcal confirmation be marketed only after
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t horough revi ew of a pre-narket approval application, and
that the 510(k) track is appropriate for consunmer use point-
of -care drugs of abuse test systens which require and
include nedically directed interpretation to obtain results.
For those unfamliar with Honme Access Health, we
are currently the only nmanufacturer approved to offer a hone
H V-1 test systemfor consumer purchase over-the-counter.
The Hone Access H V-1 Test System provides consuners all the
materials needed to collect a dried blood spot sanple, ship
it to acertified |aboratory for analysis in a pre-
addressed/ pre-paid nmailer, receive their results and
enoti onal support by tel ephone fromcertified counselors 24
hours a day, seven days a week, and as appropriate, to be
referred to a health care professional in their |ocale.
Approved for marketing by the U S. Food and Drug
Admnistration in July 1995, the Honme Access H V-1 Test
Systemis based upon the conpany's consuner tel enedicine
pl at f orm whi ch i ntegrates hone speci nen coll ection
t echnol ogi es, overni ght shipnent, processing in a certified
| aboratory with FDA-approved--or in sonme cases rel eased--
reagents and aut omat ed dat abase conpil ation of user-reported
health factors with round-the-cl ock access to nedically
directed and supervi sed counsel ors or other health
pr of essi onal s.
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To the lay person, the Hone Access Health
t el enedi ci ne pl atform enabl es the consuner to conveniently
and confidently access nedical testing services w thout the
necessity of visiting a doctor's office. Thereby, it
represents a significant breakthrough in health care
delivery. By providing the user with |aboratory quality
di agnostic analysis for serious nedical conditions, conbined
with professional interpretation, it offers the individua
unprecedented control of their own personal health and well -
bei ng.

Honme Access Health believes that the products
bei ng di scussed here today, for hone specinmen collection and
testing of dependent mnors for drugs of abuse, represent
met hodol ogi es whi ch demand an approach simlar to that
previously denonstrated as safe and effective for diagnosis
of HV-1 infection. Hone Access encourages the advisory
panel to consider, in conjunction with the scientific review
criteria for the assessnent of in vitro diagnostic devices
for drugs of abuse testing, the benefits of products that
are nade avail abl e under the auspi ces of nedical oversight.

Integration of all of the system conponents, each
with its own quality control checks, reduces the possibility
of inproper collection, analysis, or interpretation, as well
as increasing the potential for delivery of appropriate
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heal t h educati onal messages and/or heal th professional
referral s.

I n consideration of point-of-care or instant test
products for hone use, Honme Access supports the
establ i shment of reasonable criteria for anal ytica
performance. In addition, we support the requirenent of
prospective clinical studies designed to denonstrate
substantial equival ence with established | aboratory nethods,
with a condition of 510(k) rel ease that post-marketing
surveill ance studi es be conducted to verify such perfornmance
in actual use.

d ven conpl i ance to reasonabl e perfornmance
standards of the reagent systens, that is sensitivity,
specificity, precision and accuracy, conpliance to quality
systens regulations in all conponents of production, nedical
oversight of the interpretation of results and the
appropriate counseling regardl ess of those results, these
products appear to raise no different or additional
questions of safety and efficacy.

I n sunmary, one, Home Access Health Corporation
supports the Agency in establishing perfornance standards
for all drugs of abuse reagent systens destined for consuner
use.

Two, it al so supports the notion that point-of-
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care drugs of abuse tests, which provide a result directly
to the consuner w thout professional intervention or
bi ochem cal confirmation, be narketed only after a thorough
revi ew of pre-nmarket approvals or product devel opnment
pr ot ocol s.

And three, that Hone Access Heal th endorses the
510(k) as the appropriate regulatory track for consuner
poi nt - of -care drugs of abuse test systens which require and
include nedically directed interpretation to yield results
and provi de gui dance to consuners for appropriate use of
those results.

DR N PPER Thank you. | think we have a couple
of seconds for questions, if there are any.

[ No response. ]

DR N PPER Seeing none, thank you, Dr. Wandel

Qur |ast speaker on the list is Dr. Stuart Bogena
from Forensi c Testing, |ncorporated.

DR BOGEMA: ood nmorning. My nanme is Dr. Stuart
Bogenma with Forensic Testing, Incorporated, a consulting and
research firm |'mhere today at the request of Roche
D agnostic Systens. | have worked as a clinical and
forensic toxicologist in the field of substance abuse
testing for 20 years now | amalso board certified in both
forensic toxicology and clinical chemstry toxicol ogi ca
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chemstry.

| have been a | aboratory director and responsi bl e
person at two SAVHSA certified | aboratories over the | ast
five years and amvery famliar with |laboratory testing for
subst ance abuse.

| have al so been actively involved for the last 10
years in research related to on-site testing. Starting back
in about 1986, | have foll owed the devel opnment of these on-
site testing products, immnoassays, closely. In the past,
| have worked for a conpany that both operated a certified
| aborat ory and manuf act ured i munoassays for on-site use.
And there are a nunber of such conpanies today that are in
both the | aboratory and manufacturing or distribution side
of drug testing.

| have, over the years, perforned a nunber of
i ndependent studies of on-site inmunoassay drug testing
devices for the detection of the five drugs stipul ated by
the Departnent of Health and Human Services and the
Departnent of Transportation in urine. These studies, in ny
opi ni on, have shown that there are devices that are
conparable to the | aboratory screening tests for drugs of
abuse.

| support the points to consider for approval of
hone drugs of abuse test anal ytical characteristics and |
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suggest that the FDA 510(k) clearance process can neet these
evaluation criteria. Further, | suggest that the
requi renents for meeting these criteria be determned and
published to aid manufacturers in knowi ng what wll be
needed for approval on the anal ytical perfornance side. M
i ndependent studi es have shown that sone devi ces can neet
these criteria and sone devices, at this time, cannot.

| also agree that confirnmation testing of non-
negative or indetermnate results nust be included in such a
systemof drug testing available directly to consuners.

| have kept ny renmarks relatively brief. Any
questions?

DR N PPER Thank you, Dr. Bogena. Are there any
questions fromthe panel for Dr. Bogenma?

[ No response. ]

DR N PPER Hearing none, thank you very nuch.

At this point, there was a gentleman fromthe
audi ence who raised his hand to nake a comment or ask a
gquestion. You are recognized, sir. Wuld you pl ease cone
to the podiumand tell us who you are? And renenber the
adrmonition to tell us if you have a financial involvenent
with the manufacturers of any products bei ng di scussed, or
with their conpetitors. Thank you

MR MRR'S. ood norning, and thank you for the
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opportunity to address this panel and the public.

M/ nanme is Thad Morris and I'mthe President and
Chi ef Executive O ficer of Wrld Wde Mdical Corporation.
M/ conpany devel ops, narkets and manufactures a w de variety
of diagnostic testing products, prinarily of the rapid
I mmunoassay types that we're tal king about today. |In fact,
we have about 14 FDA approved products that we sell to the
hospital s, energency roons, physicians office, and a variety
of markets that we've heard fromthe speakers earlier

A coupl e of commrents that struck ne fromthe
presenters, and also | think of the concerns of all of us,
and I mght remnd the panel --or at |east advise the panel
and the public--1 recently received a report on ny desk that
sai d--that you coul d buy--that was assessing the world and
gl obal market for rapid diagnostic testing products such as
we' re tal king about today.

In that study it said, and for the first time in
history, the rapid test for the nmeasurenent of drugs of
abuse now out nunber pregnancy testing in the total narket
share. The conpany was Find SVP. 25 percent of all rapid
tests perfornmed in this particular study were testing for
drugs of abuse. | think that does a couple of things.

It says one thing about the w despread use of
t hese products, as well as the magnitude of the probl emthat
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we' re facing.

The idea that all of the tasks that we've talked
about, have tal ked about from one bi ased point of view or
anot her, that they should be run by GJ nass spec, when in
fact all of the products that we've heard and tal ked about,
the initial screening test usually is an i nmunoassay,
whether it's on an instrunent or a rapid device. And then
with the protocol as deened by the consuner or the user,
whoever that consuner or user mght be.

So 1'd like to nmake those points for the panel and
thank you for the opportunity of speaking.

DR N PPER Thank you. Are there any questions
of the speaker fromthe panel ?

[ No response. ]

DR NPPER Hearing none, 1'd like to open the
rest of the tinme we have for any questi ons we have of
speakers that we, for interests of time, did not get to
question, or any comments fromthe panel at this point.

|'d like to begin at this point wth ny right-hand
Sside of the table and start with Ms. Rosenthal to see if she
has any questions of anyone. And we'll nove around the
table and end up with Dr. Habig

I'd like to interrupt you for--1 did tell nyself
not to forget this and I wanted to nention that, even though
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t here have been many hooks laid out for us as a panel today,
that deal with social and famly issues, that the social and
famly issues of the use of these projects are outside of
the purview or the review authority of the FDA, and that |
would like to ask the panel to renenber that in their

del i berati ons and questi ons.

Wiet her we personally agree with that approach or
not, those are the rules of the gane that we're working
under today. | believe that we will then be able to focus
on the questions that we will be asked to deal with |ater
this afternoon.

Now, | apol ogi ze for pulling back.

M5. ROSENTHAL: | think I'Il pass right now |
have sone questions but | have a feeling they'Il cone up in
our di scussi on.

DR N PPER Thank you. Dr. Sohn?

DR SOHN | believe | asked two of the presenters
just the scope of analytes that they are screening for. |[|'d
certainly like to ask M. Aromando to verify that and
perhaps Ms. Hunt to tell us what anal ytes she screens for.

MR AROVANDO Dr. Sohn, just for the record, the
TesTcup product that we were tal king about will screen for
the SAVHSA five, which woul d be anphetam nes, cocai ne, THC
opi ates, and PCP.
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DR SCHN  Thank you, sir. M. Hunt or Sunny,

ei t her one?

M5. CLOUD. The Parent's Alert programhas a teen
specific drug panel that tests for anphetam nes,
bar bi turates, cocaine, narijuana, benzodi azi pi nes, opi ates,
LSD, and Ecstacy, and all of the nmetabolites that go with
t hem

DR SOHN  Thank you.

DR N PPER Thank you, Ms. Qoud. Any other
people you d like to ask that question of, Dr. Sohn?

DR TAYLOR Since the question was bei ng asked of
all the other speakers, | mght say that our conpany al so--
DR NPPER Pl ease identify yourself.

DR TAYLOR |I'mDr. Howard Tayl or, Sensor
Technol ogi es Corporation. W also have a test that is
perfornmed in a |aboratory and tests for the NIDA five,
bar bi t urat es, benzodi azi pi nes, propoxyphene and net hadone
are included on our panel. | want to add that, to clarify
that for you, as well.

DR SOHN  Thank you.

DR VELLS: I'mD. Wlls fromAnerican Bio
Medi ca. Qur products al so screen for the SAVHSA five, that
j ust about everyone el se has.

DR SOHN  Thank you.
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M5. SMTH Van Smth, Abbott Laboratories. Qur
are the laboratory instrunments. W have the N DA five,
met hadone, propoxyphene, the sane.
DR N PPER Thank you. Dr. Goldsmth?
QLDSM TH | have no questions at this tine.
NNPPER Dr. Re?
REJ: I'Il defer ny questions.
NIPPER Dr. Lew s?
LEWS. | have no questions.
N PPER Dr. Everett?

EVERETT: No questi ons.

3 %3 % 3 % 3 3 3

N PPER  Dr. Boughnman?

=

BOUGHVAN | have no questions, but as a

nmenber of this panel, having been through several public

sessions, | would just like to conplinment our speakers on
their thoughtful and useful testinony this norning. | think
you' ve focused in on several very inportant issues. |'d

like to thank you.

DR NPPER Dr. Harrington-Falls?

DR HARRI NGTON FALLS:  Taking into consideration
your adnonition about the social concerns, | still have a
question for David Evans. This is just for ny personal
i nformation.

A parent trying to get a child to give a urine
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sanpl e, how woul d that |egally conpare to sonmeone trying to
obtai n sonme type of sanple fromanyone else, in a search and
sei zure type of --

MR EVANS. |If | got your question properly here,
what are the legal issues involved in a parent trying to get
a urine specinmen fromthe parent's child, as opposed to an
enpl oyer or sonebody el se trying to get a urine speci nen
from sonebody el se.

Vell, first of all, the constitutional rights that
a person has to be free froman unreasonabl e search and
sei zure only apply when the Governnent is attenpting to do a
search. The United States Suprenme Court has determ ned that
a drug test is a search.

So the constitutional protections would only apply
when the Governnent, in the formof an enpl oyer, sone
regul atory agency, probation, parole, corrections wants to
do a drug test on you. At that point, of course people who
have convi cted of crimes have a di m ni shed expectation of
privacy, and woul d have di mnished rights in this area.

But if it was a Federal enployer, for exanple,
wanting to do a search on you, then you would get into a
whol e range of protections that woul d be required under the
| aw.

As far as a parent goes, there may be of sone
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variance on individual states, but I'mnot aware of any |aw
that would forbid or limt a parent's right to nandate that
a child get a drug test. | nean, parents have the right to
order nedical treatnent for their children, and certainly
this would be well within a parental right. Now whether or
not you can get the kid to do it or not, is nore an issue of
parental control and discipline and relationship with the
chi | d.

| think we can trust parents. Parents, in
general, have difficulty facing this issue. They are only
brought to facing it when they are really conpelled to. At
| east that's been ny experience. Again, this is fromyears
of trying to get parents involved in school anti-drug
prograns. It's very hard to get people to focus on.

So if a nedical test or a test |like this can be
used to provide clear evidence to the parent, to overcone
the child s denial, and overcone the child s ability to talk
their parent out of something--and |I've got two kids, | know
it's real tough--it would be hel pful

| think we can trust parents to nake the right
decision. Qve themthe information and they'l|l nake the
right decision. They love their children, we assune, and
woul d want to do the right thing, and would not falsely
accuse them
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DR HARRI NGTON FALLS: Thank you.
DR N PPER Thank you. Dr. Kurt?
DR KURT: | wll defer any comments to later in

t he sessi on.

DR NPPER Dr. Manno?

DR MANNO | have no questions at this tine.
DR NPPER Dr. Gerson?

DR CERSON No questions at this tine.

DR NPPER Dr. Tong?

DR TONG |1'd like to ask one question. W' ve

had an opportunity to hear the industry di scuss the product.

| want to know, is there an industry standard that nakes
avail abl e for access for people who use the hone kits for
information? |Is that sonmething that's avail abl e now, when
one uses a hone kit? Were one can get access to
i nfornmation?

DR NPPER Do you want to direct that to any
particul ar individual ?

DR TONG | just want to see if there's any
response fromthem

DR NPPER | saw Ms. Qoud's hand go up first.

M5. CLOU:. |I'mnot sure | understand your
questi on.

DR TONG | hear that there are products out

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

64




prb

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

65

there and | just want to know if there's an industry
standard to have access, |ike a phone nunber or a place that
a user of a hone kit can have access to, to call--

M. CLAUD: It's not an established standard
within the industry. It's a very young and new i ndustry. |
think that if we're going to do this we need to do it right,
though. And | think parents need to have access, not only
to scientific evaluation of the results, but | think nore
inmportantly, as Dr. Brown pointed out, it's not about drug
testing. It's part of a whole programor service that
really is trying to enable parents to fight these drugs in
the privacy of the hone.

That woul d include access to an 800 nunber. In
our particular situation, speaking to a |licensed counsel or,
tointerpret the results, explain the test, and offer as
much information as possible. W're nore of a resource than
a testing situation.

DR N PPER Thank you. | saw another hand go up
behind Ms. A oud, before | call on you, sir.

MR MRRIS Thad Morris, with Wrrld Wde Medi cal .

In terns of an industry standard, | think today
each individual conpany purporting to sell a particul ar
product that heretofore has no regul ati on chooses to do what
they feel is best in order to sell and pronote their
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products. So at a mninmum you' d |like to have an address
and a phone nunber to contact.

But as far as an industry standard, within the
di agnostic arena, there certainly is and we all provide
t hose t hi ngs.

DR N PPER Thank you. Was that Dr. Wandell's
hand?

DR WANDELL: Yes. Dr. \Wandell, Home Access
Heal t h.

| don't believe there are industry standards for
nost over-the-counter diagnostic products. There are 800
nunbers for pregnancy test kits, for fertility, for glucose
monitoring. For all of those, there are 800 nunbers.

What Hone Access Health does, in terns of
provi ding an 800 nunber, we al so provide |licensed counsel ors
who not only interpret the results, but also give enotiona
support and referrals to physicians in the |ocale of the
individual in the case of HV testing. Presunmably in the
case of drug testing, this same nodel coul d be used.

DR N PPER Thank you. Dr. Habig?

DR HABIG | maght provide just alittle bit of
response to Dr. Tong. The FDA | abeling regul ations for
cl eared and approved devices require that the nanufacturer
nanme and address or the distributor nane and address be on
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the package. So at the mninmum you could wite.

But nost di agnostics conpani es al so provi de 800
nunbers. It is not a requirenent for that, but it is a
general |y accepted around the industry position. | think
it's probably market-driven, conpared to being any
regul ati on driven.

| do have a specific question that relates to the
announcenent for this meeting and how FDA handl es t he
invitation for open public presentati ons, which we heard.
Typical ly, FDA puts a notice in the Federal Register and
invites people to put their nanme in so they can present. In
this case, |I'mwondering, can the panel know whet her FDA
specifically invited people to conme? Specific individuals
or conpanies. O were the people who were here this norning
all responding sinply to the announcenent in the register?

M5. LAPPALAINEN This is Sharon Lappal ai nen
executive secretary. | did not specifically send out
invitations to the industry to invite themto cone and
speak. The peopl e who did conme and speak contacted ne via
t el ephone, presumably because they either got it off the
hotline nunber or the Internet or fromthe Federal Register
noti ce.

DR HABIG Thank you. That was ny only question.

DR NPPER Dr. Qutnman?
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DR GUTVAN | believe we also nade a deliberate
effort to get this into the--1 don't knowif it was in both
the gray or the orange sheet, but | think it was in one or
the other. W did try to nake the invitation as broad as
possi bl e.

DR HABIG |If | may, this is Habig again. The
reason for ny question was to wonder whether FDA
specifically invited individual conpanies to present,
per haps because they woul d support an FDA position. Hearing
that that did not happen, that satisfies ny curiosity.

DR NPPER Thank you, Dr. Habig.

At this point, we've reached al nost the end of the
tinme, according to ny Radi o Shack watch, and the end of the
list that we had. [|'ve got about 30 or 45 seconds if
anybody el se in the audi ence wi shes to have a final coment?

[ No response. ]

DR NPPER Seeing no hands, I'd like to adjourn
us for a 15 mnute break. W wll reconvene at 10:45, as
pronptly as | know how to nmake it, for some presentations to
t he panel by the Agency. Thank you.

[ Recess. ]

DR NPPER 1'd like to call the session to
order. 1'd like the public to please take their seats, the
panel nmenbers to rejoin the head table, please.
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Qur first presentation after the break is Dr.
A fred Montgonery, who's the Acting Branch Chief of
Adinical Chemstry, Toxicology and Hematol ogy in the
Dvision of Ainical Laboratory Devices. Dr. Mntgonery, |
didn't know you were a veterinarian?

DR MONTGOMERY: Yes, by training. Surprise,
surprise. Yes, sir.

DR N PPER That's good.

DR MONTGOMERY:  Thank you very nuch, Dr. N pper.

Good norning, Dr. N pper, |adies and gentl enen of
the panel, invited guest speakers and di stingui shed
audi ence.

Today we address the very tinely topic of over-
t he-counter drugs of abuse test systens. Before we nove any
further, | would like to informthe panel of a couple of
recent regul atory devel opments of interest. W' ve begun an
initiative in the formof a pilot programto utilize
recogni zed standards in the review process for eventual
certification. Teans have been appointed to coordi nate
standards activities, nmake standards nore accessible to the
Center and the industry and nodify 510(k) gui dances to
i ncorporate the assessed standards.

Al so, a new paradigmis being assessed to
reclassify devices, so only dass Il devices wll be subject
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to pre-market notification. dass | devices wll be exenpt.
And A ass Il devices will be either PVA or product
devel opnent protocol s.

VW're also pilot testing actual product
devel opnment protocols as an alternative to the PVA process.
This process is based on early consultation with FDA and
devi ce devel opnent where a testing plan is acceptable to
both parties. This process mnimzes the risk that a
sponsor w || un-know ngly pursue the devel opnent of a device
that FDA won't approve.

Four divisions are in various stages wth PDPs
fromdevi ce manufacturers and CDE has assenbl ed core revi ew
teans for these new PDPs.

A teamis planning a workshop to present these
concepts to interested parties on Cctober 22nd at the
Washi ngt on Renai ssance. |'ve just barely scratched the
surface of sone of the positive re-engineering initiatives
underway by the Center, but for the sake of time, |'mgoing
to nmove on and return to the topic of discussion on our
agenda.

What scientific criteria should FDA consider for
t he approval of over-the-counter drugs of abuse test kits?
It should be stated that FDA has no position on this subject
at this tinme. It should also be stated fromthe outset that
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DCLD has been approached by several nanufacturers asking
what ki nds of data woul d support such a pre-narket
subm ssi on.

W canme to the conclusion that we needed the
advice of this coomttee. The Safe Medical Devices Act of
1990 provides for panel involvenent to, anong ot her things,
ensure internal consistency in decision nmaking and clarify
t he revi ew process.

A nunber of issues wll be discussed, including
performance characteristics and | abeling considerations for
the end user. So we need your advice in the review of the
draft points to consider for approval of hone drugs of abuse
test kits, and what if any entails the adequacy of
directions for use in the labeling for the device as it
relates to the indications for use. Are there any specia
| abel i ng requirenents?

FDA recogni zes that there are interested
manuf acturers at various stages of R& and we wel cone
manuf acturers to share those views, as they already have, on
this inportant topic and explain how they see this issue.

VW' ve added to the expertise of the panel by
addi ng addi tional consultants, Drs. David Sohn, Benjamn
Cerson, Janes Everett, and Barbara Manno, who are qualified
inthe field of clinical toxicology and ot her applicable
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areas. Dr. Steve Qutman, our Director of Qinical
Laboratory Devices will give us the history and background
of the devices, and present focused questions that will help
in the deliberations today.

W also invited Dr. Donna Bush fromthe Substance
Abuse and Mental Health Services Admnistration, who wl|
I end us expertise fromtheir agency's perspective. M. Pat
Kingsl ey, who is the branch chief with the D vision of User
Prograns and System Anal ysis, which deals with | abeling and
human factors will provide us with FDA s expectations for
over-the-counter |abeling and adequacy of directions for use
for in vitro diagnostic devices.

Your charge is to consider the presentations as
well as the information already provided to you in your
background package that you received, to deliberate the
i ssues of over-the-counter drugs of abuse testing in the
honme setting. And two, to provide FDA with an opinion of
your expertise that can guide our staff while review ng
t hese subm ssi ons.

No vote is necessary at this neeting. However, |
ask the Chair to clearly state any areas of consensus. W
at FDA al so recogni ze that a non-consensus can be useful and
hel pful information.

| should al so echo and state that while we
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understand the significance of the national and

international drug problem this nmeeting is not a referendum
on the social issues surrounding drug abuse. It is a
neeting to zero in on the scientific criteria that needs to
be considered if and when FDA recei ves subm ssions on the
subj ect matter.

So we have a very full agenda and | ask the
participants, including the audi ence, as you have been, to
keep your renmarks to the point so we can realize our neeting
objectives. | would ask everyone, especially the panel
menbers, to please keep an open mnd. | wll remnd the
Panel Chair, Dr. N pper, that there should be anple
opportunity throughout the deliberations for interested
audi ence to conment.

Lastly, I'd like to note that the press contact
for FDAis Ms. Sharon Snider over there, if you will raise
your hand, is here.

Thank you very nmuch for your tine.

DR N PPER Thank you, Dr. Montgonery.

Are there any questions for Dr. Montgonery by the
panel ?

