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PROCEEDIL NGS (9:06 a.m)

Agenda Item: Statement of Conflict of Interest

DR. SMALLWOOD: Good norning. Wl cone to the 55th
neeting of the Bl ood Products Advisory Conmttee. | amLinda
Smal | wood, the Executive Secretary of the conmttee. At this
time, I wll read the conflict of interest statenent. This
announcenent is nmade a part of the record to preclude even the
appearance of conflict of interest at this neeting of the
Bl ood Products Advisory Commttee on June 19 and 20, 1997.
Pursuant to the authority granted under the commttee charter,
the director of the FDA Center for Biologics Evaluation and
Research has appointed Paul R MCurdy, MD., and the |ead
Deputy Conm ssioner of Foods and Drugs has appointed Carnelita
Tuazon, M D., as tenporary voting nenbers.

Based on the agenda nade avail able and all reported
financial interests as of this date, it has been determ ned
that all interest in firms regulated by the Center for
Bi ol ogi cs Eval uati on and Research, which have been reported by
the participating nmenbers, present no potential for a conflict
of interest at this neeting.

The following disclosures are presented: Dr.
Charl es August has an unpaid association with the Medical

Advi sory Board of the American Red Cross, South Florida
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D vision. The agency approved a wai ver on June 11, 1996, for
hi s associ ati on.

M. Benjamn Cheng*s enployer has received an
educational grant fromtw different regulated firns. Both
grants are unrelated to the commttee discussions. M. Corey
Dubin has an agency-approved appearance determ nation on
Decenber 11, 1996, regarding a class action suit. Dr. Blaine
Hollinger will serve as the acting chairman at this advisory
conmmttee. He had served as the principal investigator on an
unrel ated grant awarded by a regulated firm which could be
af fected by the general discussions. This has been determ ned
not to present a conflict of interest.

Dr. Jerry Hol nberg has an agency- approved appearance
determ nation regarding the use of test kits from regul ated
firmse in relation to his official governnment duties. Dr.
Carol Kasper, in her capacity as the nedical vice president,
Wrl d Federation of Henophilia, is responsible for organizing
t he 1997 annual neeting which involves soliciting regul ated
firms for financial support.

Dr. R ma Khabbaz* enpl oyer, the Center for D sease
Control, Division of Viral and Rickettsial D seases, has
unrel ated CRADAs with two firns which could be affected by the

general discussions. Dr. WIlliam Martone is a federal
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governnent enpl oyee detailed to the National Foundation for
I nfectious D seases, a non-profit organization. The
foundation receives grants and/or donations from regul ated
firms. The grants and donations are unrelated to the
comm ttee*s discussions, and Dr. Martone receives no persona
remuneration fromthese grants and/ or donations.

Dr. Paul McCQurdy is enployed by the National Heart,
Blood and Lung Institute. As a part of his official
governnent duties, he reviewed proposals submtted to the cord
bl ood program for the collection, process, storage, and
transplant of cord blood stemcells fromtw firns that could
be affected by the commttee discussions.

Ms. Beatrice Pierce has reported that she spoke at
the National Henophilia Association and the Kentucky chapter
of NHF. The agency approved a waiver on June 11, 1996
regardi ng her association with the NHF. In addition, the
agency approved an appearance determ nation on Decenber 14,
1996, regarding a class action suit.

Copies of all waiver statenments addressed in this
announcenent are available by witten request under the
Freedomof Information Act. 1In the event that the discussions
i nvol ve any other products or firnms not already on the agenda

for which an FDA participant has a financial interest, the
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participants are aware of the need to exclude thensel ves from
such involvenment, and their exclusion will be noted for the
record. Wth respect to all other participants, we ask in the
interest of fairness that they address any current or previous
financial involvenent with any firm whose products they may
Wi sh to comrent upon

| would just |like to nake a few announcenents before
we begin. First, | would Iike to announce that the chairman
of the commttee, Dr. Scott Swisher, will not be in attendance
due to illness, and Dr. Blaine Hollinger will be the acting
chairman for this neeting. W also will have joining us Dr.
Carnelita Tuazon, who is a nenber of the M crobiol ogy Device
Panel . Dr. Tuazon, would you rai se your hand, please? Thank
you. As nentioned, we have Dr. Paul McCurdy as a tenporary
voting nmenber with us, as always, with our neetings.