[ No response. ]

DR N PPER Hearing none, at this point it's ny
pl easure to reintroduce to the panel Dr. Steven Qutman, who
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is Director of DCLD, who is going to tell us nore about
today's work. Dr. Qutnman?

DR QJUIVAN  Good nor ni ng.

The goal of today's nmeeting is to begin a process
of input for FDA on review criteria for over-the-counter
| aboratory test kits, as opposed to drug collection systens
for drugs of abuse testing. The Agency has a |l ong history
of successful review of these types of tests in the
prof essional setting. Technol ogical devel opnents, and an
increased interest in expanding tools for use in the war
agai nst drugs have all owed these products to be used in an
ever increasing nunber of ways and in non-traditional
testing environments.

The Agency, over the past several years, has been
devel opi ng new regul at ory approaches and revisiting the
science, use and | abeling of these projects, in an effort to
work with manufacturers and the professional community with
the aimof finding nechanisns to allow for the narketing of
these products in a safe and effective nmanner in expanded
settings.

[Slide.]

Qver-the-counter |aboratory tests have been
commercially marketed in the United States for nore than 20
years. Follow ng the passage of the Medical Device
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Amendnents of 1976, the first over-the-counter test, a urine
gl ucose test, was cleared by FDA in 1979.

Since then, the Agency has reviewed and cl eared
over 300 in vitro diagnostic tests for over-the-counter use.
39 were cleared in 1996 al one.

[Slide.]

FDA s approach toward regul ation of this type of
product was first outlined in a codified formin 1988, wth
the publication of a guidance docunent entitled assessing
the safety and effectiveness of hone use in vitro diagnostic
devi ces, draft points to consider regarding | abeling and
pre- mar ket subm ssi ons.

Thi s docunent, which was created with input from
representati ves of industry and professional groups, as well
as consuners, is designed to assist manufacturers of over-
the-counter in vitro diagnostic devices in conplying with
exi sting regul ati ons and pre-market clearance requirenents.

[Slide.]

The docurent outlined, as was actually poi nted out
in the public session, two key paraneters of inportance in
the FDA review of honme use devices. ne, can the |ay user
obtai n acceptabl e analytical results? And two, can the
product be | abeled in a manner to assure that net beneficial
information is obtained fromthe use of the kit in the over-
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t he-counter setting?

[Slide.]

Docunent ati on supporting the first point requires
field consumer studies designed to mmc real world use.
Data sets fromconsuners are required with denonstration of
key performance paraneters, such as accuracy and preci sion,
in the hands of consuners.

[Slide.]

Docunent ati on supporting the second point requires
a clinical evaluation of the proposed test and an intense,
sone mght say obsessive, review of proposed | abeling.

FDA's review of the nerit of an over-the-counter test takes
into account the inpact of direct access to testing
information. A major issue in this evaluation is whether
information can be clearly communicated to |ay users and
coul d be expected to lead to actions that pronote public or
personal health and mnimze harm

[Slide.]

Qui dance is available from NCCLS, which has
publ i shed a docunent on over-the-counter |abeling. FDA has
al so devel oped gui dance on over-the-counter |abeling. The
1988 points to consider docunent cited earlier includes a
fairly extensive set of recomrendations on how to | abel OTC
products. The Agency has al so published a booklet entitled
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Wite It R ght, which provides nanufacturers with
suggestions on devel opnent of user friendly instructions for
| ay consuners.

[Slide.]

Al t hough over 300 devi ces have been cleared for
over -t he-counter use, they have included only eight
categories of tests: Dblood glucose, cholesterol, fecal
occult bl ood, fructosam ne, pregnancy test, |uteinizing
hornone tests, various dipstick urine anal ytes, and sel ect
col l ection devices for tests perforned in commrerci al
| aboratories, notably filter paper strips for HV testing
and for testing of glycosilated henoglobin. And of special
i nterest today, specinen containers for drugs of abuse.

[Slide.]

In recent years, there has been increased interest
in extending testing for drugs of abuse testing to the hone
setting. Two kinds of test systens are available for this
purpose. The first is a collection systemconsisting of a
cup or other container for collecting a specinen, directions
for use, packaging for storage or nailing, access to a
| aboratory testing service using an appropriate test,a nd
finally access to test results and counseling.

Using this system a consuner collects a speci nen
fromthe body, mails it to the |ab where the actual drug
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test is perforned, and then receives results fromthe
| aboratory using a code systemfor confidentiality.

[Slide.]

Hstorically, FDA viewed this as a Aass |11
medi cal device requiring PMA  Oitics have recently
vigorously argued that the Agency's categorization of these
test collection systens as dass IIl devices is
unnecessarily stringent and that there is benefit in nmaking
t hese products avail able to consuners through a | ess
stringent process.

In light of these argunents, the Agency commtted
itself to re-evaluating its policy to determne the
appropriate |l evel of regulation for home drugs of abuse
collection systens. Wile developing a final policy for
this matter, on Cctober 3rd, 1996 the Agency issued an
interimpolicy for the processing of home drug collection
kits.

This policy is available on the FDA CDRH hone page
on the Internet through the Wrrld Wde Wb. The Wb site is
cited on the slide. It can also be obtained by request to
our Dvision of Small Manufacturer's Assistance.

[Slide.]

It indicates that using its enforcenent
di scretion, the Agency woul d not take regul atory action
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agai nst persons distributing hone collection systens for
drugs of abuse tests so long as three criteria were net.
(ne, the |l aboratory conducting the test used an FDA cl eared
test. Two, the test |aboratory nmet standards set by SAVHSA
or equival ent standards for performng such testing. And
three, the product had accurate |abeling.

[Slide.]

A final policy for regulating these collection
devi ces continues to be devel oped. Plans are to publish a
proposed rule in the Federal Register in the near future,
and to schedule a public neeting on this issue.

[Slide.]

Al t hough not required under the interimpolicy, a
PVA has been approved for market by FDA on January 21, 1997.
That product is Dr. Brown's Hone Drug Testing System a hone
urine collection systemfor drugs of abuse.

[Slide.]

That product was subject to a review of the
accuracy and reliability of the laboratory tests, sanple
stability, laboratory credentials and procedures to ensure
accurate and reliable test results, and effectiveness of
| abeling, along with availability of a health care
representative for conveying the nmeaning of test results and
their limtations to the consuners.
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[Slide.]

A second and nore direct nmechani smfor home
testing for drugs of abuse woul d be extension of existing
poi nt - of -care technol ogy into over-the-counter use. Over
t he past several years, a nunber of conpani es have expressed
interest in marketing a variety of sinple testing systens
for drugs of abuse directly to lay users. In light of the
considerabl e public interest in this product |ine and the
nati onal commtnent to the war on drugs, FDA is seeking
input today on this type of hone testing.

FDA is seeking, as a first step, to get broad
i nput on appropriate studies to denonstrate the anal ytica
performance for this testing device in the hands of home
users and for determning appropriate forns of quality
control in this unusual anal ytical environnent.

Second, the Agency is seeking input on appropriate
| abel i ng and/ or mechani sns to be used for ensuring that test
performance and the anal ytical and biological limtations
that exist in any test are appropriately communicated to | ay
users.

[Slide.]

In particular, the controls in place in the SAVHSA
directed prograns, which Dr. Bush will be discussing with
you shortly, and under the interimexisting policy for home
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col l ection systens which assure confirmatory testing and
pronote test result counseling nmay not be as easy to address
in the setting of the home. Ideas on howto deal with these
issues, either in the labeling or in the design of these
tests is being sought.

[Slide.]

A draft guidance, providing a franework for review
of these products is on the Internet and provides a central
focus for today's discussions.

[Slide.]

FDA wi Il be posing a series of questions to
stimul ate discussion on this docunent. | intend very
quickly to run through all six questions so you will have an
overview of what's going to be asked, but woul d suggest that
this does not constitute the full range of the universe of
i ssues involved and shoul d not be seen as a constraint on
your point of discussion.

The questions we are about to pose w |l be--and
the questions you will see, we cite the portion of the
gui dance docunent for which the question seens to us to be
relevant. So question one, are the performance
recomendations outlined in the draft points to consider
adequate to characterize these tests? Should any additional
data sets be requested?
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[Slide.]

Two, what studies are appropriate to ensure that
t hese tests product acceptable perfornmance in the hands of
home users?

[Slide.]

Three, what recommendations can you nmake about
appropriate labeling for these devices for use by |ay users?
In particular, what mechani sns shoul d be used to communi cate
test performance limtations to users?

[Slide.]

Four, what perfornmance standards are appropriate
to establish safety and effectiveness?

[Slide.]

Fi ve, what considerations should FDA use to
encourage or comnuni cate the need for confirmatory testing
and for dealing with other recomrendati ons comonly
associ ated with the SAVHSA regul atory paradi gn?

[Slide.]

In closing, as Al indicated, we are not seeking a
final vote today. W are not seeking a final word today.
But we rather hope to obtain a variety of options and
opi nions to hel p i nprove our gui dance docunent and to hel p
direct us toward sound future scientific reviews.

To allow for further reflections on the docunent

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

82




prb

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

83

at hand and on what we hope will be today's spirited

di scussions, we seek input frommenbers of this panel--you
get to change your mnd on the plane--the manufacturing
communi ty, professionals and consuners, over a 90-day post
panel period to suggest further inprovenents in the guidance
docunment and to hel p focus on the concerns reflected in our
guestions and in our documnent.

Thank you.

DR N PPER Thank you, Dr. Qutnan.

Are there i medi ate comments or questions fromthe
panel for Dr. Qutrman at this tine?

The sixth question is how shoul d the FDA address
the issue of quality control of these products in the home
envi ronnent, because Dr. Qutman's sixth slide got swall owed
by the conputer, | think. So just to read that into the
record, I'll help you out there, Steve.

DR QJINMAN  Thank you. The conputer was
obviously not safe and effective.

DR NPPER It's safe but it may be not
ef fective.

At this tinme, it's time to hear from SAVHSA and
Dr. Donna Bush has cone to us to help us and guide us in our
deliberations. Dr. Bush, fire away.

DR BUSH Thank you, sir.
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M/ nane is Dr. Donna Bush. | am Chief of Drug

Testing in the Dvision of Wrkplace Prograns in the Center
for Substance Abuse Prevention within the Substance Abuse
and Mental Health Services Admnistration. | would like to
identify nyself as a D plomate of the American Board of
For ensi ¢ Toxi col ogy, and ny agency, SAVHSA, as the |ead
Federal agency for prevention and treatnment of substance
abuse and nental disorders.

| hope that what | present to you today will
stimul ate thought and di scussion about hone drugs of abuse
test kits. Pl ease note that there is a handout that
contains each and every one of ny slides. One page where an
errant slide slipped into that ineffective group, it was
safe but not effective. So we'll followthat with the
slides. So those of you with your backs to the screen can
fol | ow al ong.

[Slide.]

I'd like to begin by review ng the Federal Drug-
Free Workpl ace Program whi ch was established in response to
Presi dent Reagan's Executive Order 12564 on Septenber 15,
1986 and Public Law 100-71. Fromthese, the nandatory
gui del ines for Federal workplace drug testing prograns were
devel oped to support the drug testing el ement of a
conpr ehensi ve drug free workpl ace program
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[Slide.]

These mandat ory gui del i nes established the
National Laboratory Certification Programto certify drug
testing |l aboratories to test Federal |y mandat ed speci nens.
They defined testing requirenments and the two-tiered testing
system an initial test followed by a confirmatory test if
the initial test is presunptively positive.

This two-tiered system wth its conprehensive
review of anal ytical data pertaining to the specinmens
tested, ensures accurate and reliable drug testing. The
guidelines al so provide the authority to protect the
interests of the Federal CGovernnent and those drug tested
under Federal authority.

[Slide.]

The National Laboratory Certification Programwas
established to identify and certify qualified | aboratories.
This is acconplished through rigorous performance testing,
conpr ehensi ve i nspections of |aboratory facilities and
standard operating procedures, and renedi ation of
deficiencies and testing errors.

Wthin this programlies the authority to suspend
and revoke certification of a |aboratory to performdrug
testing on Federal and Federally regul ated speci nens.

[Slide.]
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There are several different approaches for drug
testing which reflect different purposes to drug testing.
This is | aboratory based forensic workplace urine drug
testing, |aboratory based non-forensic urine drug testing,
non-instrunment on-site testing done by hand-hel d devi ces,
hone col | ection of a specinmen for analysis in a | aboratory,
and hone drug test kits where the specinmen is collected and
the testing is actually done at the hone.

[Slide.]

There are several different purposes for drug
testing which can use these different approaches.
Laboratory based forensic workplace urine drug testing is
used when the mssion is to deter drug abuse through a
forensically sound anal ysis of urine specinens to pronote a
drug free workpl ace.

Laboratory based non-forensic urine drug testing
may be used for the deterrence of drug abuse or in
situations which are nedi cal outcone based, such as in the
enmergency departnment or drug abuse treatnent situations.

Non-i nstrument on-site by hand- hel d devi ce drug
testing may find uses in situations requiring i mediate
results such as treatnent situations or sone crimna
justice testing settings.

[Slide.]
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Home specinmen col | ection for submssion to and
analysis in a |aboratory may be used for the detection of
drug use by lay users with the collection of the specinen in
a confidential setting such as the hone. Hone drug test
kits are proposed for the detection of drug use by |lay users
in a confidential setting such as the hone with i mmedi at e
results of the test nade available. You will hear nore
detail about these types of kits later on.

[Slide.]

Let's review the nature of these drug testing
systens. We'll start with | aboratory based forensic
wor kpl ace urine drug testing. | want to review w th you the
nature of this drug testing system There is a speci nen
col  ection under chain of custody in a secured selection
site by trained collectors. There is analysis in a secured
| aboratory enpl oying anal ytically and forensically sound
pr ocedur es.

The testing uses established cut-offs to determ ne
the presence or absence of drug. The initial or screening
test is i Mmunoassay based, its purpose being to identify
negative from presunptive positive speci nens. A
confirmatory test is perforned on all immunoassay determ ned
presunptively positive specinens. This is done by today's
anal ytical gold standard, gas chronat ography/ nmass
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spectronetry, GO M.

[Slide.]

In HHS certified | abs SAMHSA--fornerly N DA
SAVHSA now si nce a corporate reorganization--in HHS
certified labs analysis is in accordance with the m ni num
st andards established by the mandatory gui delines and
enforced by the National Laboratory Certification Program
The results of the |aboratory tests are reported to and
interpreted by a Medical Review Oficer, a nedical doctor of
doctor of osteopathy who has had training in substance abuse
i ssues, who will interview the speci nen donor in search of
an alternative nedi cal explanation for the presence of a
drug or nmetabolite in the specinmen.

[Slide.]

In | aboratory based non-forensic urinary drug
testing, there may be specinmen collection in a collection
site, analysis in an established | aboratory, imunoassay
based initial or screening test to identify negatives and
presunptive positives, optional confirmation test on
I mmunoassay presunptive positives, and test results nay be
reported directly to an enpl oyer.

[Slide.]

When non-instrunment on-site testing using hand-
hel d devices is enpl oyed, the speci nen nay be col |l ected at
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the testing site, there is an i medi ate anal ysis of the
speci nen on-site using test strip-type technology wth
results determned by a col or change, the |ack of

appear ance, or appearance of a line, or a change in col or
intensity.

There nmay be optional followup confirmatory
testing at a renote | aboratory on presunptive positives wth
the on-site test results immediately available to an
enpl oyer .

[Slide.]

Wth hone specinen collection with the speci nmen
then sent to and analyzed in a | aboratory, the specinmen is
collected in the hone. Analysis of the specinmen is
conducted in an established | aboratory, and inmunoassay
based initial or screening test to identify negatives and
presunptive positives is perfornmed with optiona
confirmatory testing on presunptive positives. And the test
results may be interpreted by a toxicol ogi st or substance
abuse professional and reported to a parent or responsible
famly menber. You will hear nore detail about the use of
these types of kits later on.

[Slide.]

Wth the concept of hone drug test kits, the
specinen is collected in the home. The analysis of the

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




prb

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

90

specinmen is by test strip-type technology with results
determned by a change in color intensity, the appearance of
a line or |ack of appearance of a line. The test results
are read and interpreted by a lay individual based on
witten instructions on howto do so.

[Slide.]

Let's take a | ook at the safeguards for these
different drug testing systens. Let's return for a noment
to forensi c workpl ace drug testing systens. Trained
speci men collectors are present to prevent contam nation and
specimen mx-up. Controlled accessioning into an
established urine drug testing lab, initial testing by
i mmunoassay technol ogy which nmeets the requirenments of the
FDA and is validated in the | aboratory setting with
calibrators and controls. Confirmation by valid GJ M5
procedures with authentic calibrators and controls. Quality
assurance/quality control analysis of initial and
confirmatory results for anal ytical aberrations.

[Slide.]

Certifying scientists review all anal yti cal
results. The results are reported through a trained MRO for
interpretation of test results, the search for alternative
medi cal expl anations for the presence of the drug.
Performance testing and site inspections of the | aboratory
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by an accrediting body--in this case, the National
Laboratory Certification Program-with error renedi ation as
part of the certification process and potential regulatory
action by the Governnment should a situation warrant it.

[Slide.]

The next slide, this slide depicts in big picture
format the distribution of inmunoassay positive-GJ M5
negative results in six representative certified Departnent
of Defense--very simlar certification programto HHS -and
HHS certified | abs.

Onh the Y axis are the five drug classes and on the
X axis is the percent unconfirmed positives. Note that even
in these certified | aboratories there is a range of zero to
26 percent of speci nens which screen positive for
cannabi noi ds whi ch do not confirm positive when tested by
GC WB.

Zero to 18 percent of specinens screened positive
for cocaine do not confirmby GJMs. 60 to 85 percent of
speci mens screened positive for anphetamnes fail to confirm
positive for anphetam nes and/or mnet hanphetam ne by GJ M5
35 to 80 percent of specinmens screened positive for opiates
do not confirmpositive for norphi ne and/ or codei ne by
A& Ms. And 10 to 46 percent of specinmens screened positive
for phencyclidine fail to confirmby GJ M.
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This data clearly shows us that other substances
cross-react with the i mmunoassay tests used within the
| aboratory system The i mmunoassay screen, when used in the
| aboratory setting determ nes those speci mens which go on to
confirmation. |t does not determ ne unequivocally which
speci mens are drug positive. That is the whol e concept of
i mmunoassay in this two test system

[Slide.]

"Il take you a little deeper into this data.

This slide shows the individual experience of the six
Department of Defense and HHS | abs showed in the |ast slide.
Wth i mmunoassay positives which failed to confirm the | abs
are Athrough D. They represent the six different |abs.

You can see by looking at the confirmation rate
fromeach | ab and each drug that sone kits are nore specific
for the analyte of interest while sonme have hi gh cross-
reactivity indicated by the | arger nunber of specinens that
do not confirmpositive.

[Slide.]

I'I'l take you back to the big pictures. Just a
few mnutes ago | showed you this slide. Then | took you in
for a closeup of the data fromeach of the six labs. Now
|'d like to take you back to the big picture and | eave you
with this thought about | aboratory i Mmunoassay experiences.
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In the | aboratory, depending on the i nmunoassay
test kit that it uses, zero to 26 percent of the specinens
presunptively positive by i munoassay do not confirm
positive for cannabinoids. Zero to 18 percent of the
speci nens presunptive positive by i munoassay for cocai ne do
not confirmpositive. And the three other drugs and drug
cl asses have nuch hi gher rates of unconfirned i mmunoassay
posi tives.

| just want to remnd you of the failure to
confirmrate repeated in this slide.

[Slide.]

Let's now take a step further and go to a study
titled evaluation of non-instrunented drug test devices.
This study was perforned at the request of the
Admnistrative Ofice of the US. Courts and conducted under
a contract with Duo Research. This study was conduct ed
during Cctober, 1996.

[Slide.]

I n eval uating the devices, several operationa
factors were noted. Ease of use will be a very inportant
one for the non-technically trained user. Sone devices
required nmultiple steps and incubation. Mst were quite
sinple, requiring only the addition of a few drops of urine
toawll with athree to five mnute devel opnent time. At
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| east three devices on the nmarket, only one included in this
study, are collection cups in which the test is conducted
within the cup

Readi ng endpoi nts was often equivocal, that is not
being able to clearly distinguish whether there was a |line
present or not present. These variations are shown on |ater
slides by drug and operator and by devi ce and operator for
t he average of four drugs. Phencyclidine is the drug that
has been omtted fromthe five panel. There just was not
sufficient nunber in the clinical donor sanples aggregated
for this study to be of significance.

Note that it would be a common assunption that
borderline readings woul d coincide with sanples with
borderline concentrations of drug. This, however, was not
the case. Only 17 percent of the borderline markings by
operators fell within the plus or mnus 20 percent of the
QT MB concentrations, whereas 50 percent of the sanples
tested were in that same range.

There were chall enges in readi ng endpoi nts, as
wel | as operator differences. Prevalence itself has an
i nfl uence on how nmany peopl e are inpacted by inaccurate
results. The preval ence of drug positive specinmens in this
study popul ati on was about 45 percent. This was not a
random popul ati on. These data coul d not be extrapolated to
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a popul ation of | ower preval ence, such as the general
popul ati on as seen in the workpl ace.

[Slide.]

The study design was to eval uate as many non-
instrunented devices as were available at the time of the
study. 15 devi ces were purchased from 12 nanufacturers or
distributors. FDA had cleared or the marketing conpany had
filed for FDA cl earance these 15 devi ces.

Seven were nultiple test devices with four or five
drugs per device. E ght were single test devices, which
included two pair fromtwo different suppliers, one has a
test card and its matching dipstick.

The 16t h device was an instrunmented reference
met hod and enzyne testing systemand ETS instrunent using
Emt drugs of abuse for urine reagents.

The study included 100 sanpl es for each of the
five drugs. 10 were |aboratory prepared controls. 90 were
sel ected from speci nens received by the | aboratory
performng drug tests for Federal probation offices of the
US GCourts. Approximately 15 were negative, less than 25
percent below the cut-off. 30 between 25 percent bel ow the
cut-of f and the cut-off. 30 between 25 percent above the
cut-off and the cut-off. And 15 greater than 25 percent
above the cut-off.
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The initial |aboratory screening results were used
as a guide. Sanples consisted of the screening aliquot
after a laboratory had tested them The four to give
mlliliters was nore than sufficient to test 14 of the
devices. 14 of the devices were tested on the sane day with
the sane set of sanples, approxinmately 25 sanpl es per day
usi ng the screening aliquots.

Because the Roche TesTcup required 30 mlliliters
of sanple, frozen speci nens were sel ected using the sane
criteria and were tested at a different tine. Approxinmately
30 percent of those sanples used in the other studies and in
this testing of the Roche TesTcup were fromthe pool of
speci nens used with the 14 ot her devi ces.

[Slide.]

The tests were conducted by three nedi cal
technol ogi sts, two with bachelor's degrees and one with a
master's degree. Al were licensed in California. The
devices were distributed anongst the technicians operators
as evenly as possible, so each woul d have an equal
experience w th each device.

The sanpl es were screening aliquot tubes |abel ed
only with their original bar code nunber. The operators
knew whi ch drug was the focus on any given day, but did not
know whi ch concentration type any sanple was. They al so had
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to record results for all drugs tested.

Most devi ces denonstrate positive results by the
absence of the appearance of a colored line. It was noted
that in sone cases it was difficult to discernif a line was
visible or not. To evaluate the potential inpact of such
equi vocal readings, the operators were directed to nark the
results as borderline positive or borderline negative.

Resul ts were recorded on individual scoring sheets
whi ch were transferred on the sane day to a conputer data
base for subsequent analysis.

[Slide.]

As nmentioned earlier, nost devices produced a
colored line at the test zone for negatives and the | ack of
appearance of a line for positives. (ne device is the
opposite. And one device requires conparing the test zones
to the color of the control zone. This slide also points
out the borderline situation with the devices.

[Slide.]

This slide is simlar in concept and anal ysis of
the data to the one | took you back to tw ce before, with
simlar |aboratory experiences. Here we're |ooking at the
on-site testing device experiences.