At this point | would just like to again introduce
to you the nenbers of the commttee so you will recognize
where they are seated. Dr. Hollinger, would you raise your
hand, please? The acting chairman for the day. To Dr.
Hollinger*s right is Dr. R ma Khabbaz, Dr. Charles August, Dr.
Jane Piliavin, Dr. Jerry Holnberg, Dr. Susan Leitman, M.
Benjamn Cheng, Dr. Paul MCurdy again, Dr. Paul Ness,

Reverend Violet Little.
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Beginning at the top of the table are Dr. Jeanne
Li nden, Dr. Joel Verter, Dr. WIliam Martone, M. Beatrice
Pi erce.

| have been infornmed that M. Corey Dubin wll be
| ate attending the neeting today, and Dr. Kenrad Nel son, |
assunme, wll be attending. He is just walking in the door
Now.

[ Laught er. ]

| would also Iike to announce that for the remnai nder
of the year, we have tentatively scheduled two additiona
advisory conmttee neetings. Those tentative dates are
Septenber 18 and 19, 1997, and Decenber 11 and 12, 1997.
Pl ease read the Federal Register and contact ny office to
confirmthese dates and pl aces.

Thank you.

At this time, | wll turn the proceedings of the
commttee over to the acting chairman, Dr. Bl aine Hollinger.
Agenda Item: Welcome and Opening Remarks

DR. HOLLI NGER.  Thank you, Linda.

| am not going to pretend to do the fine job that
Scott Swi sher always does here, but this is an excellent
conmttee, and | have been told really that a chairman is sort

of like a madane in a brothel; you are really there to keep
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t hi ngs noving but not to participate in the action. So that
is what | amgoing to try to renmenber to do as the acting
chai rman for today and tonorrow

The session today really is going to be on
reclassification of medical devices. Apparently this
commttee can serve as a nedi cal device panel and be assenbl ed
as such to look at meking changes in the classification of
certain nedical devices, and this is, | think, probably new
for many of the commttee nenbers. So it is going to be
inportant for us to understand what they nean by
classifications and reclassifications and so on. So with that
in mnd, we will go ahead and get started then. | think
Leonard Wlson is going to begin by giving us an introduction
and background to this reclassification.

Agenda ltem: Reclassification of Medical Devices
Used 1n Blood Collection and Processing and Donor Screening —
Introduction and Background

MR, WLSON: Could I have the first slide?

Today*s presentation is directed at providing the
commttee with, one, background regarding nedical device
classification and, two, seeking reconmmendations regarding
reclassification of a nunber of nedical devices used in the

manuf acture of blood and bl ood products. This effort was



pronpted fromthree sources.

Next slide.

First was the need to reassess the level of risk
specific to nedical devices based on new information.
Secondly, the 510K review reengineering program that 1is
ongoing at our sister agency, the Center for Devices and
Radi ol ogic Health, which is essentially reexamning how
510(K)s are reviewed, and CBER, Center for Biologics
Eval uati on and Research, is a full-tine and active partici pant
inthis effort, and, three, the need to better allocate FDA*s
review activity to those products where increased regul atory
controls are needed to assure safety and effectiveness.

Next sli de.

Medi cal device anendnents of 1976 to the Federa
Food, Drug and Cosnetic Act established a conprehensive system
for the regulation of nedical devices intended for human use.
Regul ati ons pronul gated from these anmendnents, 21 CFR 800,
applied to all nedical devices. |In FDA, nobst nedical devices
are regulated by the Centers for Devices and Radiologic
Heal t h. Based on the 1991 inter-center agreenent, which
desi gnates product jurisdiction anong FDA centers, those
medi cal devices used in the manufacture of blood and bl ood

products and ot her biologics are regul ated by CBER and that
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means that CBER reviews the product subm ssions and handl es
other regulatory activities enploying the sane nedi cal device
regul ati ons as CDRH.