This slide shows the range of the device with the
| owest i mmunoassay positive-GJ M5 negative rate to the
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device with the highest imunoassay positive-GJ M5 negative
rate for the five drug classes. Surprisingly, the range of
I mmunoassay positive-GJ M5 negatives was very simlar for
anphet am nes and cocaine, slightly less for PCP, then |ess
f or cannabi noi ds.

(ne woul d expect a higher rate for anphetam nes,
as it was assuned that there was a higher incidents of over-
t he-counter drugs in these sanples.

For these 15 devices tested, this indicates a
greater degree of cross-reactivity for other substances than
for immunoassay tests performed in the | aboratory.

[Slide.]

This slide displays the range of i mmunoassay
negative- G0 M5 positive results fromthe device with the
| owest, which was zero percent for all drug classes, to the
hi ghest percent.

Looki ng at these results fromthe 15 tested
devi ces, there appears to be an unacceptabl e nunber of
specinens that failed to test positive when, in fact, they
contai ned confirmabl e quantities of drug.

[Slide.]

This is a conposite slide for the four drugs--
again, as | told you, except for PCP--show ng the true
positive, false negative, false positive and true negative
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result for each device. This is your errata sheet. It wll
be nmuch clearer to you and it's also larger to see. Please
disregard that small frame that is in your handout.

This slide denonstrates the variability between
fal se negatives and fal se positives across devices. Now if
you data oriented people are like ne, you' |l note that there
are 18 bars on that slide when, in fact, | told you there
were 15 devices tested. Device Ais Nrvana. That is the
nost preferred device. It doesn't exist yet. That is where
there are zero percent false positives and zero percent
fal se negatives. So that's just the index to show you what
N rvana is.

And colum P and columm R are the Emt test
reference nmethod that was perfornmed within the | aboratory
setting while these devices were being eval uated. Renenber,
14 were evaluated at one time. And then Pis the contro
for that. Then a particular device that required 30
mlliliters of urine had to be tested at a later tine. Ris
the control for that, Emt |aboratory based testing.

[Slide.]

This slide displays the percentages of borderline
results for each drug class and the total of all results.

It al so shows the variation in the nunber of borderlines by
operator. Also, overall the accuracy of results recorded as
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positive was 60 percent and for negative 89 percent,
paral |l el i ng somewhat the accuracy for borderline results
with borderline positive results having an accuracy of 38
percent and borderline negative results 77 percent.

In summary, this point supports the anal ysis of
the data counting all borderline results as negative.

D fferences between operators were neasured as to their
recording of borderline results and overall accuracy. There
were big differences in the distribution of borderline

readi ngs, but the overall accuracy of the operators was not
significantly different, 63 percent, 54 percent, and 62
percent. Note this is overall accuracy, including al

sanpl es, negatives and positives.

[Slide.]

This is a simlar display but the average of the
four drugs, again except PCP, is displayed against the
percentage of borderline results. There are significant
differences indicating that some devices are superior in
their production of the negative line and are therefore
easier to read. Another factor can be in the manufacturing
procedure, which requires the spraying of preci se bands of
material on discrete sections of the paper strip.

[Slide.]

There are sone cruci al decision questions that
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arise fromall of this data and i nformati on concerni ng hone
drug testing kits. Wat are acceptable results for the |ay
user? Results that will determne with reasonable certainty
that a positive test indicates drug use and a negative
represents no drug use.

[Slide.]

Can the lay user obtain acceptabl e anal yti cal
results? To date, this has not been possible with
i mmunoassay alone. Also to be considered, uncontam nat ed,
unadul terated sanpl e collection; avoid fal se negatives or
fal se positive results; variations in device performnance;
sensitivity and specificity; avoid interfering and cross-
reacti ng substances. Wat do the results nean?
Specifically, interpretati on of opiate and anphet am ne
positive results in the context of alternative nedi ca
expl anat i ons.

[Slide.]

Can the over-the-counter product be labeled in a
manner to assure that the |lay user understands the neani ng
of the test results and equally, or nore inportantly, the
[imtations of the test result?

[Slide.]

What are the benefits of over-the-counter use of
on-site hone drug test kits? Ease of use, confidential
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setting for testing with accurate results and appropriate
know edge. Lay users are able to make vital decisions about
drug use status. |If reasonable confidence in test results,
deci sions concerning future actions can be taken, such as
deterrence of drug use and intervention.

[Slide.]

What are the risks of over-the-counter use of on-
site home drug test kits? Test results may be
msinterpreted, particularly positive results. As
previously noted, in workplace drug testing situations, we
have found that confirmation is a crucial el enent given the
significant outconmes that nay follow a positive drug test.
So what about confirmation and the honme drug test kit? And
the concern that |ay users may nmake deci sions based on
technically inaccurate results.

| mght also point out in closing that nost
exi sting hone test kits and on-site test kits do not neasure
for sonme drugs commonly abused by young drug users, drugs
such as LSD and i nhal ant s.

Thank you.

DR N PPER Thank you, Dr. Bush.

V¢ have about three or four mnutes for questions,
if there are any of Dr. Bush fromthe panel. Donna, could
you stay at the podiumfor a second? W're going to limt
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the questions, but you'll be available after |lunch for
further questions?

DR BUSH Yes, sir.

DR NPPER | thought I saw Dr. Kurt's hand up
first.

DR KURT: Thank you for the very informative
information and rather shocking information about the rate
of false negatives and fal se positives. But | wanted to ask
you about sonething el se that potentially could underm ne
the Federal rules of drug testing that presently exist for
Federal enpl oyees, airline enployees, et cetera.

The hone test kits mght not just be used by
parents and their children. These are potentially available
to say a union steward to test his union nenber before he
goes into an enpl oyee test, or by an airline pilot if he has
an accident so he can go hone or sonething of that sort.
What woul d the potential of undermning Federal prograns in
regards to nmaking this avail able on an open | abel to other
than parents and their children?

DR BUSH Sir, that is of grave concern to ne,
who oversees the programfor Federal enployees and all the
DOT regul ated i ndustry enpl oyees you nentioned, as well as
others. | don't know how to answer that. | nean, the kit
woul d be nade avail able for honme use, if that is the
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deci sion made. Buyer beware or infornmed, as they are well -
informed on the Internet.

| honestly don't know how it mght inpact DOT
regul ated testing and Federal enpl oyee regul ated testing.
That woul d be sonething we woul d seriously need to consider
foll owi ng any deci sions nmade by this group and the Food and
Drug Adm ni strati on.

DR NPPER Dr. Gerson?

DR CERSON  Likewi se, | enjoyed your
presentation. Lots and lots of questions. | wll be
uncharacteristically brief, however.

Alittle confusion on ny part. | think it's
mai nly presentation. Any one of your red and bl ue slides,
showi ng i munoassays that failed to confirm That in
contrast to one of your other slides.

The inplication is that at [east one of the six
| aboratories, either DOD or certified through your program
clains to never have a marijuana or a cocaine that fails to
confirm As alab director nyself, | find that hard to
bel i eve.

Again, that may just be an artifact of the
presentation software and the way you did your bar graphs.
But is that what you neant to inply, that at |east one | ab
said it had 100 percent confirmation rates of marijuana and
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cocai ne?

DR BUSH They were the data that we collected
fromthose six labs, sir.

DR BUSH (kay, because then on a subsequent
slide, again |'msure it's just a natter--you know, as one
who plays with presentation software itself, the bar graphs
are always a problemfor ne. It appears on sone slide that
actually the range for all the drugs is zero to sone |arge
nunber.  course, the large nunber, | agree, is scary.

But I want to nmake sure that the inplication is
that some of the labs claimthey get 100 percent
confirmati on on sanples submtted. | find that surprising.

DR BUSH Do ne the favor, over lunch let ne cal
and get the exact nunbers?

DR GERSON  Again, I'mnot challenging the data.

DR BUSH | want to get you the infornation.

DR CGERSON  (ne other quick question. You nade a
commrent about needing i mredi ate results and you nentioned
crimnal justice. Not being involved in that to any great
depth nyself, what's a crimnal justice situation where you
need an imredi ate result? Again, as a physician, | sort of
liken that to the enmergency roomsetting where you need a
result. It can't wait a couple of hours or even a day.

DR BUSH The crimnal justice systemis
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enbar ki ng on review of these devices. Concern about
i mredi acy of testing within a particular situation, should
an individual be arrested again after they are on parole or
probation, there may be an i nmedi ate need for a judge to
know, or a hearing officer to know a result imedi ately.
And then maybe that specinen will go on to be further
tested. Maybe the decision nmaker will have enough
i nformation based on knowi ng how accurate and reliabl e these
results are, to make the decision they need to make.

I's that kind of clear?

DR CGERSON  Yes, it's very clear. Thank you.

DR N PPER Thank you, Dr. Bush. (e nore
question, Dr. Sohn?

DR SCHN On your ElA negative results and
Q& mass spec confirned results, were you using--say, for
exanpl e, for the case of opiates or cocaine--a 300 nanogram
cut-off for screen and a 150 nanogram cut-of f for
confirmati on?

DR BUSH 300 and 300. 300 for screen and 300
for confirmation.

DR SOHN Let ne ask you one other question. |If
you had your druthers, in test design certain tests are
desi gned where you try to get the whol e popul ation, even
t hough you know that you nay be getting sone individuals who
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are true negatives. This is the case, for exanple, wth
syphilis screening. It's a case, pretty much, with HV
Screeni ng.

Wth nost of the drug screening that we do
nowadays, we really know that there are a certain nunber of
true positives that we are excluding, using a cut-off. If
you had your druthers for a hone test, which of these two
par adi gns woul d you sel ect ?

DR N PPER Nobody ever said it would be easy,
Dr. Bush.

DR BUSH Thank you for remnding ne of that.

It all goes back to application of a cut-off. Qur
wor kpl ace cut-offs clearly are conservative. They are
applied in a workpl ace where individuals are given the
benefit of the doubt. These cut-offs have gone to the
Suprene Court 27 tinmes along with their testing technol ogy
and interpretation of the results, and have been uphel d.
This is in a workpl ace setting.

These conservative cut-offs indeed may not be
appropriate in treatnment arenas, in hone test kit arenas.
And yet, | say to you, even |ooking at the device
performance wi th these conservative cut-offs, how can we
ensure the specificity and sensitivity to go | ower
accurately and reliably?
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That's a question to you, the panel, and nobody
ever said it woul d be easy.

[ Laught er. ]

DR NPPER On that positive, optimstic note 1'd
like to thank Dr. Bush for her enlightening presentation
VW have a final presentation fromPatricia Kingsley, who is
chief of the Systens Analysis and Human Factors branch in
the D vision of Device User Prograns and Systens Anal ysis.
I"'mafraid to get al phabetical on that.

Ms. Kingsley?

M5. KINGSLEY: Thank you very nmuch. | appreciate
the opportunity to speak to you briefly this norning about
t he chal | enges i nherent in devel oping the | abeling that
speaks to the issues that Dr. Bush just spoke about,. Over-
t he-counter |abeling for nedical devices in general, and
specifically for drugs of abuse test kits, there are
significant challenges.

It's both an art and a science to put together
this kind of labeling. There's no one answer for every
particular situation. W can't really say that we coul d
devel op a booklet, or a manual, or a guideline that woul d
serve for each and every case. It has to be done on a case
by case basis.

Sol'dlike to give you a few of the chall enges
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that | would ask you to consider. First of all, basically
with all over-the-counter devices drugs of abuse, when you
devel op labeling for the lay user for these devi ces.

First of all, sonething that was nentioned earlier
today, the reading level or the readability, which is part
of the issue of conprehension. |If we're targeting the
entire popul ation of the United States we're tal king about a
seventh grade level. That's a very difficult thing to do
when you have information that's full of nedical, technical
term nol ogy, nedical jargon, things that are unfamliar to
many consuners. The whole point of this is to nake sure
that not only they can read it, that they can conprehend it.

There's also the issue of limting the materia
that should be presented in this kind of |abeling. There
are reans of material very often for a particul ar device
that the professional user is given in addition to the
background informati on that he or she has to operate with.
Ve walk a fine line between the liability approach, and that
is to give themabsolutely everything and then you run into
t he probl em possi bly of sensory overload, or of shut-off of
the individual. | sinply amnot going to read 79 pages
before | do this test

Onh the other side, the paternalistic approach that
we've all been up against in the past where the agency, the
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manuf acturer nay choose to limt the naterial and say, |
know what's best for this individual.

So again, we walk a very fine line. Many
consuners wll say to you, I want to know everything there
is about the device. But in fact, thereis alimt. Wo
decides what that limt is? How do we deci de what that
l[imt is?

Beyond that, even if you [imt the information
appropriately, there are a few things which each device that
you want to highlight for the user. How do we highlight
these things? There are approaches to highlighting. W
have to select the appropriate one for the particul ar
si tuation.

W al so have to consider the need to either build
on or overcone a transference of know edge. Consuners have
used devices and products before. They |earned sonethi ng
fromdoing this. In the case of a new device, if it |ooks
like the old one there is a transference of know edge. The
| abeling has to convey to themif there is sonething about
different about this device that they need to be aware of so
that they can overcone that transference, or perhaps build
onit. Sonetines that can be designed in; sonetinmes it has
to appear in the |abeling.

A so the | abeling has to anticipate problens that
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the user mght have in either interpreting the directions--
and | think that's been nentioned earlier today--or
interpreting the effects or the results of a device. The
preparer of the labeling has to build that into the

| abeling, has to know the target popul ation and anti ci pate
what those problens are.

These ki nd of issues would go across the board for
over-the-counter devices. There are sone specific ones that
| would like to point out to you for drugs of abuse,
however .

Sonet hing that has been alluded to, sonme of the
devi ces give feedback to the user which is counterintuitive
or counter to what they have | earned before. |If you re used
to a device having sone sort of visual readout, a color
associ ated with positive, and the actual readout of this
device is no response, no color, no marking, whatever it it,
that's counterintuitive. Sonmehow if that cannot be designed
out, the user has to be alerted to that fact appropriately
so that they pay attention to it and they understand it, so
that in fact they read the test right.

I n addition, something that has been brought up
several tines this norning, how do you convince a user to
take the next step for confirnmatory testing, if that's an
inmportant issue with this particular device? Confirmatory
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testing has costs associated with it. Sonetinmes they're
financial; there nmay be a dollar value involved. They have
to fork out sone nore noney. Sonetines they're
psychol ogi cal ; the few days has been brought up before.
Sonetines there may be additional costs associated with

t hem

It's well docunented in the literature that the
attention that individuals pay to hazard nmessages--and this
is a hazard nessage, can be taken as a hazard nessage- - have
a great deal to do with the costs that are incurred to that
i ndi vi dual .

There's al so the issue of accurately interpreting
the level of specificity and sensitivity. That's not a real
wel I - known concept to a lot of consuners, if we're tal king
about peopl e who are readi ng seventh, eighth, ninth grade
level. They don't use this kind of thing in their everyday
life.

The sanme thing for a control reaction, the
significance of using a control. Mst of the things that
nmost of us do every day don't involve a control. Therefore,
how do we convey to themin the | abeling the inportance of
paying attention to this?

W do have sone sources to assist us in overcom ng
these challenges. Dr. Qutnan referred to themearlier
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today. He gave you background on how t hey were devel oped.
|'d like to point out to you what they do for us and what
they don't do for us.

The basis of a nunber of the principles that show
up in these docunents cone fromthe fields of risk
comuni cation and human factors. There's been sone
scientific research that's the basis for sone of these
things. There's the science side to the science and art
that | was tal king about earlier. For instance, warning
devel opnent, hazard messages. There's been research into
how to put those together so that users will actually be
alerted to them wll notice them wll read them and wll
conply with them

So we have sone foundation there for making
recomendati ons. But again, nothing works in every
si tuation.

Simlarly, sone of the format principles that we
use have sone research behind them Again, | would caution
you that they can't be used in every situation. The
docunents that | referred to, and I think you' ve been given
a copy of Wite It Rght. This was devel oped generally
across the board for nedical devices to be used in hone
care. There are general principles in this docunent for
putting together user instructions for the lay user. The
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document goes into planning, witing, and testing that Kkind
of | abel i ng.

There are approaches in there for dealing with
sonme of the basic challenges that | tal ked about that go
across the board: for the readability issue, for
conprehensi on, for such things as the task analysis that is
necessary to determne what kind of problens that your user
may run into.

That docunent was devel oped as a nodel. A
| abel i ng devel oper who uses it can followthe way it is set
up as well as the principles init, and it gives other
sources as well for nore in-depth research

The draft points to consider docunent that Dr.
Qutman referred to focuses on regul atory conpliance. It
does have inportant sections in it covering perfornance
| abeling and testing. It is on the regulatory side.

The NCCLS docunent, GP-14(a) which was published
in June of 1996 entitled Labeling of Home Use In Vitro
Products Approved Quideline is a consensus docunent; a
vol untary gui deline that recomrends infornmation for
inclusion in this kind of |abeling pointing to the nanner of
provision of this kind of information, the validation of the
information, and it al so provides a nunber of exanples.

It has extensive information on the testing of
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that labeling that conplenents that that's in Wite It
Right. It also has extensive appendices on witing
principles and on readability testing.

Those are the tools that are currently avail abl e
tous in FDA and for us to recommend to the nmanufacturers.
They go a long way to dealing with the basic chal |l enges of
over-the-counter |abeling, but they don't specifically
target the unique chall enges presented to the user by the
ki nds of challenges that | spoke about for the drugs of
abuse testing kits.

DR N PPER Thank you very much. Are there a few
qui ck questions for Ms. Kingsley? Yes, Dr. Kurt?

DR KURT: Wile |I'mconcerned about the seventh
grade reading | evel that you described, |I'm concerned about
the people who do not read the labels at all. As Dr. Tong
and | know t hat have been invol ved in poison control and
drugs, probably there's a 30 percent or greater non-
conpliance of reading | abels. GCould you coment on that?

M5. KINGSLEY: Absolutely. It's a separate issue
but it's a very inportant issue. Sone of the
recommendati ons for overcomng that, which I amnot sure
how -1 don't think that there's much in the literature about
the testing of that--is getting the individual's attention.
A nunber of approaches have been used over tine, but we al so
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know that they wear thin. You use color, you use certain
synbol s, that kind of thing. Even you put at the top of the
page, nmake sure you read the whol e | abeling before you do
anything. A very challenging issue; extrenely chall engi ng

I Ssue.

DR NPPER | would assune that that issue
crosses all educational levels. | know a few peopl e who
work in | aboratories who read the directions as a | ast
resort.

M5. KINGSLEY: Absolutely. One of the things that
we do recomrend, however, is as brief as possible because
that's one area that has been studied. That if you make it
as brief as possible, for instance, a one-pager wth
appendi ces, there is an increased |ikelihood that
individuals will at least look at it.

DR NPPER | believe Dr. Sohn had a question.

DR SCHN | agree with you. | think that nost
people in this country feel that if all else fails, then you
read the instructions. Now ny question basically is, do you
think it mght be feasible, because we know t hat happens, to
encour age manufacturers to have fewer nodels so if there's a
carryover--if they know if nodel A works for nme and |I've
learned the instructions for test kit A perhaps if they
were the same colors or were a simlar format or somet hing
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where we coul d encourage carryover. Wuld that be sonething
t hat woul d be desirabl e?

M5. KINGSLEY: You nean to go along with the
transference of know edge that once you |l earn one kit you
can use the sane approach to the second kit? [|'mnot sure
that the manufacturers would agree that they'd want a one-
size-fits-all kind of thing. That woul d be one approach.

Another is to devise sone sort of a schene that
instantly alerts the reader to the differences. This goes
across all educational levels as well. | think about
sonething |ike blood glucose nonitors or infusion punps, you
get a new nodel that |ooks |like the old one, you' re going to
try your own way first.

DR NPPER Qur last question before |unch, Dr.
Manno?

DR MANNO |I'minterested, you' re directing or
targeting a seventh grade |evel of reading. |'mnaking an
assunption here that that's based on an average. Has there
been any work done to give us a handl e on what percentage of
t he popul ati on cannot even read?

M5. KINGSLEY: |[|'ve heard as high as 50 percent.
| think it's soneplace a bit lower than that, but it's
amazi ngly high. There are a |ot of people who can't read.

G her approaches to | abeling a device, such as video,
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pi ct ograns, have been suggested to overcone that. That's
one of the reasons that we strongly recommend that |abeling
be tested on a sanple of the target popul ation, a
representative sanple of the target population, if at al
possi bl e.

DR N PPER Thank you very much, M. Kingsley.

Before we adjourn for lunch I'd like to nention to
the FDA staff and nenbers of the panel that there's a pl ace
to eat |lunch downstairs where we can eat as a group in the
restaurant that's down off the | obby.

| would very nmuch like to express on behal f of the
panel our appreciation to the nmenbers of the public who
spoke today and are hel ping us focus our attention to
various aspects, critical aspects of this issue. 1 also
want to thank Dr. Montgonery, Dr. Qutrman, Dr. Bush, and M.
Kingsley for their assistance in hel pi ng gui de our
del i berati ons.

VW will adjourn now and reconvene at approxi mately
1: 00 for open conmttee discussion. Qur discussion at that
time will focus on the issues brought up to the panel this
norning. W wll also attenpt to ask the six questions
brought up by Dr. Qutnman, and at that tine if the decides
that it's inportant to hear from peopl e who have spoken this
norning, we wll recognize those people at that tine.
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recessed,

Thank you very nmuch and I'll see you agai n at

[ Wher eupon, at 12:05 p.m, the open session was

to reconvene at 1:14 p.m, this sane day. ]
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AFTERNOON SESSI ON

DR NPPER 1'd like the panel and public to cone
to order, please. W' re about to resune our neeting with
open commttee discussion. If | could, 1'd like to ask Dr.
Bush a question about her presentation before we begin.

Donna, on page 6 of your presentation, the one
where you reiterated the distribution of immunoassay
positive GJ M5 negative results tinmes two. That was the
slide that has percent unconfirmed positives, and it was the
slide that Dr. Gerson asked the question about with a little
bit of incredulity about a |aboratory that had no
unconfirmed positives for marijuana and cocai ne.

| wondered, in ny experience in this area it's not
uncommon, al though not extrenely often, but we have
encountered a nunber of inmmunoassay positive speci nmens that
did not confirmbut that was because the cutoffs for GJ M5
were set at a certain level and we felt that we coul d
gquantitate those val ues, those drug sanples w th reasonabl e
scientific confidence. |'mwondering if you have any
gui dance for the coomttee or the panel on the tit for tat
of GO M5 cutoffs versus the screening cutoffs?

VW' ve seen nmarijuana or cannabi noi ds change
screening cutoffs, let the GJM cutoffs stay the sane.

VW' ve seen the opiates back and forth a little bit. Mybe
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you' d help us a little bit with that. Are the GJ M cutoffs
set reasonably appropriately for clinical work? Not
speaking with your SAVMHSA hat on, but as a forensic

t oxi col ogi st, for exanple.

DR BUSH | can honestly tell you that within the
context of the cutoffs that have been set and are
established in the Federal guidelines, those nandatory
guidelines that | tal ked to you about concerni ng workpl ace
drug testing prograns, the i mmunoassay cutoffs are set with
confirmatory cutoffs in mnd, and vice versa.

So that there was a tinme in our |ife when our THC
i mmunoassay cutoff was 100 nannograns per ml. Yet the
confirmation cutoff, where we're | ooking specifically now
not at the nyriad of metabolites that cross-react with this
i mmunoassay and have a simlar chemcal structure, but when
we go on to confirmation we pick one of those with the best
wi ndow of detection, which covers two di nensions, both the
amount of the netabolite excreted and the length of time
over which it is excreted.

So you want to confirmw th the nmetabolite, when
you have a bunch of netabolites, nmany metabolites, you want
to pick the one to confirmwhich occurs in the |argest
quantity for the longest period of time. Quite honestly,
that is how we approach and eval uate each and every one of

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




prb

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

122

those cutoffs that have been established. And the

i mmunoassay kit manufacturers work with us concurrently to
hel p us achieve that nmarriage, if you will, between the two
cutoffs.