In 21 CFR 860, classification of nedical devices
subpart J, there is a section entitled — subpart J is entitled
“Products Used in Establishments that Manufacture Bl ood and
Bl ood Products.” In this subpart, 23 products are |isted
i ncluding automated blood-typing equipnment, blood warm ng
devi ces, automated cell separators, blood bank centrifuges,
refrigerators and freezers, anong others. Each one of these
products is classified into one or nore of three categories or
cl asses, depending on the regulatory controls needed to
provide a reasonable assurance of their safety and
ef fectiveness.

The three categories are — next slide - class I,
requiring only general controls; class Il, requiring speci al
controls in addition to general controls; and class IIl, pre-
mar ket approval, requiring a pre-nmarket approval from FDA
prior to conmmercial distribution. Medi cal devices used in
bl ood establishnents were classified initially in 1980, after
FDA received a recommendation from a device classification
panel, such as this panel is now a device classification

panel. It published the panel *s recommendati on for comment,
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along with proposed regulation classifying the device, and
t hen published a final regulation classifying the device after
comment s were consi der ed.

The next slide gives a typical listing that one
would find in the CFR, and this is an exanple, 864, which is
subpart J, a heat sealing device. A heat sealing device is a
device intended for nedical purposes that uses heat to sea
pl asti ¢ bags containing bl ood or bl ood conponents. Howis it
classified? Cdass I, general controls, and you can see the
Federal Register notice and the date of that notice, Septenber
12, 1980, which formally classified the device. So there are
23 of those listed in the CFR that are simlar.

Now in determ ning safety and effectiveness, the
devi ce panel took into consideration the persons for whose use
the device is intended, its conditions for use, its probable
benefit to health weighted against the risk of use, and the
reliability of the device. | want to also nention that in the
area of blood donation and transfusion, reliability of the
devi ce can be an inportant factor as the blood availability is
al ways on a very, very narrow tine-frane, and when equi pnent
has problens, that can have a substantial effect on the
availability of the blood and bl ood conponents.

Now | would like to nove into what the classes
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actually nmean. Products classified as class | require only
general controls to provide a reasonable assurance of their
safety and effectiveness. Such general controls consist of
manuf acturer registration wth FDA, that they list the
products with FDA, a pre-nmarket notification, otherw se known
as a 510K, filed with FDA, records and reports of the product
established and maintained to reasonably assure that the
device is not adulterated or msbranded, and maintain
conpliance wth the quality system regulation in the
manuf acture of the product. Quality system regul ati on has
recently been adopted as a sequel to what was fornerly known
as G\Ps, and | wll talk about that a little bit later.

Next slide.

An advi sory panel that recommends that a device be
class | can also recommend that a device be exenpted from one
or nore of the general controls.

Can we go back one slide?

For exanple, a class | device that has a reasonabl e
assurance of safety and effectiveness without filing a 510(K)
with FDA may be exenpted from filing that 510(K) but would
still be obligated to conply with the remaining general
controls, and the firmwould still be subject to routine FDA

i nspections. An exanple of a class | device would be a bl ood
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groupi ng viewi ng box. An exanple of a class | exenpt device
woul d be a thronbopl astin generation test.

Next sli de.

Products that are classified as class Il are those
where there is insufficient information show ng that general
controls alone would ensure safety and effectiveness, but
there is sufficient information to establish that special
controls woul d provide such assurance. Thus, in addition to
general controls, special controls may consist of performance
standards for a product, postmarketing surveillance, patient
regi stries, developnent and dissem nation of guidelines,
recommendations, or other appropriate action to provide a
reasonabl e assurance of the device*s safety and effectiveness,
without the need to file, which is the next |evel of

regul atory control, a premarket application.