SO we were able to go down to a cutoff, an
i mmunoassay cutoff, of 50 nannograns per mlliliter in the
wor kpl ace and still |eave the confirmation cutoff at 15
where we were very confortable anal ytically because the
I mmunoassay kits got better and little bit nore specific,
for better or for worse, for the analyte we were | ooking for
in the GJ mass spec anal ysi s.

Now that's the long and the short of how the
cutoffs were set. How do they apply in a clinical setting?
By default many, many kits use these cutoffs, and they have
just achieved a | evel of usage in energency roons and ot her
pl aces. Yet the netabolites, say for an analyte--now |'m
going off the beaten path here because |I'l| tal k about
benzodi azopi nes for a mnute. The new benzodi azopi nes, such
as triazolam do not cross-react well nor are they in
sufficient quantity to react with the good old
benzodi azopi ne assay that was focused on oxazepam the old
school benzodi azopi nes.

So clinically, I hear fromny ER doc friends who
tell me that that's a problem They can't rely on that in
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that particular application. Yet I'msure that clinical use
of the devices, should the drug be there at a concentration
sufficient, is going to react with that imunoassay test

kit. That's what the doc--1 used to be a clinical

toxi cologist in another life and the docs al ways used to
tell me, we want to know, is it there; is it there alittle
or a hell of alot? Those were the answers they were

| ooki ng for.

So I'mnot sure how a workpl ace cutoff shoul d be
driven in the clinical arena.

DR NPPER By clinical arena |I'mincluding the
hone arena as well because |'mincluding hone testing as a
clinical type. It's not, obviously, a workplace so
therefore it's--what | should say by clinical is non-
wor kpl ace envi ronnent .

|'msure that Dr. Bush's presentation may have
engender ed ot her concerns, naybe sone over |unch after
reflection. Wile she's up at the podi um does anybody el se
on the panel have a question or want el aboration on anything
that she said? Dr. Everett?

DR EVERETT: On page 6, there is this chart at
the top. Can you review that again for nme quickly here? It
wasn't obvious what the purpose of this particular chart
was.

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




prb

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

124

DR NPPER Should we try to project that slide
so the audience can see it?

DR BUSH Sure. Wile we're waiting for the
projection, we can look at it on our handouts here. Let me
go back to this. I'mgoing to revisit ny witten notes and
just say it again and then go on fromthere.

[Slide.]

This slide is the distribution--it's titled, the
distribution of imunoassay positive, GJ M negative results
within the laboratory settings. There were six laboratories
that provided information to us. They were | aboratories
certified under the Departnent of Defense mlitary workpl ace
drug testing program and the HHS drug testing program So
there's six certified | aboratories who are using the liquid
reagent A reagent B, kind of immnoassay test to be used
with a drop of the donor's specinen to obtain results in a
very controlled | aboratory setting.

So what |'mtrying to show that even in a
| aboratory setting we have our challenges with cross-
reacti ng substances. Even though you have many sanpl es,
speci mens testing positive for, say cannabi noi ds, dependi ng
on which one of those six |labs you talk to, between zero and
18 percent of their specinens now that they screened--excuse
nme, zero and 26 percent of the speci nens whi ch screened
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positive for cannabi noids and go on for an additi onal
confirmatory test, they do not confirm

So sonewhere between zero and 26 percent of the
speci nens tested in these | abs have a cross-reacting
analyte. Nowthat's in a very controlled | aboratory setting
where data hounds thrive. You have an initial value that is
determ ned as the baseline for that specinmen. You add your
reagents. You have a rate of activity with the reagents.
And then you read an endpoi nt.

So sonething is in there, in that specinen other
than the drug in zero to 26 percent of the cases that is not
the drug. Essentially we're tal king about an i munoassay
fal se positive.

DR EVERETT: Now were you able to translate this
into sensitivity and specificity?

DR BUSH Yes, and this follows actually what Dr.
Gerson, his question. | imediately went and got ny data
hound to read for nme sone of the nunbers. The kits each
differ in their sensitivity and specificity for the drugs
they are testing. This is true for any i munoassay kit. |
could just give as an exanple, the six labs that we chose to
make this point, that there is a range of cross-reactivity
extant, existent even in the laboratory testing popul ation.
That even varies with the manufacturer of that |aboratory
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i npl enent ed i munoassay ki t.

There are many different types. There's the
conpetitive enzynme i mmunoassay kit. There's a kinetic
nobi | i zation type of assay kit. There are conpetitors
within sone of these industries, and for exanple, that
range--1 presented that as a range and I'd |like to give you
t hose nunbers because that | eads us, this discussion of
slide 16 leads us to the next slide, slide 17 where you see
the individual experience of those |aboratories.

What |'mtrying to showis that different kits
using different technology detail, as their basis, an
I mmunoassay. For the marijuana kits, | want to give you
t hese nunbers. One lab has a 99 percent confirmation rate
using one particular type of technol ogy, one particular Kkit.
Anot her has a 100 percent confirnation rate. 1In other
words, all of those that screened i mmunoassay positive in
fact confirned positive for that netabolite. There's
another kit that has a 93 percent confirmation rate, another
one 98 percent. The fifth one 76 percent, and the sixth one
99 percent.

So that cones back to the specificity and
sensitivity issue.

DR EVERETT: Any nunbers on the specificity?

DR BUSH No, sir. Wiat is interesting for us,
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in our drug testing | aboratories we do not further test

speci nens that test imunoassay negative and take themon to
Q& mass spec to see if there's anything there. That is
totally contrary to our rule.

However, our receipt of this data has stinulated a
t hought that maybe we ought to |l ook at that, too. So we
just were in receipt ourselves of this data | ast week and
the wheels are grinding. | hope to have sone of that
information to you in the future.

DR EVERETT: So at this time you don't confirm
negative test results?

DR BUSH That's correct. The inmmunoassay
negative result, by virtue of it being below the cutoff, is
sufficient and it is the necessary criteria for that
specimen result to be reported as negati ve.

DR EVERETT: Thank you.

DR BUSH Now we're tal king about confirmed here.
When | keep tal king about confirned, keep in mnd that these
are confirnmed at or above our HHS cutoff. W did not go
down to the limt of detection on GJ M5 net hodol ogi es.

W're looking at the cutoff, that marriage of the cutoffs.

DR N PPER That was the purpose of ny question.
You can call it an immunoassay fal se positive when the GJ M5
is finding drug there but it's below the cutoff that's
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speci fied by the regul ati ons.

DR BUSH That is absolutely correct, yes, sir.

DR NPPER Dr. Kurt?

DR KURT: This neans that you' re saying that if
this kind of immunoassay were used on, say teenagers by
parents, that there would be a | arge percentage of themt hat
woul d be fal sely accused of having drugs aboard that really
woul d not be confirmed. This is why i munoassay al one--not
necessarily by a thin layer of chronatography, which is one
of the test methods that's been proposed in sone of the hone
test kits.

DR BUSH Yes, immunoassay has its limtations.
But so does thin |ayer chromatography. You nmay nake that in
an anal ogous conparison with the appearance or di sappearance
of a color on certain devices.

DR KURT: Yes, but if | were a consuner say from
the National Association of Teenagers, | think that using
this nethod would | ead to a | arge nunber of people who woul d
be fal sely accused, if you were using the i nmunoassay al one.

DR BUSH Nowlet's go to another slide, the one
simlar to this slide, 25.

[Slide.]

DR BUSH Let's go to slide 25 for a mnute
because this is the one that is anal ogous now to where we
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just were within the | aboratory. Now we're | ooking at the
sanme kind of information for all devices by drug. So

| ooki ng at the same anal ogous slide now but with those urine
speci nens--renenber, a | arge percentage, 50 percent of them
were around the confirmation cutoff. They were sel ected
purposeful ly as part of the study design to test the
accuracy and reliability of these devices around the cutoff.
Yet we have i mmunoassay positive test results which in fact
confirm GJ M5 negative for all devices.

Now t hat, again, is around the chosen cutoff that
is stated by the device manufacturers, which happens to be
consi stent with workplace drug testing cutoffs. Are we
confused enough yet ?

DR NPPER I'mfine. Anybody el se on the pane
confused? Dr. Kurt, you relinquished the m crophone?

Dr. Sohn?

DR SCHN  Wen you say GO mass spec hegati ve,
you're not using alimt of detectability?

DR BUSH That's correct, they're using the
cutoff that is stated on the kit.

DR SOHN So that there will be a popul ation
whi ch woul d be | A positive but GC detectable, if you wll
which is--for exanple, if this was sent to a second
| aboratory for testing, the SAVHSA guidelines are to use
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your limt of detectability. Lab 1 said that |I'mpositive
for cocaine or cocaine netabolite. | nowgo to Lab 2 and
say, | can't be positive for cocaine; send it to Lab 2. Lab
2 woul d be using a nuch nore lower limt, generally very
close to their limts of detectability.

DR BUSH That is correct. They woul d use that
[imt of detection, that's correct.

DR SCHN  Now woul d you accept that as the limt
for the GJ nmass spec decisions whet her these are negative or
positive? | hear what you' re saying in terns of using the
cutoff, and what woul d appear naybe is that sone of these
kits are promsing less than they' re capable of doing. In
other words, they're using a cutoff which may reflect on the
standardi zation of the kit by the kit manufacturer, but the
kit appears to be nore sensitive at the cutoff.

It's looking at a concentration and seeing a
concentration of drug and gets a signal which is equival ent
of the signal of a cutoff quantity of that drug even though
what has been presented to it mght be 50 percent or 75
percent or 60 percent of the cutoff.

DR BUSH That's correct. Essentially, if you
want to talk about it, maybe it's the degree of variability,
the tightness around that cutoff. W all know that when you
establish a cutoff there's going to be a bell-shaped curve
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of occurrence of this normal distribution around that curve.
VW try to mnimze that as nmuch as possible in any
| aboratory situation, testing situation

Wer eas, you nmay indeed have a very w de bell -
shaped curve where, if here is the cutoff and this is the
| oner part mnus two standard deviations or 20 percent,
what ever nunber you choose, may be detecting visually the
presence of that drug even though it is below the cutoff.
That's correct.

DR NPPER Dr. Sohn, | don't want to put words
in Dr. Bush's nouth, but the way I"'minterpreting this data
is that there are two possible reasons for it. As an
anal ytical chemst, when | see data like this | think that
there's either been a slippage in the calibration. |n other
words, the calibrator of whatever was used to determ ne
whet her the i mmunoassay device was responding is hitting the
cutoff. So it may be mssing the cutoff because the
calibration was set either too high or too | ow

The other was, just as Dr. Bush said, there may be
inprecision in the signal around the cutoff so that in one
|ot the bell-shaped curve is wide, in other lots the bell-
shaped curve is narrow. |'mnot sure which it is, and I
don't think we can tell fromthis data

Dr. Manno had her hand up
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DR MANNO | think | agree with Dr. Bush in basic

concept of what she's delivering, but | think there's a
point that we're all mssing. Wen she presents the data
fromthe SAVHSA | aboratories, I'mnot as concerned about the
cannabi noi ds, for exanple, or the cocaine. Were |'mnore
concerned is down around the anphetam nes and t he opi ates
because the other slide that she had up here had a | arge
nunber of unconfi rmed.

What bothers ne is that we're | ooking at this hone
drug testing less as a regulatory thing, as Dr. Bush | ooks
at, but we're looking at it nmore as a nedical device, if you
will. The problemthat comes in, if you use totally the
SAVHSA guidelines, while they're a good place to start, when
you | ook at anphetam nes, you only confirmfor anphetam ne
and net hanphetam ne. There are any nunber of products that
are out there that the kids are getting a hold of, the
phenyl propanol am nes and the other stimulants, that you
never confirm That can account for a great deal of cross-
reactivity.

And it varies by manufacturer. W've had this in
our own hospital recently. This sane thing with the
opi ates. There are sone opiates that will nicely cross-
react with the enzyne assays, but you're only | ooking there
for norphine and codeine. |If you happen to have soneone on
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hydr ocodone, you don't |ook for it.

So | think there has to be sone bringing together
in these classes where there are a | ot of pharmacol ogic
cl asses of drugs that are chemcally or structurally
rel ated, that we have very good informati on on cross-
reactivity and have sonething that we can assure reliability
based on that.

DR NPPER Dd | see Dr. Habig' s hand up?

DR HABIG Yes. Dr. Bush, you tal ked about the
l'i kel'i hood of the problens with the fal se positives probably
bei ng cross-reactivity things. Wile | think that's a major
contributor--it may be the major contributor--i munoassays
are not so sinple as sodiumand a flame photoneter that us
anal ytical chemsts understand pretty well.

So that it mght not only be cross-reactivity, but
things that enhance activity, confirmation, a | ot of
different aspects. So there mght not be in fact another
substance there but just the substance you're really | ooking
at reacting alittle differently, or with a bit nore vigor,
creating what |ooks |ike a nore positive result. Wuld that
be correct?

DR BUSH |I'mnot sure that we've ever down that
road to examne that in our |aboratory situations to
determne that.
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DR HABIG | guess |I'mjust concerned that if we
bl anket assune that all of these issues are sinply cross-
reactivity, it's over-sinplifying it.

DR BUSH That nay very well be, sir.

DR NPPER Are you asking how gold is the gold
standard? |Is that your intent?

DR HABIG No, it's just that the screening tests
have nore variability to themthan sinply cross-reactivity.

DR NPPER D. Re?

DR REJ: A couple points. | think nmaybe sone of
Dr. Sohn's concerns and nmaybe even sone of Dr. Habig' s m ght
be addressed on your next slide.

[Slide.]

Because in addition to this, this case which is
cross-reactivity and the apparent fal se positives, and if |
read this right that there's one of these devices that's
under-reporting by 90 percent actual positives for
cannabinoids. So it's not nerely one of interference, or it
coul d be perhaps negative interference. There's sone
inhibition of the enzyne assay.

But | think that these two slides | find
particularly interesting, and if these data hold up and are
confirmed, | think argue very strenuously on the need for
confirmation of all imunoassays, certainly the positive
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results.

However, | have a serious question about the
indetermnate or borderline results, because if you go two
nore slides or three ahead for us--

[Slide.]

--that there's one of the devices that has a 25
percent--25 percent of the results, if | read that right,
for device Mwere borderline. So they were neither positive
or negative by the device.

Now I may have mssed it in your presentation, but
you said that the operators were asked to call it borderline
positive or borderline negative; is that--

DR BUSH That's correct.

DR REJ: Wiere did those go into the previous
data? Wre they counted or were they thrown out? | think
that's very inportant because if you go back two slides--

[Slide.]

So we want to avoid red and green, if | read this
slide correctly. The perfect device is device A Wat
percentage of the red and green data are fromthe so-call ed
borderline or indetermnate? In other words, if we were to
just throw those out would we get nore |ike the inmaginary
devi ce A?

DR BUSH | was reviewing ny notes and | believe
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that those speci nens, those borderline specinmens were
included in the negatives.

DR REJ: So borderline result was declared a
negative result?

DR BUSH  Yes.

DR REJ: So that mght help explain the slide
just before this, which is the high error rate.

[Side.]

The high negative error rate for the i mmunoassay
device. But had you thrown all of those to be positives,
then it woul d have influenced the previous slide rather than
this one.

But | think that's very inportant then that these-
-one, | find it interesting data that a | arge percentage of
the results could not in fact be reliably read, which to ne
argues agai nst at |east sone of these devices. Wen you get
25 percent are neither positive or negative by the device,
there's sonething in the systemfor the operator--and these
are trained operators--to | ook for a col or change or
what ever change it is. So that | think argues against the
effectiveness of certainly that device.

Then how that inpacts on the decision-naking |
think is inportant. | think that it would be interesting to
me at |east, and perhaps for the whole panel, if we could
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have a little nore details on where those borderline results
went in this analysis.

Are these data being published?

DR BUSH | can get nmuch nore conpl ete di scussion
of these data fromDr. Wllette who presented this in nmuch
nore detail at a recent neeting, Septenber 9th and 10t h, of
our Drug Testing Advisory Board.

DR REJ: | found your presentation very
informative and a | ot of good data there, but | think this
question about the borderline, especially since the
borderline results were very high in sone of the devices.

In sone of the devices they were very |ow so you could--this
graph and its conpani on graph are very informative because
there we only got really positives or negatives, and the
nunber of borderlines were relatively | ow

But when we're getting up to 25 percent
borderlines, then | think it's very inportant in the
performance of at |east sonme of the devices.

DR BUSH | think what's interesting to again
revisit is that the specinens that were borderline and their
visual, their ability to be read, were not borderline in the
concentrati ons.

DR REJ: R ght, you' ve nade that point clear and
that alsois inportant. But the fact that--it really is in
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the detection systemor the eye of the person who's reading
this, or in the design of the product.

DR BUSH If the board wishes, | can easily get a
copy of nore detail ed speaker notes with nore slides and
provide it to you through the executive secretary. That's
an offer.

DR NPPER | think that mght be very hel pful.
It certainly would be very educati onal .

Dr. Sohn, you had a comrent. Then after that I'm
going to ask if anybody el se on the panel who hasn't spoken
woul d i ke to ask a questi on.

DR SCHN Donna, nost |aboratories using the
i mmunoassays Wil |l tweak their assays so that the curve
represents the concentration on the X axis and signal on the
Y axis can vary greatly. For exanple, | had two speci nens
tested forensically on the same individuals on the sanme day
two days ago where we could not distinguish on the enzyne
I mmunoassay between a concentration of 150 and 400
nannograns per ml of THC by GJ mass spec.

|''msorry, by GJ nass spec the concentrations were
respecti vely 150 and 400 nannograns per ml. On the enzyme
i mmunoassay there was virtually no difference between the
two because that was on a flat portion of the signoid curve.

Li kewi se, a curve may or should be a nice--have a
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sl ope of 45 degrees, and very frequently they don't have a
sl ope of 45 degrees. And if a manufacturer had tweaked his
product so that the curve or the slope of the linear portion
is alnost 90 degrees, a very little change is going to give
you a huge change in signal. | don't know whether a
conpar abl e process is what has happened here.

One of the things | woul d wonder using these
devi ces, whet her soneone has taken a series of
concentrations for each device and seen what--you' re not
getting a signal, but whether it's positive or negative, and
whet her it woul d be possible to construct a conparabl e
curve. Because we nmay see that the slope of that curve
differs for each device.

| have two other comments. One is, have you had
an opportunity--

DR N PPER Can you nake them brief, please?

DR SOCHN Sure. Have you had an opportunity to
go by--you had 100 specinmens or 90 speci nens. Have you had
an opportunity to do each | ab speci nen versus speci nen
rather than as the totality?

Secondl y, have you had an opportunity to run these
same speci mens? | wasn't sure whether--1 thought you did--
by enzyne i nmunoassay, by the standard cl assi cal enzyne
i mmunoassay of fluorescence pol ari zation i mmunoassay, and
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agai n by speci nen?

DR BUSH Each specinen--1 think 1'mgoing to try
the second part of your question first. Each one of the 90
test speci nens was tested by cl assical enzyne i mmunoassay
and a result obtained. Then that speci men was run on the
devi ces under eval uati on.

DR NPPER Wsn't that colum P and Rin your--

DR BUSH P, and then there was another test that
had to be done another time, so on another day anot her
control had to be run. But indeed, an immunoassay, an
enzyme i mmunoassay Emt test was run and that data is part
of the bars on that 18 bar chart.

DR SOCHN How do they conpare by specimen? In
other words, if you | ooked at each speci nen individually,
how di d the devices conpare with the, if you will, classic
current met hods?

DR BUSH Renenber that these are visua
endpoi nts, and there was an N of three individuals readi ng
them As | understand it, the way this study was set up--
what we're presenting to you is the summary data. But each
manuf acturer of the kit was provided that information
specifically concerning their test kit as part of the
product of this contract work.

So | don't have that, nor do | have the identity
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of each and every one of those kit nmanufacturers. So |
guess ny point is, | can't answer your question. The
manuf acturers have that data, but | don't.

DR NPPER Let's go around the roomand see if
there's anybody who hasn't had a chance to talk or ask a
question who would |ike to do so.

|'d I'ike to thank you, Dr. Bush, for com ng back
to the podiumand hel ping us additionally. And your offer
to provide the additional naterial that you have is nost
appreciated. I'mgoing to ask if there are nenbers of the
public who would like to either comment briefly or ask a
question. If that's the case, Dr. Bush, you mght be nore
confortable in the audience or you could join us at the
table there and nmaybe we could all hear from people in the
public who would like to coorment briefly or ask a questi on.

DR BUSH Thank you, I'll take the audience.

DR NPPER W nay call you back to the podi um
Thanks.

There was a hand in the back. | didn't recognize
who it was. Maybe | need to get ny gl asses changed. Maybe
it was Dr. Bogena?

DR BOGEMA:  Yes.

DR NPPER Please cone to the podiumand state
your nare and your financial involvenent, again for the
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record.

DR BOGEMA: M name is Stuart Bogema. | amhere
at the request of Roche D agnostics, a manufacturer of an
on-site drug test kit. |1've been in both the |aboratory
field drug testing as well as doing research actively for
the last 10 years on on-site drug testing products.

There were three points that | wanted to get
across during ny presentation this norning. First is, from
ny experience at |ooking at different devices, there is
variation certainly fromone device to another in their
performance. |'Il get into that nmore in just a mnute with
the slides.

Second, that there are devices that have been
devel oped in the recent past that are conparable to the
| aboratory initial screening i munoassays. Again, |I'll get
to the slides to showthat here in a mnute al so.

The third thing that | enphasized this norning was
that, in ny opinion, confirmation testing is necessary. |
think that we all can see, fromboth the | aboratory testing
and the on-site device testing that confirnation testing is
necessary because of cross-reactants and other reasons for
fal se positive screening tests.

If | could have the slide put on--1 think it was
probably |ike nunber 26. Can we turn those back on?

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




prb

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

143

[Slide.]

Yes, this is the one. | think that this slide is
where you see that each one of those letters, except for the
controls and the A bar graph which is the optinmm
performance, is a different on-site device, and how it
reacts to specinens and really shows, in ny understandi ng,
the nunber of let's say fal se negatives and fal se positives
that the device has around the cutoff. That slide, to ne,
is a good way to see how nmuch variation there is indeed from
one device to anot her.

You have sone, if you look at C and D, you | ook at
K, that are very simlar in their response to these sanpl es
as the reference test, the Emt test. You can just see that
in general by the amount of green and red col or above and
bel ow the 50 percent. So there are devices in this study
that showed conparability to the Emt testing, which is one
of the points that | wanted to nmake this norning.

Qovi ously, not all of the devices do. Again,
that's because there is a lot of variation in the
performance of different devices.

Now if we go to the slide before this, | believe
it's nunber 25.

[Slide.]

DR BOGEMA:  Donna showed two slides, one for the
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| aboratory reagents and this one is for the on-site devices.
Now what you've got in this slide is you have the spread of
range of percent unconfirmed positives for all the different
devices. So again this shows how nuch variation there is
fromone devi ce to anot her

But on the left-hand side is, for that particul ar
drug, the best performng device in that it had the | ownest
unconfirmed positive. And on the right-hand side, at the
other end of the range are the devices that showed the
hi ghest unconfirmed positives, that had nore fal se
posi tives.

But if you concentrate on the |l eft-hand side, that
shows that there are devices that had relatively small and
very conpar abl e percentages of unconfirmed positives to the
| aboratory. So if we go back to the laboratory slide--

[Slide.]

Here for PCP, anphetam ne, cocai ne and
cannabi noi ds, you had devi ces that had percent ages of
unconfirmed positives close to zero; in the range of zero to
10 percent. If you look at the slide for the--1 think if we
go to probably nunber 16 | think is what--

[Slide.]

If you go back and you | ook at the percent
unconfirmed positives at those six |abs, you have for
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cannabi noi ds and cocai ne, you had | abs that were very cl ose
to zero with unconfirned positives, but you had sone that
were in the 20 percent. You actually for the on-site test
have devices that had significantly | ower percentages of
unconfirmed positives for anphetam ne than any of the | abs
did in this study.

So again | just want to nmake the poi nt about
conparability, the potential that there are devices that can
conpare to | ab screening.

And the last thing | want to say is that because
there is this variation in devices, | commend what the
Dvision of dinical Laboratory Devices is trying to do by
setting up specifications, criteria for these devices in
their anal ytical performance characteristics, and then going
further and actually telling the industry what the
requirenents wll be.

DR NPPER Dr. Bogema, don't |eave, because Dr.
Gerson raised his hand and then | think Dr. Rej raised his.

DR CERSON  Actually Dr. Rej beat ne to it so
I'I'l defer and let himgo first, in case we were going to
say the sane thing.

DR REJ: Perhaps not. Wat you say nay be true
but it's really only part of the story, because even though
we have a zero false positive with sone of the devices, it
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seens fromthat other graph those that have zero fal se
positives tend to have a very, very high fal se negative
rate.

DR BOGEMA: It's really hard to--

DR REJ: That nay not be conparable to what
you' re | ooking as the best perfornmance for one device in
terns of fal se positives, another device for false
negatives. Wat it nmay be is that one has set a higher
threshold. Actually, if you go ahead a couple slides to the
first one you showed.

DR BOGEMA: | think it was 26.

DR REJ: It was the 18-bar graph of true
positives, true negatives.

[Side.]

In broad terns, the amount of red and green on the
slide is roughly constantly. [It's just a trade-off. Device
G for exanple, is very good in the true negati ves,
bel i eve, which is the bottom is that correct?

DR N PPER  Yes.

DR REJ: O those are the positives; the
positives, very good. But in terns of the negatives, it's
very, very bad. It's mssing certainly nore than 50 percent
in that case.

DR BOGEMA | agree.
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DR RE): Soit'sreally not--you can | ook at the
red plus green as total error, and the trade-off above and
below that line as due to the cutoff or some tweaking of the
devi ce.

DR BOGEMA Yes, and ny point is, you |look at R
which is the reference Emt testing which is the nost common
i mmunoassay used for drug testing in laboratories, that some
of them conpar abl e.

DR REJ: Since the technology is al nost the sane,
that's not surprising, is it?

DR BOGEMA That's correct, yes.

DR NPPER Dr. Gerson?

DR CGERSON My comments were actual |y going al ong
the sanme lines but let nme try and state it a different way.
Actually Drs. Everett and Sohn about 30 mnutes ago got into
this same topic. The one statenent that Dr. Bogena nade
that sort of nakes me react is, just in casual conversation
you defi ned good performance as no fal se positives.

Vell, we're really tal king about sensitivity and
specificity. Wen | teach statistics | try not to use the
terns good and bad, although people like to do that. If
you' re going to use the words good and bad with statisti cal
terns then it's less bad to use the terns efficiency or
predictive value. As nost of us around this room know, you
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need nore data, nore individual statistics to be able to
come up with the sensitivity, the specificity of so-called
ef ficiency.

In the nornmal operation of a SAMHSA | aboratory,
the way they' re supposed to do things, that data is not
avai |l able. That is, going back and re-testing the
negatives. That's not the way they' re supposed to do
things. Now a study could be designed, and in fact | think
that |'ve seen data out of that agency in the distant past
where they did go back and re-test specinens that had been
negative at lower cutoffs. |If there's anyone here who has
that data or renmenbers that data, it mght be useful for us
to see it.

The tenptation is for sone device to get to the
mar ket, have no fal se positives, have that be presented as
bei ng i nherently good, and have a whole | ot of false
negatives. Then we get back to the comment that Dr. Kurt
made a long tine ago of, is the product delivering what they
think they' re buyi ng?

So | think we need to be very careful when we get
into sensitivity, specificity, predictive value, the
cutoffs, how does the popul ation for which this is intended
resenbl e the workpl ace popul ati on where we have the best
data so far? It gets to be alittle conplex and | think we
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need to be careful not to over-sinplify.

DR BOGEMA | used the terns good and bad--until
we really have criteria for defining what good and bad, they
don't really nean a lot. That's why | commend the division
for noving in that direction, not only to set the criteria
but hopefully to say what's acceptabl e and what's not
accept abl e.

DR NPPER The goals for testing in various
settings define what good and bad are. If you go back to
Gl en and Ganbino's initial work in which you deci de whet her
you woul d l'i ke a high specificity test, a high sensitivity
test, atest with really good predictive value, or a highly
efficient test, each one of those is a val ue judgnent which
applies to the setting in which the setting is run.

| would venture to say that in the workpl ace
testing area where one assunes that there's a very | ow
preval ence situation, that you go for the testing
environment and the testing cutoffs that give you the
hi ghest predictive value of a positive result.

On the other hand, in a lay testing environnent
whi ch is not workplace, |'mnot sure what val ue judgnent you
would like to place on the situation. | don't know whet her
you want the best efficiency. But | worry about any
situation which would cause us to deviate substantially from
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a tried and true procedure where there is a gold standard
avai |l able. That's ny personal view of what good and bad
nmean.

| think that we are not at a position yet in this
nmeeting to determne what that neans and | think there are
going to be lots of different views of that.

Dr. Habig? Then | think 1'd like to nove to
anot her speaker, if you don't m nd.

DR HABIG | just wanted to comment that this
particular slide mght |eave us with an inpression that
things are not so good, when in fact |unping four
statistically paraneters into the sane bar graph; that is,
four different drugs on the same graph, is a bit m sl eading.

It will be good to see Dr. Wllette's nore
conpl ete data where | assune the individual slides that
probably build this slide woul d be avail abl e, because it's a
big unfair to take four tests and run the whol e range
because it | ooks |ike then everything is--1'"mactually
presumng that things are not that bad on any i ndividua
test. W don't knowtill we see the results.

DR NPPER Rght. W've had sone other hands in

the air. | think that you' re going to find out howterrible
| amwith nanes. |Is it Thad Mrris?
MR MRRS VYes. I|'dlike to cooment on the
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presentation as well and also utilize sone of the graphics
that we've all had a chance to see.

DR NPPER M. Mrris, before you go into that,
just launch into your financial involvenent and then we'll
| et you go.

MR MRRS |'mthe president and chief executive
of ficer of Wrldw de Medical Corporation. M conpany
devel ops, manufactures, and nmarkets rapid diagnostic
products, specifically in the area of drugs of abuse.

If the goal of the FDA, or the decision of the FDA
is to say, yes, we think a product of this nature has a
benefit to society, and in nmaking those kinds of
determnations | would think that we would want to have a
product that was as close to or better than what we were
already using in the screening environnents.

Wiile | agree with your comrents on havi ng four
and five different products grouped together, but if we
wanted to say for just a nonment that we wanted a product
that's already been through the FDA, that's al ready been
used in the enmergency roons and so on, we'd want to conpare
it to the i munoassays.

If you | ook at these graphs, without | ooking at
any specific conpany-wise, if you |l ook at the graph on the
right as being the gold standard of inmunoassay and you | ook
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at the graph on the left as being perfect of all worlds, if
you had products that fell within those ranges of both the
red and green bars all the way across you coul d draw an
imagi nary line across there and determne that there were a
nunber of those products in those bars that approach that.
So that's one of ny comments.

The second comrent | have--and the data was really
wel | presented as an overview of this particular study. But
one of the things that | think that bears nentioning is that
this study was carried out as a way to help the court
systens determne if there was a value of on-site tests that
woul d all ow the court systens to nake their decisions,
what ever they had to be, at a cost effective and tinely
basis, which on-site testing provides. Because as part of
that study in the prologue, it was said that this court
systemin itself and the 50-sone-odd districts sends out
700, 000 urine tests annual ly.

And the last part, in fact the very last part of
the comments of the study were that we recogni ze the
differences in the statistical data may not be that good
froma statistical point of view However, realizing that a
preponderance of the sanples that were, not collected but
constructed for the study, were at or near the cutoff
| evel s, which also affects your statistical variability.
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M/ final cooment on that is that at the end of al
this study, the U S. Federal court systens determned that
this in fact was an acceptable nethod to use in their
particular environment. | think that bears stating that may
have been omtted fromthe study.

Very last part is, thisis a study, and it was
brought up fromthe panel that this has not been a published
paper, it's not been a peer-reviewed article, it's not been
subjected to all the things of the clinical construction of
the study and the sanples used and so on. | think we should
bear that in mnd as well.

| thank you for the opportunity.

DR NPPER You re welcone. Does the panel have
any questions for M. Mrris? Thank you very much.

Is it M. Evans?

MR EVANS. Yes, Dave Evans, executive director of
National On-Site Testing Association. W are a group of the
consuners and manufacturers and distributors of on-site
tests. | also forgot to nention, | aman attorney in
private practice and | represent drug and al cohol test
manuf acturers, |aboratories, third-party admnistrators,
MRGs, and al cohol and drug treatnent prograns.

Ve really applaud this study because | think it
shows sonet hing that we've been saying for a long time, that
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on-site tests are conparable. At |east sone of the on-site
tests, hopefully all the ones that NOTA represents are
conparabl e to the | aboratory i munoassay screening tests.

An issue cane up earlier, a question was addressed
to Donna Bush about whether or not these tests woul d upset
the current Federal prograns. VW think they woul d not
because people are required to do things, if they're
regul ated by the Federal CGovernnent to have to do drug
testing, they have to do it the Federal way. They can't use
sonething that's not approved by the Federal Covernnent.

They can do additional testing other than what's
required by the Federal Governnent. So they coul d use an
on-site test in addition to what the Federal Governnent
requires. But again, that would not upset the Federal
program and Federal sanctions could not be applied agai nst
t he enpl oyee for anything other than a federally-approved
test.

VW feel that we can neet all of the Federal
standards and we will in the future. HHS has given us a
list of standards that we nmust conply with. W will be
submtting our response in witing, and based on talking to
all of our nenbers we feel we can junp over each and every
hoop that HHS has put up in front of us. Ve wll mnake that
information available to you. W should have it out within
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a couple of weeks and we'll send that to you al so, so you
can see how we are. W feel we can slip right into the
exi sting Federal program

Laboratories are using on-site tests, so we have a
nunber of |aboratories that are NOTA nenbers that are using
on-site tests in a variety of situations. Again, the issue
here is not so much howthe test mght be used, but a lot of
people are using it in a variety of ways.

As far as the fal se negatives go, we al so would
like to see data on | aboratories with fal se negatives and
see how many of themare comng up with fal se negati ves.
Before on-site testing is judged by that standard, we think
| abs ought to be judged by that standard al so.

VW have sone evidence that sone | abs are taking
the reagents fromthe manufacturer and diluting the
reagents, which would cause a fal se negative. And of
course, nobody is going to conplain if their drug test comes
up negative. You're certainly not going to get a conpl aint
froman enpl oyee, so that's probably why you haven't heard a
whol e | ot about it.

DR NPPER |'dlike to interrupt you on that.

As a person who directs a laboratory, | think that it's
inmportant to renenber that there are quality contro
speci mens and blind proficiency in both in-house and outside
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proficiency sanples that are run in reputable | aboratories.
These are plus or mnus 20 percent usually of the cutoff.
And if reagent dilution or any kind of tweaking, as Dr. Sohn
called it, were to affect the nunber of fal se negatives,

t hese woul d appear in the blind proficiency sanpl es.

That doesn't nean | aboratories are perfect. It
just nmeans that there--1 want to reassure you that quality
control that is runin |aboratories is designed to pick up
that kind of defect. There are systens in place and there
is data out there that will show you what's going on.

MR EVANS. | understand that. But |I'm saying,
this is the practice that we understand is occurring at
| east in sonme | aboratories and | have docunentation of that
fromthe | abs thensel ves.

The other issue is, sticking with a systemthat's
tried and true. W agree with that. W think that on-site
testing can fit into the Federal schene.

By the way, every court so far--and I'mfamliar
with the court cases. [|'ve witten a two-volune book on the
| egal aspects of drug testing, and | keep up to date with
it. Every court case so far that has considered on-site
testing has said that it was okay. |'mnot aware of a
singl e negative |l egal precedent with on-site testing so far.
Now it may be out there and | haven't heard about it, and |

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




prb

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

157

probably woul d have.

| can give you sone Federal cases that have | ooked
at on-site testing and have approved it. Again, not under
t he Federal enploynent guidelines. These are cases
involving crimnal justice situations.

The only other thing that I'Il ask is that if you
put a standard on the on-site testing industry, to not mnake
it astricter standard than you' re applying to any ot her
test device or laboratory. W just ask that you take a | ook
at that and not apply nore strict standards.

Thanks very much

DR N PPER Thank you, M. Evans. Wit for a
second, there nmay be a question for you. | don't see any
hands raised. Thank you very much

There is one other hand | see in the back. |
think we're going to--you'll have to help ne with your nane
and your affiliation.

DR TAYLOR Dr. Howard Tayl or.

DR NPPER | apologize, Dr. Taylor

DR TAYLOR Wth Sensor Technol ogi es Corporation.
VW do | aborat ory-based testing.

As part of ny talk earlier | did include all of
Dr. Wllette's slides, so you should have that before you,
in which he did break it out by drug. There were a
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answer this question about the slide of all four drugs being
together, | think that will help with that.

Also, | would like to return to Dr. Kurt's
qguestion, which I'"mnot sure was exactly answered in which
he asked, if I'ma nmenber of the Teenagers Associ ation, or
what ever, would | be falsely accused of a test result, by
using one of these devices? |I'mnot sure | heard Dr. Bush's
answer, and | would like to call her back and have her
answer that. | guess specifically to answer the question in
two parts.

Certainly, the presence of anal yte may be bel ow
the cutoff--that is the analyte present--and above the LCD.
But is there or would there be a case in which the analyte
is not present at all--in other words, a true fal se positive
where there's no anal yte present? And would that be the
case with these devices? |[|'d ask that question again of Dr.
Bush.

DR BUSH As for the detail of Dr. Wllette's
study and whether or not a speci men containi ng absol utely,
positively no drug at all detectable by GJ M5 how did that
fare through the study of 14 or 16, 15 devices, | don't know
the answer to that. That will need to be posed to Dr.
Wllette directly. So I'mnot sure how the person from your
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group, your National Association of Teenagers, or whatever,
woul d feel about that. | don't know the answer. | can't
hel p you there.

DR TAYLOR Thank you, that's all | had to say.

DR N PPER Thank you. Are there any questions
fromthe panel for this person? Thank you, Dr. Tayl or.

V& are approaching the tine set aside for a break
and I would like to call a 15-mnute break and reconvene at
2:35 for questions to the panel and consideration of the
document points to consider.

[ Recess. ]

DR N PPER Wen the panel is re-seated and ready
to go to work again, which | hope will be within a mnute,
we're going to try to review the questions to the panel.
W're going to put up question nunber one first. Then what
|I'd like to do is go around the room We'Il try to be fair
in putting people on the hot seat. | don't think it's right
to put Dr. Habig on the hot seat every tine, although nost
of the time is not too bad, | guess.

[ Laught er. ]

[Slide.]

The first question is, are the performance
recomendations outlined in the draft points to consider
adequate to characterize these tests? Should any additional
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data sets be requested? |If | renmenber correctly, that
refers to Section |I.A under anal ytical perfornmance
characteristics, page 2, 3, 4, 5 all the way down to the
top half of page 6. So this is a fairly all-enconpassing
group of performance recommendations, including recovery,
anal ytical sensitivity, analytical specificity, precision,
accuracy by conparison studies, stability data, and | ast but
certainly not |east, specinen collection, handling, and
storage, including specinmen integrity considerations.

So at this point 1'mgoing to start with our
favorite engineer, Ms. Rosenthal.

M5. ROSENTHAL: Thank you. Actually | thought
when | read this at hone that this was going to be pretty
sinple. But then after looking at Dr. Bush's slides with
the fal se positives and fal se negatives and cutoffs, and
slide nunber 26 which | ooked Iike an Agam painting, |
realized that this is really a very conplex situation

| felt in reading the points to consider,
questi oned whether 30 to 40 percent--recomrends confirmation

of 30 to 40 percent of the negative results as well as al

positive results. | question, especially now after seeing
how t hese devices | ook--1 don't nean | ook, how the regine
tests--1 wonder if that's enough, if everybody is

confortable with that. That's six, accuracy by conparison
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st udi es.

Then | al so, another thing that crossed ny mnd is
when you tal k about cutoff sensitivity--not sensitivity,
cutoff concentration, is there a way that we can test to be
sure that this is actually urine we're testing?

DR NPPER That would deal with the adulteration
I ssues, specinmen integrity and so forth in part 8.

M5. ROSENTHAL: That's ny comment. Those are ny
questi ons.

DR N PPER Thank you very much. Dr. Sohn
you' re next unl ess you choose to pass.

DR SOHN No, | don't choose to pass. However, |
do feel these are pretty much nost of the standard FDA
questions, which | think are tried and true and | think
cover nost of the--not nost, virtually every area of
inmportance in testing. | do think that what was brought up
interns of adulteration--1 shouldn't say adul teration--
dilution of the urine may be inportant in the sense that one
can drink enough Iiquids or inbibe enough |iquids to change
the concentration of the excreted urine which nay,
particularly near the cutoff, render a speci nen containing
drug negati ve.

DR NPPER So are you proposing that there
shoul d be a dipstick type specific gravity on there as a
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quality control issue?

DR SOHN Ether specific gravity or there may be
a quick creatinine test that could be done on a dipstick or
on that type of level. So that | would be concerned about
that. O course, we could not distinguish between water
added to the specinen or water taken internally. But | do
think that sone neasure, if possible, of dilution would be
i nportant.

DR N PPER How about pH? |If you put vinegar in
there or sonethi ng?

DR SCHN  Again, you' d have to see how t hat
affects the test itself. Sone of the enzyne systens that
are used may or may not be involved. | think we just have
to look at it and see.

DR N PPER Thank you. Dr. Goldsmth?

DR GODSMTH | think nost of the perfornance
recommendations as outlined are just fine. As Dr. Sohn
said, it's very nmuch consistent with what's bei ng done now
within the laboratory in terns of how you eval uate these
assays.

| would just point out a few things which were
certainly stressed before in the presentati on regarding
wor kpl ace testing and how inportant it is to define the
cutoffs, or howinportant cutoffs are. | would just want to
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point out that | think that has to be applied here in this
docunent as well or stressed in sone way.

Because we tal ked nostly today about the
application of this point of care drugs of abuse test wth
parents using it for their children. But | can see a whole
spectrum of applications, particularly in the pre-enpl oynent
arena, where people before they go for their pre-enpl oynent
test would want to test thenselves to make sure that it's
negative, et cetera. So that that cutoff, | think, is
extrenely inportant and needs to be broad enough for a whole
range of popul ations.

| only have one other comment, and that is
sonet hing that was al so brought up earlier. |I'mnot sure if
it really addresses this particular question, but it isin
t he gui del i nes about seventh grade reading level. | would
just stress that seventh grade | think should be used very
l'iberally because any of us who have either witten consent
forns or have reviewed themfor IRBs knowthat it is
extrenely difficult sonetines to wite themso that it is
understood by all. Seventh grade nmay even be, when it cones
to medical jargon, a little high. So | would just point
that out, when you review the reconmendati ons.

DR NPPER D. Re?

DR REJ:. W certainly covered nmany perfornance
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characteristics of devices. | have one question though
about the conparison studies. Is it typical for an FDA
docunent not to put in what is an acceptabl e conpari son
rate? Looking at the fanous slide 26 or 27, whatever it
was, that was a conparison wth another established
procedure, and in fact the current gold standard procedure.
And sone of the devices had error rates, either false
positive or fal se negative, approaching 70 or 80 percent.

| was just curious whether that--that seens to be
curiously absent, or is it sonething that conparison is in
the eye of the behol der?

DR QJIMAN It's a cross between the two. The
equi val ency standard or | ack of standard that we followis
chal | engi ng, and we have a dazzling array of anal ytes
pouring through the chemstry branch each year. Wen you go
tothe literature to | ook for performance standards that
have either been published or established by standards
organi zations, as you probably know fromreadi ng and
dreamng about the literature, there is an astounding
paucity of knowi ng exactly what's right. And when you get
chemsts or clinicians together, they will all argue about
what's right.

So it isalittle bit of seat-of-the-pants. W
have experienced revi ewers and nmanagers, mnedical officers
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who struggle with it. And we know the extrenes. W know
when it's really good and we know when it's really terrible,
we'll try to either unable to determne or NSC a product.
Wiere we get into trouble is, how good is good enough?

Al though we don't have--this isn't planned to be a standard-
setting session, if anybody has an opinion on targets, we
woul d certainly be willing to |isten.

DR REJ: Because | think that's very inportant,
in particular for systens that mght have an unacceptabl e or
a higher than desired false positive rate wthout a
necessity for confirmation of a presunptive positive. |
think in this particular case, it nay be nore inportant than
sonme other cases. And certainly when you' re going to
quantitative testing then there's a w de spectrum of
anal ytical performance.

But inthis case |l think it's alittle bit sinpler
because you have a gold standard that's yes or no, and you
have a test kit that's yes or no. That conparison | think
can be a little bit nore facile. And if the type of study
that we saw presented by Dr. Bush is representative of other
studies with a different design, then | think the FDA m ght
need to consider what is the | owest case that they woul d
accept.

DR QUJIMAN  You'll see that actually is a
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question that's going to cone up. Again, we don't usually
have standards so we woul d- -

DR REJ: | would recommend that there be sone
m ni nrum standard for conparison with the gold standard
assay. | think that conparison of negatives, a 40 percent
conparison with a GJ mass spec. | would recommend that all
negatives be conpared at |east to a | aboratory-based
I mmunoassay procedure, all negatives be conpared to that.

If those are positive, then those certainly go on to GJ nass
spec.

Apart fromm sdefining analytical sensitivity, |
t hi nk you have--what you nean is the m ni num det ect abl e
concentration. That's not sensitivity, although they're
rel at ed.

DR NPPER Dr. Lewis, we're on question 1.

DR LEWS. And is 1-sonething-8 part of that
consi deration, the specinmen collection, handling, and
st orage?

DR NPPER Yes, all the way down to B.

DR LEWS. It nmay seema frivol ous concern on ny
part, however when it comes to specinen integrity, and with
all the best intentions of a parent in providing a proper
speci nen, from personal experience | know youngsters to be
extrenely ingenious as to howthey mght, if they were
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suspi ci ous of being subjected to drug testing of one sort or
another, find all neans of providing sanples that are not
even their own sanples. W know this happens in the adult
generation and I'msure kids can figure out even better ways
to possibly even provide a sanple that's anything but their
own.

So | say, with the best intentions on the part of
parents, children could probably have drug-free urine
avai |l able to themor ways of defeating that part of the
system and the parent with due concern for the child's
privacy or what have you m ght not never suspect that what's
being submtted is nothing at all as to what they inagine it
to be. So that's a concern of m ne.

DR N PPER Thank you. Dr. Everett?

DR EVERETT: | agree with the guidelines here.
But in addition to that, the data sets that | would like to
see woul d deal largely with I ooking at how the test kits
performunder a variety of conditions that may m m c what
happens after the kit is manufactured and by the tine it
reaches the consuner.

In ny particul ar case, the probl emhas been with
pregnancy tests where we've had patients who wal ked around
with the pregnancy test in their pocket for a day and then
they go hone and do the test, and then the test is positive.
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And then they cone in and we check and now the test is
negative. W've gotten a variety of results w th pregnancy
tests just based on what happens on the storage conditions
with the test kit.

So even with this test kit, the kind of data again
that | would Iike to see woul d be that which deals w th how
the kit changes in its performance under a variety of
conditions, particularly those conditions leading till after
the time the kit is manufactured until the time it reaches
t he consuner.

DR N PPER Thank you. Dr. Boughman?

DR BOQUGHVAN |'ve been rem nding nyself that at
this stage of the process we are being asked to provide
advice to the FDA for the points to consider. Then at sone
future tine nenbers of this panel or others in fact mght be
| ooking at the data presented for any one of these kits.