An exanple of a class Il device would be an
aut omat ed bl ood grouping system In the case of cardiac
pacenakers — could you | eave that slide back up? - in the case

of cardiac pacenakers, a patient registry is a special
control. For today*s proposed class Il devices, FDA is
proposi ng the devel opnent of a reviewer guidance, which would
fit under category four, there, guidelines, as a special

control for each of the proposed class Il products, simlar to
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that which was published in April 1996 for bl ood establishnent
conput er software.

Now, to round out the system but not to get into

it, because it is not part of this discussion, | just want to
describe briefly what a class |1l device is. Products that
are classified as class IlIl are those that insufficient

information exists to determne that the application of
general controls are sufficient to provide a reasonable
assurance of safety and effectiveness, and it cannot be
classified as class Il, because insufficient information to
determ ne that special controls would provide a reasonabl e
assurance of safety and effectiveness. In addition, the
device is purported or represented to be for use in supporting
or sustaining human life or for a use which is of substanti al
i nportance in preventing inpairment of human health or
prevents an unreasonable risk of illness or injury.

In this case, a prenmarket approval application,
commonly referred to as a PMA, is submtted to FDA prior to
mar keti ng, and exanples of class Ill devices would be an HV
RNA assay by PCR for prognosis or hone collection device for
H V testing.

Next sli de.

| want to drop back for just a second. It is
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i nportant to enphasize to the commttee that the revision of
t he device G\P as one of the general controls is viewed by FDA
as a strengthening of the manufacturing process, as there are
new requirenents for nmanufacturers. Docunment control s,
addi ti onal purchasing controls, records servicing and
managenent responsibility, and nost inportantly for class |
products and several <class | products that are under
devel opnent or cleared after June 1, 1997, design controls.
Design controls are a system to better ensure that product
design requirenments are properly established, translated into
design specifications, and that the designs released to
producti on neet approved specifications. Thus, in considering
reclassification of the device, | would invite the conmttee
to be aware that the GNP aspect of general controls is now
significantly strengthened.

The initiation of a reclassification proceeding can
begin by a petition or at the discretion of the comm ssioner.
A device panel - in this case the Blood Products Advisory
Commttee sitting as a device panel — deliberates on factors
affecting the safety and effectiveness of devices being
eval uated, and we can just — next slide — it is just rem nder
of those elenents. Those factors include persons for whose

use the device is intended, conditions for use, its probable
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benefit to health weighted against the risk of use, and the
reliability of the device.

The panel then mkes a recommendation for a
classification in considering those elenents, and it is
published in the Federal Register along with the proposed
rule. Foll owi ng consideration of coments made on the
proposed rule, FDA will then issue a final rule which is
published in the Federal Register reclassifying the device.
So to distill this, what we are doing is asking the commttee
for a recommendation, and then there is a regulatory process
that we will be going through to take into consideration that
recommendation and also other public coments prior to
finalizing this reclassification. | mght also add that the
revi ewer gui dance that we woul d be proposing would follow the
sanme basic pat hway. There would be anple opportunity for
public conmment, as well as manufacturers™ input.

Current reclassification issues allow for the
reclassification of nedical devices based on new i nformation.
This information can raise concerns or |ower concerns
regarding the safety and effectiveness and pr oper
reclassification proposals from the manufacturer or FDA to
raise the classification or Ilower the «classification

respectively.
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For this panel, two groups of products are being
considered. The first group are class | products proposed to
be reclassified to class Il. In this instance, we feel that
general controls are insufficient to determ ne safety and
ef fectiveness, and we would be proposing special controls.
Aut omat ed test equi pnent used to test donor bl ood for bl ood-
bor ne pat hogens. These woul d be the equi pnent that is used to
run enzyne immunoassays, radi oassays, et cetera, for bl ood-
borne pathogen detection in blood establishnents. For
exanpl e, these are the equipnent that the licensed test kits
are run off, HV antibody tests, HB, SAH ?], et cetera.
| wanted to also note that while this equipnent is
currently classified as class |, automated blood grouping
systens are already classified as class ||
The second is automated vacuum assisted bl ood
collection systens. This is a system where a bl ood bag woul d
be inserted into a plastic cylinder, and vacuumis placed on
the cylinder to accelerate the drawi ng of blood. This is not
i ntended to address passive or manual vacuum assi sted systens
where tubing is attached to a vacuum contai ner and blood is
dr awn. It is our understanding that while these types of
equi prrent are not commonly used these days, it is still on the