And to renenber that we are now | ooking at the
bi gger picture and aski ng about standards for the kits
thenselves, if you will, and rem nding oursel ves that I
think the very interesting data presented by Dr. Bush out of
Dr. Wllette's study did exactly what it was supposed to do.
That was to be provocative, and it has certainly provoked us
to think of many things that many of us m ght not have
ot herw se addressed directly.
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Wth regard to several of the comments that have
been nade and in the context of question nunber 1, there has
not been an enphasis sufficient, at least | think, to say
that any kit that woul d be presented shoul d have been tested
on the target population. In fact, we would want to see
conpl ete data on sanples collected fromteens or pre-teens,
know ng that nost kids make their decision to use or not use
drugs by the fifth or sixth grade. So we would want to see
data fromthe popul ation for which the kits mght be used.

VW in fact should be able at the original 510(k)
or pre-narket application stage, have a very good idea of
what several different types of contamnants or potentia
contamnants mght do. And three or four things that |'ve
listed here for nyself are, sonebody w th a bl adder
infection, for exanple. Wuld that affect anything one way
or another? The presence or absence of nenstrual bl ood?
There are several other kinds of things that | think have
not been specifically addressed, but in fact were | to be
| ooking at a 510(k) | mght want to ask those questi ons.

The main thing | think | |earned fromthe
presentations this norning was that at the tine of
exam nation of an individual device or kit, we as a pane
woul d want to see the conplete data; fal se positives, false
negati ves agai nst the gold standard, the GJ M5. Not agai nst
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internediate kinds of things. So that the eval uation of
concentrations and cutoff points could be eval uated for each
drug being tested. So that | think we are in fact urged on
by these data to in fact ask for very conplete anal yses to
be done.

Two nore quick coomments here, specific
recommendations. Additional data sets, | think in fact when
we are | ooking at perfornance indicators and perfornmance
recomendati ons we need to al so see on the part of the
manuf act urer sone consuner response in the process of
collection of those data. |'mnot sure whether that
addresses question nunber 1 or other places, but |I woul d
like to see sone of that if | were ever to review one of
these kits, per se.

Secondly, | would urge the FDAto in fact address
in a standard-setting neeting sone of the issues. There was
a challenge fromthe public today that the nunbers, the
ki nds of statistical anal yses would be asked for. That
group in fact could address issues very specifically of
cutoff concentrations and so on. But having been a part of
a standard-setting conference for other devices or groups of
devices, | would urge the FDA to consider such a neeting.

DR N PPER Thank you. Dr. Harrington-Falls?

DR HARRI NGTON-FALLS: To briefly add two points
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to the first question. In terns of performance | woul d be
interested what type of marketing mght be considered for

al cohol, which is probably the nunber one used drug in this
age group. And secondly, nmaybe having a tenperature
correlation on the specinen bottle so that adulteration of
t he speci nen coul d be mni mzed.

DR N PPER Thank you. Dr. Kurt?

DR KURT: | think there needs to be a great deal
nore attention to the definitions in addition to the
sensitivity, specificity, accuracy, et cetera, which would
define, one, what are the test reagents? Is it indeed an
Emt system or is it a TLC system because that kind of
system anal yzes differently. And what is being tested for?

Such as Dr. Harrington-Falls pointed out al cohol
the testing for that has different inplications, not only
fromthe standpoint of the type of the test, but al so
perhaps regulatory inplications fromthat as well. That
woul d i nclude not just al cohol but other hydrocarbons that a
t eenager mght be inhaling that soneone m ght be | ooking
for.

Anot her factor to consider | think is the medi um
that's being tested, the biologic substance. If a person
has a test kit available for testing for urine, it should be
specified that it's for urine and not necessarily spun-down

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




prb

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

172

pl asma, et cetera, so that that's used for that purpose
alone. Until we have the information fromthe specific
field trials of this available with the sensitivity,
specificity available | would be hesitant to necessarily
pass on this.

DR NPPER Dr. Manno?

DR MANNO | just would like to support
everything that's been said so far, but | would like to
touch on a few of those points. | have great concern about
whether we are directing our interest to licit or illicit
drugs, and that cones in, depending on your definitions,
with the inclusion of alcohol. | think that is a highly
preval ently used drug of abuse in the teenage and the young
peopl e population. | think it would give us a better handl e
as parents to handl e those situations early on.

The other thing is that 1'd Iike to echo the
concerns on speci men adulteration. |1'mnost concerned about
the pHto take into account the addition of such things as
| ye or bleach or sonething that would negate a test. | am
concerned with specific gravity for the dilutional--those
shoul d be easily engi neered around.

(ne point that has not conme up on speci nen
integrity woul d be the question of whether or not the kit
shoul d include a suitable collection container. This is
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inmportant fromtwo standpoints. One being a positive--and
if the panel should decide or the agency shoul d decide to
include confirmation as part of the system the decision
whet her to send the sanple that had been previously tested,
is of concernin terns of |ower response |later for
adsorption to the container. So there should be sone
concerns there.

There is al so possible contamnation if we don't
include a container in the matter. Anybody's jelly jar or
pickle jar or nustard container could in terminfluence
results because it's been either not properly prepared or
has been inproperly prepared and altered the character of
the sanple. So | think those are things that we need to add
to that list.

DR N PPER Thank you, Dr. Manno. Dr. Gerson?

DR GERSON  If we followthe instructions to back
out the enotional and the social issues then we're back to
basics. Al studies should be on the popul ation for which
it's intended. That is just as everything we' ve ever done
that |'ve ever been involved in. (One of the things we | ook
for is, how does the study popul ati on resenbl e the
popul ation for which the sponsor intends to use?

In this docunent we tal k about the SAVHSA drugs.
| question why only those. | nmean, those are very
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inportant, but in other populations you nay want a different
menu, an expanded mnenu.

Qutoffs, if you believe in them are politically
not nedically derived. 1've always been an advocate of, do
your best work. In other words, LOD and LOQ are m sused
terns, so I'mtalking about the | owest nunber that you can
reproduci bly report out of your system

In terns of for purposes of the study and
submtting to FDA, | would at |east raise the question that
not only should all positives be confirned by GJ nmass spec,
but maybe all negatives for the purpose of the study. Now
again, that gets into howbig is the study, what are the
questions? So that's clearly sonmething just to think about.

As part of a study protocol, |I would enhance the
portion where it tal ks about the robustness of the specinen.
| would like to see sonme enphasis on stressing those
speci nens, tine, tenperature, sort of anticipating all the
things that people mght do even though it's not the way the
speci men i s supposed to be handl ed.

| am an advocate of built-in adulteration check if

it's at all practical. I'malso an advocate of a built-in
control. | mean a real control, not a process control.
Al so based on what |'ve heard today, | strongly

recommend that there's got to be confirnation, sonmehow.
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This is a position which | arrived at based on what |'ve
heard today. In the labeling, in the instructions sonehow
to convey to the user sonething that nost of us know, that
confirmation is not repeating it by buying another of the
sanme or different kit.

Just sort of alittle perspective and then I'm
done. Sonething that occurs to nme that may or may not be
inmportant is, it sounds that unlike other devices, here
we' re tal king about a device which may be used by one person
for testing soneone el se's specinmen, not his or her own, for
heal th care purposes--testing soneone else's. In addition
to which, there's probably a punitive inplication. Based on
that | think it's not exactly correct to conpare this to
ot her OTC or hone use products.

Thank you.

DR N PPER Thank you, Dr. Gerson. Dr. Tong?

DR TONG Thank you, Dr. N pper. | mght begin
by saying that ny experience is not with devices but with
medi ci nes, and in our advisory group, the Non-Prescription
Drug Advi sory G oup, we consi der nedicines for non-
prescription status. |In doing that, we have criteria for
what we call OTG ness. W consider the OIG ness of a
product. So ny |learning gradient today has been very steep
with the subject that we' ve covered, and | appreciate al
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the presentations. | truly have |earned a great deal.

So I've tried to apply sone of those OIG ness
criteria specifically to answer the question. | agree with
Dr. Boughman and Dr. Everett and their comrents about
applying the product to its actual use situation, because
anongst the OTG ness criteria that we address when we're
tal ki ng about non-prescription drugs is the actual use
ci rcunstance of that particul ar product.

| think the other situation with OIG ness anobngst
the--it's not a very long list, but I think the other
question that we always have is the risk for error,
msinterpretation, or problens related to addition of
putting a product on an OIC st at us.

Again, we generally talk about individual
products. Sponsors conme to our commttee and present a
product. Today's discussion on a category | think fits
agai n what Dr. Boughnman was tal ki ng about, that we need to
devel op sone criteria for a category, because apparently
this is sonething that is just beginning for this particul ar
gr oup.

So | think there are several other so-called
criteria that | guess when we answer the other questions
that | can bring up. But | think the critical things--and |
agree with all the comrents that have been brought up. |
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found when | prepared for this neeting the so-called
performance characteristics is pretty specific in general,
but not in the specific context as the conversation today
has gone.

So | think ny only contribution to this mght be
at this point is enphasize the necessity to study the actual
condi tions of use, and when we cone around again we can talk
about | abeling, because | also was very noved and conpel | ed
by Ms. Kingsley discussion about |abeling and nmaki ng sure
that the use is appropriate in the conditions.

DR N PPER Thank you, Dr. Tong. Dr. Habig?

DR HABIG | actually have a nunber of specific
comrents that |1've witten on this sheet of paper that |'l
turn into the executive secretary which I won't bore you
with the details.

| have two specific issues in paragraphs 5.a. and
the introductory paragraph at 6, where I'd like FDA to
remenber that technol ogy changes and inproves. |If you, |ike
in the beginning of 6, talk about GJ M5 as the accepted
standard, that's true today for the nmetabolites and drugs
we' re | ooking at today, but mght not be adequate in the
future. So | wll suggest wording that broadens that to
allow for things other than GJ M5 shoul d sonet hi ng ot her
than GO M5 becone an accepted standard for sone new drug or
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nmet abolite. Because when we wite these kind of docunents
they tend to be around for a long tinme and it would not be
good, | think, to get |ocked in.

The only other coomment | had is at the bottom of
page 5 and top of page 6, the conparison discrepancies. |
think that's really inportant as a submssion for the
510(k). But | think it's absolutely wong to try to include
that in lay user |labeling. They won't understand it. |
think it would confuse and be very difficult, and I would
ask that you consider a different way to approach the issue
that you're really trying to get at. But to have a
description to |ay users about discrepant results and two-
by-two boxes and things would, | think, not work.

Thank you.

DR N PPER Thank you very mnuch

Movi ng on to question 2, what studies are
appropriate to ensure that these tests produce acceptabl e
performance in the hands of hone users?

[Slide.]

|'ve asked Dr. Boughman to start this one, to be
nore fair to Ms. Rosenthal and Dr. Habig.

DR BOUGMAN | think this is the question
wherein we transcend fromthe factors thenselves to the use
inthe lay public, and in fact rai se many of the hunman
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factors issues that Ms. Kingsley did in fact address very
wel I this norning.

| f or when these products cone al ong for
exam nation by reviewers, | think at that point there are
going to have to be sone very serious exam nation of some of
the comments that were nade earlier that woul d be very
appropriate during the--to test the accuracy of the kit
itself, but the use in the lay public. The concept of a
control or the background testing, for exanple, that was
nmentioned, the pH the specific gravity and so on. To
expect lay users to performsuch a series of tests prior to
the actual positive/negative test itself |I think will need
sone specific exam nation

The other point that | would nmake here, and save
sonme ot her comments for the question specifically on
| abeling. There have been several comments today about--and
several terns used: positive, presunptive positive,
indetermnate. |'mnot sure whether sone of those phrases
m ght be in the vocabul ary tests of seventh graders. But in
fact, in general populations | can inmagi ne that phrases such
as presunptive positive or indetermnate would not neet the
criteria for use by such a broad popul ati on as woul d be
expected to be using these kits.

So | think there are sone real chall enges here.
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Even if the kit itself in the hands of a professional would
meet all of the appropriate criteria, | think the transfer
to the lay user will create sonme real chall enges.

DR N PPER Thank you. Dr. Everett?

DR EVERETT: | guess for nme the issue still is
what happens when the test gets in the hand of the user. In
this case the user is either the person who's having the
test perforned on themor the person who's actually
performng the test. In this particular case | would |ike
to see sone data stratifying the people who at |east are
having the test done on theminto nale and fenal e.

Particularly with kits, we run into a probl em when
we tal k about having a patient prepare to take the sanple.
That is, wth females when we do urine tests, particularly,
we have a wipe that we use to clean themprior to giving the
urine test because it increases the rate of false positive
if we don't try to clean up that environment and renove sone
of the possible contamnants that will cause a cross-
reaction of the test.

So | would like to see data clarifying that
particular issue. Wen we do the test, particularly on
fenal es, whether they're close to their tine of nenses as
opposed to doing themwhen they're not close to nenses so we
don't have blood mxing into the sanple itself.
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The other issue is, when we tal k about the user we
don't define the age of the user which kind of clarifies
what | evel of education they have. Wat we're tal ki ng about
in teenagers who are using the test to check thensel ves
bef ore they get honme knowi ng that nomis going to do the
sane test when | get there, so I'll knowto avoid it.

But in essence, we had sone data on how wel |
adults versus | guess teenagers using the test, and how wel |
they could actually carry out those instructions. So that
we don't get confusing information again and then falsely
being bl amed for sonething they really are not responsible
for. Sol'djust like to see sone of that data stratified
in that sense.

DR N PPER Thank you, Dr. Everett. Wody?

DR LEWS. As far as acceptabl e perfornmance and
how one coul d evaluate this in advance of rel ease, sonething
struck me earlier when it was nentioned by the gentlemen who
were invol ved with poison control centers, that there are
|''msure many exanpl es that you could relay and probably a
very | arge dat abase, because the poison control centers
keep, | believe, pretty accurate records of the kind of
responses that they nake to people either calling in or
trying to get information

I n many cases, | suspect it's because of inproper
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usage of sone product which they or their children have
gotten hold of and, therefore, have led to these disastrous
results that they're calling a poison control center about.

| just wonder if that kind of information in sone
way is translatable to what happens with the perfornmance of
a good and proper kit by individuals who, for whatever
reasons, end up with poor performance. Does that ring any
bells with Dr. Kurt or Dr. Tong and the fact that there is
that kind of information in poison control centers about the
adver se consequences of properly designed devices but
i nproper performance on the part of individuals when it
cones to poi sons?

DR KURT: Poison center calls, there's
approxi mately one call out of the 200 that our poison center
in Dallas receives per day not about that but they say, |
have a friend who's going to go in and have sone testing
performed, and how long is the narijuana or cocaine going to
be in the urine. They want to know specifically, wll it be
there after a day or how nany days and that type of thing.
So they're not asking about a friend, they're asking really
about thensel ves. About one call a day on that.

DR NPPER Dr. Tong?

DR TONG There is a national system of
col l ecting poison data, and the database in 1996 was over
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2.2 mllion exposures to sonething potentially harnful or
poi sonous. |t would be interesting to go and see the
nunbers of cases involving a hone or on-site test kit.
Because ny feeling is that that nunber is going to increase,
just like any new product that's put on the narket.

That's an interesting point because if the
product, the kit contains any material that nay be
potentially harnful, a reagent or whatever, you can bet that
t he poison centers will be getting calls from parents whose
young children may have gotten into it, or sone other way
conme in contact withit. So |l think in regards to poison
centers, | think there is a possibility interns of the role
that they can play in this.

DR LEWS: Don't msunderstand ne, | wasn't
t hi nking of the poi sonous nature of the naterial in these
kits, but sinply as a source of information such as this
dat abase that you nentioned as to products that people do
m suse unintentionally and then end up calling the poison
center. That gives you a kind of a rough feel for how often
are people likely to msuse the over-the-counter product, in
this case the drug testing kit. That was ny thought there.

DR TONG In the conversations with non-
prescription drugs, this cones up often in terns of what is
the industry's responsibility. S nply putting an 800 nunber
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where you can call to get information isn't sufficient. You
have to have peopl e at the other end who can answer
questi ons.

So again, on the product itself, it may need sone
addi tional information than sinply where it's nmade and who
made it, because |I'msure individuals are going to be

calling for the kind of things we're tal ki ng about,

interpretation. | had it in ny pocket for two days and now
I'mlooking at it. |Is it positive or negative? Wiat does
it nean? And you'll need individuals who can respond to

t hat .

DR NPPER Thank you. Dr. Rej?

DR REJ: | think someplace in Section B, since we
had seen fromsone prelimnary evidence the | arge nunber of
so-called indetermnate or borderline reactions, sonewhere
in the design there has to be sonething of what one does
with those data, since they seemto be reasonably preval ent,
at least with some of the devices, and whether they're
sonehow excl uded or there should be sone gui dance to the
sponsor so that they're handled in the sane way. O course,
that will be addressed later, but that should be also in the
| abeling if these indetermnates are there.

| think that sonme aspects regarding the visua
acuity skills needed--can sonebody who's colorblind be
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expected to read the results of this test? Actually, |
think to do a study that these tests reproduce acceptabl e
performance in the hands of the honme users nmay actual ly be
very hard to duplicate in a controlled study because the
actual users of these tests are likely to be parents who
have strong enotional and famly ties to the individua
who' s bei ng tested.

| suspect that if this test were to be done at
honme, it would not be under the nost tranquil famly
situations, and | think that would be hard to duplicate in a
field trial unless it was done on real parents with rea
kids with their own urine.

DR N PPER Thank you. Dr. Goldsmth?

DR G DSMTH | would agree with Dr. Rej's
comrent s about borderline values. | think that definitely
specinmens that are in this borderline range ought to be
included in any of the studies that are done. In addition,
| very much agree with Dr. Everett's comrents that the
enphasi s of the studies have to be on the end user and on an
appropri ate user group.

DR N PPER Thank you, Dr. Goldsmth. Dr. Sohn?

DR SOHN Inline with what Dr. Lewis said
earlier, 1'd like to see that the tenperature strip on the
contai ner can be read by the lay person who is reading the
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kit to prevent substitution of a sanple. Dr. Rej nentioned
color and color-blindness. | think equally inportant is the
lighting and can this kit be read, can the results be read
under different lighting intensities?

Many of these substances, nost of the drugs that
we deal with are pretty robust substances so | don't think
that some of the problens in terns of when the sanpl e was
collected until it was put in the device are inportant, but
they should be | ooked into. However, | think it is
inmportant to verify that the time that the substance, the
urine is brought--if we're dealing with urine, is brought in
contact with the test kit shoul d--there may be varying
intervals between the tine that this occurs and the sanpl e
is read.

Also, | believe that stability is inportant. Mm
| ooks at the sanple and says, it's positive, and Dad cones
hone three hours later. 1Is the result going to be the sane?
If that result is not stable one gets into a variety of
probl ens there.

| would like to see cutoffs being the sane because
there may be two kits in the house and what happens, the
kids--we test the kid again, and | ook, he's negative. Were
do you get--so | think we a conpatibility of cutoffs, at
| east we would know that if a second kit were used that it
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would work. So | think that's--

DR NPPER Do you nmean a second kit of a
di fferent brand?

DR SOHN O a different brand, yes, sir. | mean
| hope that there's a--let me put it this way. | think we
deal regularly with the concept of interlaboratory
variability. | think this thing is inportant because peopl e
may buy two kits, two kits fromtwo different manufacturers.
And they say, let's check it with this kit. | think that
standardi zing cutoffs, for better or for worse, nay be
inmportant in this situation.

Also, I'dlike to see a container, 1'd like to
see, if it's urine, that it be placed in a container which
has--and this technol ogy is avail abl e--a cap which seals so
that it cannot be readily opened, and it could be sent on to
a | aboratory for confirnation.

DR N PPER M. Rosenthal ?

M5. ROSENTHAL: Thank you. | think we have a rea
human problemhere. | agree with Dr. Gerson who said that
this is not a person testing thenselves as we have with
gl ucose testing and with pregnancy tests. Wat we have here
is essentially a hostile takeover. W have a parent trying
to test a child who probably doesn't want to be tested.

And we don't have a regine |like the |aboratory-
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based forensic protocol where a specinen is collected and
nmonitored, and col |l ected by sonebody who's trained. W have
urine being collected by an anxi ous parent, and probably the
urine of a child who has already spoken to Dr. Kurt and
stayed out of the house for three days and conme honme and now
his urine may |l ook fine. |If that parent gets a negative,
they think their child is fine. They don't understand that
this is a screening test, not a test that is actually a

di agnostic test.

V¢ saw slides today that generated several hours
of di scussi on anong panel nenbers who really are educated in
this, and |I'mwondering who we're expected to convey all of
this at a seventh grade |level to a popul ation that knows
not hi ng about screening versus diagnosis. | wonder if there
is a point at which we say, the test nay be good for what it
does, but it may not be good in the hands of the public.

DR N PPER Thank you. Oossing the barrier
there, 1'd like to call on Dr. Habig to answer question 2,
pl ease.

DR HABIG | think really ny only concern here is
about--1 feel positively about the consunmer survey. | think
that is a critical aspect for assessing before a product
goes on the nmarket that it is going to do, or many of the
aspects of what it's going to do will be appropriate.
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| think I would recommend--this is alittle out of
character for nme--that the FDA create a sonewhat common
questionnaire, or provide some essential requirenent type
questions because if there's 14 test kit conpani es providing
questionnaires it would be really hard | think for the
agency to interpret how effective the |abeling or the design
of the devices are. |'mnot sure that a proscri bed
questionnaire is the answer, but perhaps sone particul ar
questions or sone gui dance specifically about questionnaires
woul d be useful .

DR N PPER Thank you, Dr. Habig. Dr. Tong,
guesti on nunber 2?7

DR TONG | can't help but go back to the OIC
experience, because | know we're very often frustrated at
performance in the sense of getting our consuners to take
the nedicines as the label instructs. |In fact there was a
recent study out of Enmory University that showed that half
the time, despite the fact that the | abel is there,
readability, font size, print size, half the time the
caregiver still gave the nedicine in error, nost of the tine
under - dosi ng.

So the concern is, can we inprove perfornmance?
Can we | ook ahead and say, there nmay be sone needs to
enhance the performance of the user of these particular

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




prb

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

190

products.

I n the pharnmacy nedicine situation we tal k about
the learned internedi ary, the nurse, the pharnacist, the
physi ci an rem ndi ng patients about the proper use of non-
prescription type nmedicines. |In this particular situation,
" mnot sure--you know, do teachers get involved? Are there
learned internediaries in this environnent where a parent
and a child is dealing with a question of abuse or m suse?

But that's sonmething | think that's worth thinking
about or asking people who are in the business, how can the
per f or mance be enhanced, assum ng that the performance isn't
going to be at the level that we all want it to be.

DR N PPER Thank you. Dr. Gerson?

DR GERSON  Sticking to the thene of getting back
to basics, one of the questions is about achieving
acceptabl e analytical results. | don't think that we' ve
defined what is acceptable. Until we do that we can't nove
forward

It sounds to nme like we're dealing with a
popul ation that believes--to use termnology that we're used
to, that believes it is 100 percent sensitivity, 100 percent
specificity, 100 percent efficiency, 100 percent predictive
value of a positive test as well as of a negative test. And
those of us who deal with these things know that that just
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doesn't happen.

It sounds |ike what this popul ati on woul d want is,
a positive test means | or ny kid is using drugs, with 100
percent reliability, and a negative test neans, | don't have
a problem | think FDA needs to address that.

You al so go on to say, understandi ng concepts of
sensitivity, specificity--if you want to keep that wordi ng
in then | would run the whole thing, predictive value of
positive test, predictive value of negative test, and
efficiency. Lay it all out, have the sponsor address those.

Reacting to a conment that Dr. Everett made, if in
fact there is--and | don't pretend to knowif this is
correct or not. If in fact there is a relationship between
age and education level, ability to read, follow
instructions and all that, and in view of the fact that FDA
has gotten into the business recently of having ages to
purchase certain products--and | don't nean this to be
flippant--shoul d there be sonme consideration of how old you
have to be to buy such a product, if in fact there is a risk
that it won't be used appropriately?

Then finally, | find it nost interesting, the
comment nmade by the consuner representative about whet her
this is ready for the public or the public is ready for it.

DR N PPER Thank you. Dr. Manno?
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DR MANNO |I'mhaving a little problemhere

getting ny thoughts lined up. But at any rate, | think
t hat - -
DR NPPER Do you think that we should drug test
you to see if you' re on some mnd-altering material here?
DR MANNO It's probably this cough drop that |
have, given to ne by one of the FDA people.
[ Laught er. ]
DR MANNO At any rate, some of the points that

have cone up about having a tinme that is acceptable for

testing fromtinme of collection to test, | think is
inmportant to include in our evaluation. | think that's very
inmportant. It takes in, again, the pharmacol ogy of the
drugs as well as just the shelf life, if you will, whatever

the environnental conditions are.

| think I would be interested in seeing
information about at all ages that this would be directed
at. This is assumng that a parent can squeeze a speci nen
out of a kid. | have been there as a parent. It took ne
three years, and |I'man experienced | aboratorian. It took
me three years to get the appropriate specinen to get
tested, mainly because | was testing teenagers who flatly
refused to give. And there wasn't a thing | could do if I
didn't have a positive.
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So the famlies that |1've heard today nention they
had the rapport. W thought we had the rapport too, but
they were educated kids and knew what to do, which reflects
Dr. Rej's comrents about the educated kid can get around an
awmful |ot.

DR NPPER O what not to do.

DR MANNO That's right.

DR NPPER Dr. Kurt?

DR KURT: As a parent of three children nyself
plus, on the other hand, being a professional in dealing
with thousands of calls fromparents in the past through the
poi son center, | think that the social issues pointed out by
El I en Rosenthal, plus the professional circunstances where
m sunder st andi ng on the part of anxi ous parents occurs in a
situation like this, creates a situation where the only
confortable way that | feel that a honme test kit could be
offered of this sort would be to have an enpty urine
container to send in to a proper |aboratory.

Now under the circunstances, if that does not
i ndeed occur, | think that the population that is tested
shoul d not necessarily be parents and children of Ph.D. s or
MD.s, but it should be a population that's conparable to
the seventh grade | evel, and not necessarily |exic enough to
read a newspaper ad to cone in and obtain the test. | think
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one way of possibly approaching that, if it can be done,
woul d be go to school counselors and find out what parents
have called in to school counselors and nmake the test kit
avai |l able to the parents through a school counsel or.

Then | think that other questions shoul d be asked
concerning confirmation, such as would you send in the urine
for a confirmation if it were free, if it cost $25, $50, or
if the result would cone back in a week? O would you want
to be told that your original result was wong and you'd
have to nmake anends w th your child on decisions that you' ve
made already, if the original test was wong?

DR NPPER How about if you get a rebate for
confirmation of the original test?

DR KURT: A survey of that sort to be conducted
anong the parents to find out what really woul d be foll owed
up fromthe standpoi nt of the parents.

DR N PPER Thank you. Dr. Harrington-Falls?

DR HARRI NGTON- FALLS:  Just to summarize, | agree
that studying the group that we're intending the use inis
going to be very helpful. Regarding the various tests that
m ght be marketed, | think our nedia and di scussion will
kick in. 1 have faith that the systemw ||l kick into
educate the public as to what potentially the test--what
benefits the test can have, and the limtations of the test.
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three or four of these tests and saying, this one worked
very well and confirmed the results that were found, and
this one we found was not reliable would, in and of itself,
take care of a nunber of questions.

Once again, 1'd be curious to see, as M.
Rosent hal had nentioned, how well we could get the kids to
give the sanples since they were not testing thensel ves,
they were being tested by a parent.

DR N PPER Thank you. | have a coupl e of
comment s about question 2, and | hope you'll forgive ne for
injecting the chair's opinion at this point.

| think that in dealing with question 2, | think
you have to separate the hands of the hone user fromthe
person who gives the specinmen. For exanple, | think it
woul d be highly appropriate to test specinens fromkids
wi thout necessarily injecting the lay parents' perfornance
of the test kit into the system You take specinens that
are fromchil dren whose parents--who have been brought into
the system You test those on the kid.

You then turn around and give the kit to parents
and give thema urine to test and see how well they do it
when it's not on their own kid. You try to divorce--that's
a bad word--try to renove the psychol ogi cal tension and
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trauma fromthis particul ar issue.

| hope that | can also inject another basic, in
addition to those that Dr. Gerson has so aptly injected.
That is that | would like to knowif--and | would like to
know this fromreasonable studies, if there is a nedically
allowabl e error rate that is acceptable to the public and to
health care professionals fromthis type of device.

W are used to or trying to adjust our testing
expectations in clinical |laboratories to tolerate a
certainly nedically allowable error. | cannot renove nyself
fromthe notion that these are clinical tests because they
deal with the health of the tested person, if not just
nmental health, and the health of the famly rel ationship,
and the nmental health of the parent. | would |ike to know
what error rate we are willing as a nation to tolerate in
order to have these devices on the narket.

So 1'll leave that one |ying on the doorstep, and
| would like to nove along to question 3 about |abeling and
communi cation of test performance limtations to users.

| think Dr. Harrington-Falls is not only next up
but she's an appropriate choi ce because she deals with the
patient care public and communi cates, |'msure, sone test
performance limtations to users in other settings. Mybe
she'll comment on question 3.
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[Slide.]

DR HARRI NGTON FALLS:  Regarding this question, |
think as |l ong as whoever the test kits are marketed to
understands it's a screening test, not necessarily a
di agnostic test, although that is what they're going to
believe. But just a chance to open the communi cation, get
sone type of information to continue the comunication
process | think will be extrenely hel pful, with the
screening, identify the positives, and then allow treatnent.
So | think that's going to be very hel pful.

| would use the exanple of HV testing. Wen we
decided that we had a test available for the HV virus we
didn't just give out the test, but it was coupled with
counsel i ng beforehand as to met hods of transm ssion, and
prevention nmeasures, and what would the test potentially
screen for, that there was going to be a followup test and
so forth. So | think that would be a very conparabl e
exanpl e as to what we can | ook for here.

What | would like to see in terns of |abeling for
t hese devices by lay users is, again, the ability to have a
resource 800 nunber that the user can call for further
information on positive or negative results. The Roche
representative in his presentation did include sone pictures
that | thought were very hel pful that we could use in our
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non-literate |ay user.

Then once again, | was just awakened today
listening to the parents in particular tal king about their
concern, their love for their children, their concern for
the well-being of their children, that the medica
prof ession and the social resources that we have, we really
have to wake up and address this issue nuch better, because
we need to really take nore action and be nuch nore
proactive in dealing with this probl em

DR N PPER Thank you. Dr. Kurt, could you
address question 3, please?

DR KURT: Yes, | certainly agree whol eheartedly
with the 800 nunber to call, not only fromthe standpoi nt of
interpreting the test but for at |east brief professiona
advi ce, and also a confirmatory | aboratory avail abl e.

| al so am concerned about the legal inplications
of perhaps a person being tested and then |l osing a job or
bei ng dropped out of school. So | think that there shoul d
be a disclainer of sone sort, which of course |I'msure that
the manufacturer wants to protect hinself or herself as
well; a disclainer saying that this kind of test, because
it's a screening test, cannot necessarily be used in any
kind of a regulatory or |egal basis.

DR N PPER Dr. Manno?
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DR MANNO | really would like to support the

previous two comments. | amconcerned about the |evel of
readi ng conprehensi on. That keeps com ng back to ny m nd.

| think it's primarily through the experience in ny own
institution which has had many years as a charity hospital
and we have had to revanp so many of our sinple instructions
of why give a vaccination--sonething as sinple as that--in
order to reach our, in this case, patient popul ation. But
those are the sane people that we're addressing here.
They're the citizens of the country. | can't stress enough
that we need to look into that very definitely.

DR NPPER Dr. Gerson, how woul d you communi cat e
test performance limtations to users?

DR GERSON  The nmechani smshoul d be, keep it
sinple. 1'll just nake four comrents that | feel are the
nost inportant. Just nmake it very explicit, positive
doesn't mean drug use. There are false positives. Negative
does not nean | ack of drug use. You nust get a
confirmation. Then there should be a referral source for
hel p or consultation.

DR N PPER Thank you. Dr. Tong?

DR TONG | think the devel opnent of a |abel for
an over-the-counter product really requires a great deal of
skill or experience or sophistication. It's not a sinple
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thing just to nmake sonething | ook attractive. A |abel can
actually contribute to enhancing performance, getting people
todo it correctly or to follow the instructions.

So ny suggestion would be to invol ve peopl e who
are experts in labeling. As we've heard this norning, wite
it right, doit right. So | would say there are people and
resources for devel oping | abeling for consuners and the
public, and to begin addressing that and begi n working on
t hat .

DR NPPER Dr. Habig?

DR HABIG | also agree that it needs to be kept
sinple. Sonething that Dr. Harrington-Falls said that
encouraged ne to say that it shouldn't naybe just be | abel ed
as a test for drugs of abuse, but it could be | abeled as a
tool for communi cation of drug abuse issues, or resolution
of drugs of abuse confrontations or sonething. So people
understand it's not the single thing upon which deci sions
are nade.

VW' re kind of tal king about Section 2, and near
the bottomof page 7 we need to, | think based on Dr.
Wllette's data, challenge the assunption that HHS testing
has a universally accepted | evel of performance. It nmay be
uni versally accepted, but | think one would strike the word
high, if it were in there, and that is the assunption |
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bel i eve. Wen we see that data a little nore carefully, I'm
not sure we'll agree with that assunption.

So | think that that issue needs to be addressed.
That's not addressing | abeling specifically, but it's in
Section 2 called |l abeling. Thank you.

DR N PPER M. Rosenthal ?

M5. ROSENTHAL: | agree, keep it very sinple. |
think even of greater inportance than what the instructions
are is the order that they are givenin. | think the very
first thing has to be in some way to convey to the user that
it isn't a diagnostic test.

| just want to go--1'I1l get that later. That's
all.

DR N PPER Thank you. Dr. Sohn?

DR SOHN | agree with everything, but | would
add that the |l abeling should clearly indicate those
substances that the kit sees with their common nanes, as
wel | as those substances which the kit does not see, again
with their common nanes. | wonder whether this kit probably
shoul d be bilingual, the |abeling should be bilingual. In
ot her words, a conpanion, particularly in Spanish.

DR N PPER Thank you. Dr. Goldsmth?

DR &DSMTH If there are other words to use
ot her than positive and negative, because there is so nmuch
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iffy-ness around that. Indetermnate is probably too
difficult a word, | agree. But to try and come up with sone
| anguage perhaps ot her than positive and negative woul d be
hel pful .

Pictures, multiple |anguages, | agree; | had that
down. And to keep it as short as possible for |abeling.

DR NPPER Thank you. Dr. Rej?

DR REJ: Mich of what | was going to say has been
said by other panel nenbers. | think that an appropriate
answer though to point 3 is really what the answer to point
5is regarding confirmatory testing. | think the |abeling
can be alittle bit sinpler and sonewhat nore rel axed if
confirmatory testing is really part and parcel of the
package.

| quite agree that--again I'l|l betray ny bias in
this particular situation in saying that a false positive is
probably nore dangerous than a fal se negative, but | fully
appreci ate what parents would not want to get fal se negative
results. But | think having a result that says, requires
confirmation, rather than positive, because | think positive
is really too highly charged.

It may reflect on the quality of ny lecturing, but
ny public health students really don't quite grasp the idea
of a screening test without nore than one or two exposures
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toit. Sol think for the lay public, | think the idea of a
screening test is really a hard concept to get because, |
think it was Dr. Gerson who said, the bias of the person
buying it is 100 percent sensitivity, 100 percent
specificity. That's really hard to overcone, and certainly
sayi ng negative and positive reinforce that concept.

| agree that the drugs that it can detect with
their street name, and those that it can't, is very
inportant. Maybe sonet hi ng about drug disposition, half-
life, that after a certain tine certain drugs, even if
they're used, can't be detected. In fact all of those
enhance any OIG ness of such a product.

DR NPPER Dr. Lew s?

DR LEWS. | really don't have anything to add,
but as | listen to all of the other comrents | think that if
we did everything that's been recomrended we woul d end up
with that 79-page docunent that acconpanies the kit.
Sonebody earlier this nmorning said, you want to keep it
sinple. But all that's been said, how sinple can you nake
it?

DR N PPER Thank you. Dr. Everett?

DR EVERETT: Wth the label it's inportant to
keep it sinple. However, in nedicine there's some
saf eguards we have to take. That is, this is probably one

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




prb

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

204

of the first kits that will use | arge anount of body fl uid,
and as | | ook through the docunents there's nention of
educating the public on universal precautions.

Wiereas, if you worked in a doctor's office or you
worked in a hospital, you would know everyt hi ng about
uni versal precautions because they're pl astered everywhere.
Because the first tine sonebody gets HV and they don't know
where they got it from they go back to their enpl oyer and
| ook for sources of contamnation. And the first tine the
girlfriend get infected, only to discover she was doing this
test on sonebody el se who's already infected, they're going
to sue sonebody.

So in this particular case sonehow, either in the
kit insert, package insert, or on the label itself there has
to be sone nention of howto protect yourself from body
fluids, particularly when they may be contamnated with HV
or hepatitis B or sone other infectious agent. This is not
al ways obvi ous when you | ook at a person. And even though
inthis particular case we tend to think of the biol ogica
parent performng the test on their own kid, it will be
ot her people performng the test on people who they are
sonewhat casual |y associated wth.

Trying to educate the public has to be
incorporated either into the test itself--and of course it

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




prb

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

205

shoul d be--or if there's sone nmass nedia blitz to explain
the limtations of this particular test, that kind of
i nformation needs to be included.

The last thing 1'd like to indicate is that there
shoul d be some sinple |abeling or diagrans or pictures
instead of words to explain the limtations of this
particul ar test as well.

DR N PPER Thank you, Dr. Everett. | think we
tend to assune that this is parent testing child or guardian
testing a mnor. But | think that a realistic individual on
this panel will continue to stick the pinin his legto
remnd hinself that once these things are on the narket,
Katie, bar the door, everybody is going to be testing
anybody they can nmake pee in a bottle.

Dr. Boughnman?

DR BOUGHMAN In fact | would like to address
that population for just a nonment. Having spent a routine
Saturday night in a Baltinore Gty police cruiser--1've done
that recently--and another night in a honeless shelter in
Balti nore, knowi ng that there have been over 20,000 drugs of
abuse uses in the city of Baltinore since we've sitting here
this norning, know ng the huge problemthat we have out
there, it worries ne that we seemto be approaching this
from for lack of a better phrase I'll say a PTA nentality
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where we have been tal king about the |labeling that a caring
set of parents would ook at in this process, when in fact
the question that's going to be asked by many peopl e who
woul d use such a test is, did the kid use?

The question really is, use what? |f we have
nunerous tests out there testing for different substances
and different conbi nati ons of substances, we have conpounded
this probl em

| don't know the street nanes, but one of the
groups that I can inagine very easily using this kind of
test would in fact be a mddle | evel dealer who is testing
their transporters or their deliverers, and in fact they
don't want to know about whether these kids have used
cannabi s or opium they want to know whet her they have used
blues or glories or pops. And | have no idea whether those
are street nanmes or not. | just nmade all those up, just
pi cked those words out of thin air.

But the point is that to have a listing on the
insert to talk about cannabi noids or opiates and have any
expectation for people to understand what those actually
mean | think is extrenely unrealistic, and I have a rea
concern about that correlation.

DR N PPER Thank you. At this tinme we should
nmove on fairly rapidly to question nunber 4.
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[Side.]

|'mgoing to start with our industry
representative on this one about what perfornance standards
are appropriate to establish safety and effectiveness of
t hese devices? You' re on the plank, Bob. Take a step.

DR HABIG | don't have a definitive answer to
perfornmance standards. Because of the anal ogy with sone of
these tests that are already available for use in the
| aboratory I don't think--no, 1'"'mbe nore positive--1 don't
agree with the assunption that a pre-narket approval
actually is the approach to answer the question about safety
and effectiveness. | think the major concern about that is
confirmatory testing, and one can sort of order confirmatory
testing w thout having a PVA application.

M/ advice is sinply, let's not over-regul ate how
to put tests on the market that are useful by |eaning on the
words safety and effectiveness. Let's put tests on the
market if that's a good idea with the | east anount of
regul atory requirenment that assures that the tests are used
as i ntended.

DR N PPER Thank you. Dr. Tong?

DR TONG |'ve given sone thought on this and |
really don't have anything to add to a ot of what's already
been said. So I'll pass to Dr. GCerson.
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DR N PPER Thank you. Dr. Gerson?

DR GERSON | think first we need to define the
popul ati on, define what questions are going to be asked.
Then you can do sonething very sinple |ike go to your
receiver operator curves. Then you can define perfornance
standards that are going to give you the perfornmance you' re
| ooki ng for.

M/ response is, | don't think we are at the point
where we can define what the performance standards shoul d
be.

DR N PPER Thank you. For those of you who
couldn't hear, Dr. Gerson said, | don't think we're at the
poi nt where we can define what the perfornmance standards
shoul d be.

Dr. Manno?

DR MANNO |I'mnot sure that | understand the
definition of safety with this device in terns of how we
usual |y think of safety with over-the-counter drugs or wth
the prescription drugs. So I'mnot quite certain at this
poi nt how to address that. However, | do echo the concerns
of Dr. Everett on the infectious nature, let's say potentia
infectious nature of specinmens. And | think we've pretty
wel | covered the effectiveness at this point.

DR NPPER Dr. Qutnman?
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DR QJIMAN | can clarify this question a little
bit. Wen we think about an in vitro diagnostic--and |
don't suggest that infectious problens fromhandling these
materials may not be problens. Actually, the safety of an
invitro diagnostic in many ways is connected to its
ef fecti veness because it's the inpact of fal se positives and
fal se negatives, and the way infornmati on may be m sused.

And performance standards, whether this is a
510(k) or a PMAis really not as clever as what our chair
has cone up with, which is allowabl e nedical error. That
woul d be what | woul d seeking, whether it was a PVA or a
510(k). Dr. Cerson nmay have the extant answer, which is
there's no answer at this point. But if anybody did have an
answer or a way to help us align that answer, | don't know
that the first conpany that comes through with a product
like this will be satisfied with an answer that there's no
answer .

DR N PPER Thank you. Dr. Kurt?

DR KURT: The first performance standard that |I'm
concerned about is fromslide 26 which shows a consi derabl e
variability fromthe available test kits for professiona
| aboratori es now where the proportion of false positives to
fal se negatives varies a great deal. So | think that there
shoul d be some conparability anong existing tests for the
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relative false positive or fal se negative and how they fall
because it would be better in general to have a fal se
negati ve test than too many fal se positive tests. That

rel ati ve range shoul d be conpar abl e.

Then | think you have to really ask the question,
do you want this test perfornmed as it is nowin a |aboratory
where a professional |aboratory person is doing it or by an
amateur? Simlarly, as you are flying honme this evening, do
you want an airline pilot to fly your 727 or a person who
doesn't have a pilot's |icense?

DR NPPER That's certainly graphic.

Dr. Harrington-Falls?

DR HARRINGTON-FALLS: Since we're relating safety
and effectiveness to the fal se positives and fal se negatives
| would just say that as long as the instructions can be
easily followed and the person understands in perspective
what the result says. |If it's just screening, needs
confirmation, or if it's, this is positive, that nmeans the
person definitely used this. As long as they' re aware of
those two things | woul d be satisfied.

DR NPPER Thank you. | would like to nmake a
comrent about all owabl e nedical error and reasonabl e
standards. | think that at the |last neeting of this pane
which dealt with home use glucose test, test nmaterials, saw
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a graphic illustration and heard al |l egati ons of problens
that occurred when a device for neasuring glucose that did
not have the sane accuracy and precision as a central

| aboratory device was allowed to be in the hands of
consuners, for the best of all possible reasons, and that
was i nprovenent in glucose control.

There are great benefits to that particul ar
nmedi cal application of a hone use device, and there are
potential great benefits of the application of home use drug
test kits. | drawthe parallel because |I think it's
i nportant when we deci de what perfornance standards shoul d
be established that we not go down the road of rel axing
performance standards for a honme use device over that
required in a central |aboratory.

| think that if we have a chance to have devices
out inthe field that performat a higher standard than
t hose | aboratory screening devices that require
confirmation, we should nove in that regard.

Dr. Boughnman?

DR BOUGHMAN | would just like to add one
comrent and that has to do with the data that we heard about
today that had a great deal of difficulty with borderline
readi ngs anong professionals. | think that if we're talking
about effective use and interpretation of honme use kits, if
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we have not only the variability but a great deal of
difficulty at the edges and in interpretati on anong the
professionals that we need to be very careful about the same
situation magnified many-fold in the lay public.

DR N PPER Thank you. Dr. Everett?

DR EVERETT: Wat | would say is for perfornance
standards, again | agree we're not really ready to determne
what those are. At sone point those perfornmance standards
shoul d be determ ned based on the sensitivity and
specificity in both the ideal situation, which is with the
| aboratories, and then of course, conpared to what those
nunbers are in the hone or real world situation. And
hopeful l y we can pi ck some poi nt between those two extrenes
so that the public wll be safe fromthe anal ytical or
bi ostatistical analysis of those nunbers, and then setting
t he perfornmance standards.

The other thing is, of course, when we get away
from nunbers we deal with people and not so nmuch nunbers.
And that safety, perhaps could be just including a pair of
gloves in each kits and informng patients or people in the
real world to use themwhen they're going to do this
particular test. That nay add a little, maybe 50 cents or
15 cents to each kit, but in essence it would protect a | ot
of peopl e.
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DR N PPER Thank you, Dr. Everett. Dr. Lew s?

DR LEWS. Pass.

DR NPPER D. Re?

DR REJ: | quite agree with the chairman's point
that we shouldn't relax standards just because they're
desi gned for over-the-counter use. In fact, they shoul d
probably be nore stringent because one is unsure of exactly
how they will be used. | think that the perfornmance--I
raised that issue in ny answer to question nunber 1.

It would be difficult to say an exact performance
standard, but certainly no less than that of the | aboratory
I mmunoassay system But those are all confirned, and |
think it's going to be very hard to say that performance at
that | evel is adequate, because those tests go on to anot her
level. Again, that is also raised by the next question
about whether you're going to require confirmatory tests. |
think that the perfornmance standard could be a little bit
di fferent dependi ng upon whether you' re going to require
confirmatory tests.

| think the end result should be certainly no | ess
than what's currently available fromthe | aboratory.

DR N PPER Thank you. Dr. Goldsmth?

DR GDSMTH | agree with that. | think we
shoul d not have rel axed standards outside of the |aboratory
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setting. But exactly what those standards are, | agree with
Dr. Gerson, | don't think we can really define that at this
poi nt .

DR NPPER Dr. Sohn?

DR SOHN | strongly support what Dr. Rej and Dr.
N pper has said in terns of not relaxing standards. |'m
anare of Dr. Qutnman's statenent regarding safety. However
just using the word safety | think we shoul d renenber that
CBHA does not consider urine as a biologic fluid that goes
under the bl ood-borne infection standards.

At the present tine, DOT requires that a certain
nunber of sanples be tested as blind sanple containing a
variety of analytes. | do wonder seriously whether at this
stage of devel opnment we cannot have a standard chal | enge
panel to be given to kit manufacturers. Nanely, have a grid
whi ch contains drugs say at various levels. Level 1 nay be
a negative sanple, level 2 may be 25 percent bel ow t he
cutoff, level 3, 25 percent above the cutoff. Were we have
this grid where we can say, present or have a contract to
devel op a 100-sanpl e test challenge kit to be used by
manuf acturers to evaluate drug testing kits.

| have taken urine-containing drugs, have had it
mcrofiltered, encapsulated, in vials, and they've | asted
like forever, for many years. | think we are at a state of

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




prb

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

215

devel opnent where we can do this and instead of having, say
100 drug users in a programtested, | think we should be
able to at this stage have a common panel that every kit
manuf act urer woul d use to have that kit chal |l enged, where
the kit would have a variety of substances in addition to
what ever substances are used to eval uate cross-reactivity,
to evaluate sensitivity and the |ike.

DR N PPER Thank you. M. Rosenthal ?

M5. ROSENTHAL: | agree with Dr. N pper that we
shouldn't relax standards. That's it.

DR N PPER Thank you. Dr. Habig?

DR HABIG | think we've conme full circle, but |
now have a comment on the rel axing standards issue. That's
a pretty neat position to take, but I want to draw an
analogy that mght shed a little different |light on that.
Wien gl ucose and the | aboratory standards were devel oped,
you know peopl e tal k about 1 and 2 percent, and when gl ucose
neters for the self-nonitoring of blood glucose--a different
i ndication for use than diagnosis of, say di abetes, were put
on the market. The indications were different and in fact
the standards are different.

So the anal ogy here is that |aboratory, SAVHSA
| aboratories that do diagnosis, if you will, of people who
may be using drugs have a certain set of standards, and an
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over -t he-counter screening test, not diagnostic, for the use
of drugs mght have different performance standards. [|'m
not advocating that they should, I'mjust putting on the
table that if one uses that glucose analogy |I'mnot sure
it's so clear that equal or even better standards are
required.

DR NPPER |I'mglad you said that. And the
reason | brought it up, Dr. Habig, was that in the back of
ny mnd was the pre-SAMHSA drug testing days in which there
wer e unconfirnmed i mmunoassays and unconfirmed thin | ayer
chr omat ogr aphy devi ces, unconfirmed gas chronmat ogr aphy
nmet hods, | ack of national standards, |ack of proficiency
testing, and the drug testing situation in this country
needed i nprovenent. How s that for being euphem stic?

What SAMHSA and CAP, and sone ot her organizations
that 1'mprobably | eaving out, have tried to do is shut the
barn door. The horse is still out there in terns of
unconfirmed i munoassays still being used widely for al
sorts of purposes. The question before us in question 5,
which 1" mgoing to encourage you to nove toward in a mnute
is, what do we do to inprove the situation so that the
unconfirmed i munoassays that are still out there | ooking
for markets can be inproved to the point where the SAVHSA
QT MB situation, where it would parallel that?
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Because | would put to you that the indications
for use of a SAMHSA test and a hone use drug test are very
simlar, and deserve the sane accuracy. | would put that to
you as a question. | think that, unlike the gl ucose thing
which may be, or it used to be different. Nowit may not
be, but 1'd say they're pretty--the SAMHSA test and the hone
use test in use are pretty close in terns of indications of
use and a need for accuracy.

[Slide.]

So tell me what you're going to do about
confirmation, and tell me why |I'm w ong.

DR HABIG | sure don't want to act as though
this position is one for |owering standards or having
unconfirmed tests. But the indications for use for a SAVHSA
test result in the keeping or losing of a job, the keeping
or losing of insurance, nmuch nore dramatic things than a
parent confirmng or not confirmng use in a child of drug
use.

DR N PPER Those are consequences. Those are
not indications for use. Indications for use would be, do
we suspect drug use? Do we have an indication for doing the
test because of behavioral characteristics? QO do we
randomy check this person because of need and, fill in the
bl ank, for either public safety or whatever need the famly
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woul d determ ne? Those are the indications for use to ne.

DR HABIG There nmay be soneone here with a
better handl e on the differences between intended use, which
isto, inthis case | think, determne presence or not
presence of a drug, and indications for use which nornmally
have to do with patient populations. Here we're really not
tal king exactly about patients in either of these cases. So
it seens to ne alittle fuzzy.

Yes, the outcone, that is what you do with the
answer mght not be an indication for use, but it's the
reason for the test. | would want standards that require
confirmation before a decision is nade to term nate someone
fromenpl oynment, or to not hire them or other dramatic
issues that are different fromwhat happens when a parent
finds out in a screening test that there's a--1 forget Bob
Rej's termnology--a requires confirmation result. | find
that dramatically different.

| just think we ought to be careful of assum ng
that we have to have equal or nore stringent standards just
because of, say the |ikelihood that these tests woul d not
require confirmation. | certainly think confirmation is
i nportant, and perhaps nay be inportant enough to be
required in order to have the test cleared for marketing.

DR N PPER How would you require it? How woul d
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you require it of a test that doesn't include the
confirmation as a part of the test?

DR HABIG | don't have the answer to that.

DR N PPER Thank you. Dr. Tong, question nunber
5?

DR TONG Dr. N pper, | don't have the answer to
that question either, so |I'magoing to pass and hear the
conversation fromthe panel.

DR NPPER Dr. Gerson?

DR GERSON It occurs to nme, listening to all
this, that the dilemma in which we find ourselves at this
late hour is that we're tal king about a screening test or a
famly of screening tests, but we're tal king about an
application which is diagnostic. And you can't have it both
ways. |'mtrying not to use the word oxynoron, but that's
where we're at.

So ny advice to you--and | say very few things
worth witing dow, but here's probably one of them-is have
t he sponsor, manufacturer be very explicit. |Is this
application a screening application or is it a diagnostic
application? |If it's diagnostic, it's got to be as good as
the best out there.

Now be default today, although I don't know what
Dr. Bush's intention was, her program has becone the
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reference, the gold standard today. |1'mgoing to quote a
nunber but | don't pretend to speak for her agency and |
invite Dr. Bush to correct ne. | think the data |I've seen
is that their testing done their way has reliability in
excess of 99 percent.

DR BUSH Absol utely.

DR CGERSON So that if you want a standard, and
soneone is comng and sayi ng, we've got a diagnostic test,
then you' ve got to say, FDA fine, we don't care how you got
there, but show that you' re at |east 99.99 percent, or
what ever that nunber is, because that's what's out there.

If it's screening, then it's screening. And ny
view as a physician, as a |l ab nedicine type, is when we
design a screening test we want the fal se positives. False
positives is a desirable attribute of a screening test. It
allows you to elimnate the ones that are truly the ones you
don't need to worry about, and then focus your best
resources on the ones that mght be positive. That's a
wonder ful chol esterol screening test. That's a wonderf ul
gl ucose screeni ng test, whatever.

Now we' re back to, there's got to be confirnmation
Sonehow you' ve got to require it. In the interest of time
"Il stop right there.

DR N PPER Thank you. Not for stopping, but
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t hank you for your comrents.

Dr. Manno, do you have conments now?

DR MANNO | think Dr. Gerson has nmade a very
good point. One thing that has cone to ny mnd in the past
fewmnutes, that if you're going tolimt this purely as a
screening test without a confirmation, one alternative woul d
be, if this test indicates additional testing, see your
physi ci an or your nmental health counselor. That may be a
way to get it into the confirmation process.

But unfortunately, that mght not get the urine
that was tested and they nmay slip through the cracks. That
woul d be one--the very best answer, of course, would be to
include confirmation in some way. But | don't know how you
could require it. That's sonething that needs work on.

DR N PPER Thank you. Dr. Kurt?

DR KURT: | think confirmation should be strongly
encouraged to get as near 100 percent conpliance as
possi bl e, and even think of putting sonme type of coupon on
your confirmatory thing such as, those who do conme out with
a negative confirmatory test are entitled to get life
i nsurance or autonobile insurance for their child at a | ower
rate. And a positive test would get into the treatnent
program at such-and-such a di scount.

[ Laught er. ]
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DR KURT: Sonething to encourage people to do the
confirmation test.

On the other hand, with the regul atory, the SAVHSA
regul atory paradigml| see all sorts of potential quasi-
abuses, such as say the high school coach who's testing his
pl ayers and that has to be a prerequisite of staying on the
team He's not going to consult regul atory people, and yet
t he student could then sue the school systemand the
manuf acturer, the person in a school where drug abuse
questions occur, and other situations that could occur if
you go into a credit agency because you want a hone
i nprovenent loan. Are they going to ask you for a urine
sanpl e?

| sure hope that the nmanufacturers of these buy
sufficient insurance since the workplace testing has been
tested sone 27 tines in the Suprene Court, which has uphel d
it wwth a confirmatory test, | wonder how nmany tines it's
going to be upheld without a confirmatory test. | hope you
buy a |l ot of insurance.

DR NPPER Dr. Harrington-Falls?

DR HARRI NGTON- FALLS: | think everybody has
pretty nuch said that encouraging a confirmation is very
hel pful .

DR N PPER Thank you. Dr. Boughman?
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DR BOQUGHVAN The process of requiring a

confirmatory test remnds ne of sone of the comments that we
heard this norning wherein we do have groups, we have

manuf acturers out there who in fact are pronoting the
confidential collection of sanples and appropriate

| aboratory testing that can be confirned once the sanple is
sent away. So in some respects we are already at that

i nterface.

The oxynmoron that Dr. Gerson was tal king about to
me is not quite an oxynoron. But we don't have a system at
least that I'maware of right now, where the screening test
is actually performed before the individual is inside the
system if youwll. It is already the professional that is
doi ng the screening test and | ooking for the sensitivity in
such a way that fal se positives are okay, because we the
system know we are going to follow up

What i s happening here is a crossing of boundaries
fromOIC to inside the systemwhere the screening is in the
hands of non-professionals and the fol | owup on confirmation
woul d be in the hands of professionals. Therein lies the
problemand the gap in the information

DR CERSON Not to nake this a private dial ogue,
but what | envisioned, for instance, what is the consequence
of checki ng your own chol esterol and getting a fal se
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consequence here | think--1"mspeculating--is a whole |ot
nore serious. That was ny concern.

DR NPPER Dr. Everett?

DR EVERETT: | agree with everything |I've heard.
I'd just say, FDA should spell out those conditions for
confirmatory testing in such a way that the people who are

using the kit, at least once it gets that far, understand at

| east sone of the reasons as to why the confirmatory testing

actually needs to be done, so that it's not too confusing.
Because right nowit still seens kind of confusing to ne to
try to separate what | would do for confirmatory testing as
a physici an versus what the average | ayperson woul d do when
they read the instructions and deci de what they shoul d do
about confirnatory testing.

Then of course, there's a third person, the
manuf acturer, who may be liable if they don't put in sone
statenent of a disclainer. So with all these people
i nvol ved, FDA in essence should recommend at | east sone of
the reasons that are clear as to why confirmatory testing
shoul d be done.

DR N PPER Thank you. Dr. Lew s?

DR LEWS: 1In one sense, |'min agreenent with
everything that's been said. At the sane tine, | have a

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

224




prb

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

225

very basic problemw th the whol e noti on of encouraging,
communi cating the need for confirmatory testing. Based upon
ny own experience, which has been doing drug testing or
bei ng responsi ble for those who do drug testing in a variety
of settings over many years.

And the only setting in which the unconfirmed
presunptive positive was considered an acceptabl e
alternative was in the clinical setting where for the
enmer gency room docs who were satisfied to know that, yes, it
was positive for opiates or whatever the screening test
m ght have been used for. |In the hands of that end user,
the ER doctor, we're tal king about sonebody hi ghly educat ed,
very capabl e of understanding the inplications of this
presunptive positive.

In all other settings, and all of those that have
been di scussed here today where confirmatory testing is de
rigueur, as they say, here now we're tal king about sonet hi ng
that goes 180 degrees fromthat. That's the basic probl em
that | have.

| don't have any answers for it, but it just seens
to ne that we're sitting here tal king about sonething that
IS just so counter to everything that |'ve been taught,
everything that | have practiced in the area of drug
testing, for a variety of different settings and
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envi ronnent s.

So | really amstruggling with this whol e idea of
how do you now provide for the end user, who we know isn't
that highly trained professional, and say to an irate parent
who now has a positive, don't tell me about presunptive.
Don't tell me about it's only a screen. |'ve already spent
this anmount of noney and |'mnot going to pay for this
confirmatory, so-called--1 guess I'mgetting a little too
ranbuncti ous here.

In any case, that's the problemthat | have with
t he whol e i ssue of just screening versus the included
confirmatory.

DR NPPER Dr. Lews, | always knew you were too
quiet and reserved. D. Rej?

DR REJ: Wthout a confirmatory test, this is
clearly a screening procedure. | don't think screening
procedures, especially for detecting illicit drugs, neets
the OTGness criteria. | don't know how you could build in
requiring confirmatory testing. But |abeling that woul d
say, a confirmatory test is needed, build that into the cost
of the product and send a urine that's a needs-confirnmnation
for a laboratory analysis for confirmation of it. There
woul d be no additional charge.

That m ght encourage conpliance with that, and the
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| abeling that says that it's not positive, it needs
confirmatory testing.

DR N PPER Thank you. Dr. Goldsmth?

DR QDSMTH | really have nothing to add ot her
than the fact that obviously confirmatory testing has to be
done. Howthat is effected, I'mnot sure either.

DR NPPER D. Sohn?

DR SOCHN  This requires nassive consurmer
education simlar to what nmany of the pharnaceuti cal
manuf acturers will do in sending literature by mail to
interested individuals who feel a need for the product,
whet her it's Rogai ne, and so on.

DR N PPER Thank you. M. Rosenthal, when you
start answering question 5, just keep right on going to
question 6, please.

[Slide.]

M5. ROSENTHAL: | think that confirmatory inplies
that you have an answer, and | think that woul d be specific
to atest. For instance, in glucose nonitoring, when you
have an answer, every tine you test your answer you don't
have it confirnmed. | think in atest like this you wll
need confirmation.

|'mnot sure we need--is it necessary for the
person who does the test to have an answer? M ght they
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instead just get a line, a color, and have to call an 800
nunber to find out what that means? Maybe they don't need
to have the answer right then, or they don't need it in
front of them

| had anot her thought before when we tal ki ng about
studies, howto structure studies. It occurred to ne that
maybe when we're studying this product we mght not want to
give the user an answer, fill in the square, yes, no, color
et cetera. Educate them and nmaybe | et them describe what
they see. That mght give us sone information,
incidentally, in testing of how well the public can read
these results, how well they could read a screening device
as opposed to a diagnostic device. | just was throw ng that
in there.

For quality control, | think the nost inportant
thing would be followup. That, of course, goes right back
to confirmatory testing.

DR N PPER Thank you. Dr. Sohn, do you have
t houghts on quality control ?

DR SOHN | think we've said it already.

DR N PPER Thank you. Dr. Goldsmth?

DR &DSMTH | thought this was referring to
quality control within the device. Cbviously there are
nodel s out there w th over-the-counter devices now, so
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sonmething simlar to that where you woul d have interna
quality control which the user then would know whet her or
not the device is working correctly or not.

DR NPPER Thank you. Dr. Rej?

DR REJ: Sone systemof quality control to know
that the product is working is required. 1In an OIC setting,
sonething built into the product rather than a positive and
a negative control in the traditional |aboratory sense
probably nmakes a better option.

DR N PPER Thank you. Dr. Lew s?

DR LEWS: | have nothing further to contribute.

DR NPPER Dr. Everett?

DR EVERETT: The only thing | can say is that it
shoul d invol ve the end user in the sense of providing
information to determne how wel |l the product is working and
whether it's working or not. In some cases | know we
al ready use the manufacturer, but the probl em becones
whet her or not the manufacturer's data is correct or whether
it's been altered so that they can continue to sell the
pr oduct .

Then quite frequently, when we do survey peopl e
who are actually using these types of devices, the results
are usually quite different than what the manufacturer
reports. So | would strongly recommend that that end user
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sonehow gets surveyed to eval uate how well the product is
actual Iy worKki ng.

DR N PPER Thank you. Dr. Boughman?

DR BQUGHVAN  Post-nmarket surveillance, it would
seemto nme, is a critical conmponent in this, should these go
forward. | have no other specific comrents on quality
control, but an issue that has--1'mnot sure which question
it actually fits into--has to do with the role of the
pharmaci st and/in individual in the pharnaceuti cal
si tuation.

|'mgetting the feeling that the PharmD.
curriculumis going to be extended to six or seven years
sooner rather than |ater as these kinds of things becone
avail abl e and the pharnacist is expected to be the back-up
for the 800 nunbers, all of those 800 nunbers that were
thrown anay with the box in the test kit.

DR N PPER Thank you. Dr. Harrington-Falls, do
you have comments about quality control of these products?

DR HARRI NGTON- FALLS: The fewer pieces, the
better.

DR N PPER Thank you. Dr. Kurt?

DR KURT: As soon as the teenagers are
represented by the Anrerican Qvil Liberties Union | think
there will be a lot of quality control.
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DR N PPER Thank you. Dr. Manno?

DR MANNO | think any quality control should be
built into the device and be sinply something that's a col or
change unto itself to show that the device still has
integrity. Sonething very sinple, and | think that can be
done.

DR N PPER Thank you. Dr. Gerson?

DR GERSON  Built in, passive, real quality
control, not a process control.

DR N PPER Thank you. Dr. Tong?

DR TONG |'d echo the encouragenent that studies
be carried out in the environnent, because | think we can
learn a lot in terns of seeing how post-nmnarket surveillance
and quality control can be nanaged. W are tal ki ng about a
di fferent device.

| think there are a lot nore than just pharnacists
who could be learned internmediaries here. | know school
nurses are losing their positions, but there are a | ot of
individuals that interact with parents that have to deal
with an anxious, turnoil, hone situation where drugs are
abused. W just need to let that |earned public be
i nvol ved, to know nore, and to give advice and help in those
Ci rcumst ances.

DR NPPER Dr. Habig?
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DR HABIG | think that built-in quality control
seens to nmake the nost sense, but | woul d encourage the FDA
to sinply allow the people who build, the sponsors who
present these kits to present quality control possibilities
and allow themto denonstrate that the quality contro
systemis effective. Built-in sounds |ike a good idea, but
| don't know that it's the only idea.

DR N PPER Thank you. | have two brief
comments. | think that the manufacturer that builds a
screening kit that is as good as GJ Ms will beat the socks
off the rest of the market. | think that's the chall enge
for the manufacturer. That obviates the need for
confirmation. |If we can do sone of the things that we've
done in this country up until now and sonme of the things we
heard about this norning as well as we've done--as well as
t hey appear to have been done, | don't think that's too tall
an order.

Quality control, in ny opinion, should include
quality control in the sanple as well as the test. So |
would like to see built-in quality control also test for
common nethods to defeat the integrity of the specinen, if
that's possible.

At this point we are a half-hour over our limt.
| did that because | thought that Dr. Bush's provocative
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presentation deserved sone comment fromthe floor. | was
asked to provide that tinme and we did it. | appreciate the
audi ence staying with us.

I'd like to ask the menbers of the panel if they
have any final comments? | won't go around the room but if
you do--Dr. Manno?

DR MANNO In due respect to the input frombDr.
Bush and sone of the comments |'ve heard here today on a
very confusing issue at tinmes with the statistics, | think
that thisis alogical tine--1 would like to end with a
positive. W are where the SAMHSA programwas when it
started. They asked many of the sane questions. And |
think we're at a natural progression.

The end result of the DCD prograns and the SAVHSA
prograns has been effective reduction of drug use, and
that's the nane of the gane, respective of whether you're
dealing with individuals or groups. So | think we're in a
nat ural pl ace.

DR N PPER Thank you very much. Dr. Rej?

DR REJ: A quick gquestion that naybe sonebody on
the panel or in the audience can address. It's sonewhere
bet ween a social issue and a | aboratory issue. | think of
it as an analysis issue. | think of it as an analysis issue
because it has to do with turnaround tine. [|'mjust
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curious, if there are available from-there's an FDA
approved device for collection of this type of sanple with
results with confirmation. Wat is the average turnaround
tinme if one were to make use of that? Does anybody know?
Appr oxi mat el y days, weeks, nonths?

M5. HUNT: Depending on what nmailer is utilized in
the test it could be anywhere fromfive to eight days after.
The test that we at Parents Alert use is an overnight and
it's three-day turnaround.

DR REJ: So sonething in that time frane. Wat |
suspect is true, and Dr. Manno confirmed, was that the
hardest thing is going to be getting the sanple. |'mjust
wonderi ng what the instantaneous or near instantaneous
result will provide over and above a turnaround tinme of a
week or two, if it takes three years to get a sanple? Just
a comrent and observati on.

DR N PPER Any other nenbers of the panel that
have a comment? Dr. Sohn?

DR SOHN 1'd still like to say that a negative
test is not drug-free, and | urge that the manufacturers
| ook at nore of adding additional anal ytes, as has been
brought up by the panel, so that we can at |east get a
better picture, if we do bring this into public conmmerce, of
what nmay be present in the urine of a child.
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DR NPPER | believe Dr. Qutnman w shes to--

DR QJIMAN  Yes, | have a final question. |
apologize. It's late in the day but no one brought this up
in the spontaneous discussion and | can't let you | eave the
roomw thout at least seeing if | can elicit a response to
this.

You nay have noticed that there were two versions
of the gui dance docunent; that we sent one out and put it on
the Internet. And we nade sone fairly mnor corrections and
then re-posted it and sent it out, and | hope--nmaybe sone of
you didn't get around to |ooking at the first and only
| ooked at the second, or maybe sone of you | ooked at both,
and woul d note that they're really quite parallel in nost of
their requirenents.

But there was sone new stuff on the second
gui dance docunent and it particularly appeared in sonething
that nay be an acquired taste, or arcane in terns of your
interest at the end, that had to do with the regul atory
route and whet her the product would be a 510(k) or a PNA
and whi ch posed the beguiling question, gee, if the product,
whether it's called screening or diagnostic or whatever it's
finally called ends up with a clai mof negative versus nmaybe
as opposed to negative versus presunptive positive, would
that make a difference or should that make a difference in

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




prb

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

236

terns of the regulatory route?

' mnot asking you to say whether you think that
shoul d make a change, but |'m aski ng whet her anybody has a
reaction to the difference between calling sonething
negative versus nmaybe, versus negative versus positive, or
presunptive positive or sonething else. And you're all owed
not to comrent and just go hone.

DR NPPER W would like to answer the question
first?

DR KURT: That woul d nake a difference to ne.
But I would be concerned about other tests comng on the
mar ket that are not necessarily conparable that skate
t hrough on a 510(k) when they really would require a PVA
because the reagent systemwoul d be not conparabl e.

DR N PPER Does anybody else wish to add to
t hat ?

| have a comment about it. M answer to that
woul d depend on how frequently a pilot study of people using
this test would get confirmation for screening positives.
If a pilot study, a well-done pilot study in an appropriate
popul ati on were to prove that one out of 1,000 people got
their screening positives confirned, I would have a rea
problemwith allowing this kind of stuff to continue on the
mar ket .
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On the other hand, if the screenings were
confirmed nost of the tinme--and that nmeans two-thirds or so
or nore--then you' ve got a possibility of educating the rest
of those people to do it right, then I'mnore than wlling
tolet 510(k)s go doit. M problemis the |ack of
confirmation. To ne, that's the tip of whether you keep
t hese devices off the market until we can get them nmaki ng
better quality devices or whether you allow themon the
mar ket because you know that the public will confirm

D. Rej?

DR REJ: 1'dlike to agree that they coul d be
considered a less stringent route if it were possibly no,
and maybe you need to do another |aboratory test. But I
think once they go out on the nmarket, the actual use and by
word of nouth people will say, you know, these are really
pretty accurate; you don't need to do the screening, and
don't believe that naybe; what it really neans is positive,
may al so cone out. So you have to think that into it too,
if they are allowed for unrestricted over-the-counter use.

DR NPPER Any other comments? At this point |
woul d li ke to thank everyone for their |eather-bottoned
approach to our long day. |1'd like to thank the
contributors, both fromthe public, fromthe invited
speakers, fromthe panel and the FDA staff, for a masterful

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




prb

10

11

12

13

14

15

16

17

18

238

job of organization of the neeting. | appreciate in
particul ar Sharon Lappal ai nen's out standing job, and |
appreciate Dr. Qutnman being here to help us with our
deliberations. And | hope that we've nade it all worthwhile
by protecting the public good.

At this point, unless | hear other business, |I'd
i ke to decl are the panel adjourned.

[ Wher eupon, at 4:37 p.m, the open session was

adj our ned. ]
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