books, and if a nmanufacturer were to come in with such a
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device for <clearance, we have sone concerns about the
aut omat ed aspects, and I will get to that in a nonment.

The third product class that we are looking at is
automated bl ood m xi ng devices and bl ood weighing devices.
Again, this is not the manual standard drip bal ance type of
product. This is an upgrade where there are autonmated aspects
toit.

Now in each of these instances, FDA has concerns
that safety and effectiveness of the devices cannot be
reasonably assured by general controls alone, and special
controls in the form of FDA reviewer guidance for each of
t hese products would be proposed. FDA*s concern centers
| argely on equi pnment automation, where operators will clearly
pl ace a great deal of reliance on the equipnent to be alerted
to equi pnent mal functions and have an adequate safeguard in
place to reduce or prevent injuries to both donors and
reci pi ents.

FDA woul d propose to prepare a 510(K) reviewer
gui dance which would be targeted at each of the three
af orenmenti oned specific devices and would include tw basic
parts: regulatory guidance, what FDA woul d expect to sponsor
to submt to fulfill the regulatory requirenments, such as the

nane of a device, registration nunber, classification if it
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has been established, performance standards if they exist,
proposed |abeling, et cetera; and, two, information at a
scientific level, at the appropriate level of detail,
describing, for exanple, functional requirenents of the
devi ce, design and manufacturing information as appropri ate,
an analysis of how hazards, nedical, nechanical, or
electrical, that may be associated with the device or its
i ntended use of the device are mtigated, and what type of
performance data are needed to support product clains.

For exanple, in the case of an automated pipettor,
gui dance woul d include the need for the equipnent to alert an
operator if a pipetting step had been conpromsed in, for
exanmple, an H'V assay. |In the case of an automated vacuum
assi sted bl ood collection device, the guidance woul d include
the need for a safety valve to limt vacuum and an alarmto
notify the operator if a vacuum regulator fails and vacuum
i ncreases to a dangerous |evel.

In the case of an automated blood m xing and
wei ghi ng device that has an additional feature a bar code
reader which records patient identification and draw ng
information, the guidance would include the need for adequate
software design, product testing, as well, to ensure that the

bar code reader accurately reads and records patient
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i nformation.

FDA views that guidance for such devices would
benefit both FDA and the industry, as it wll mke
manufacturers aware of FDA*s «current thinking on the
appropriate safety and effectiveness concerns for these
specific products; it would pronote consistency anong FDA
product reviewers. It should also reduce 510(K) review tine
as the need for FDAto wite the sponsor for nore information
in order to clear the 510(K) woul d be expected to be reduced.
An exanple of how this has worked successfully recently for
FDA is our reviewer guidance for bl ood establishnment conputer
software enabled us to clear a manufacturer*s 510(K) in a net
total tinme of 22 days.

The issuance of the draft guidance again would be
consi stent with our good guidance practices and thus be
published in the Federal Register for public coments. After
all coments are considered, it would be published in the
Federal Register as a final guidance.

The second group are class | products proposed to
remain as class |, general controls, but are exenpted fromthe
510(K) subm ssi on. O her general controls would still be
retained. The first is the heat sealing device, and that was

the listing that | had showed you earlier, and | want to
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enphasi ze that this is not a sterile docking device. This is
sinply a heat device to crinp tubing. That is the extent of
its basic use on a blood bag. W had originally proposed a
copper sulfate solution for specific gravity determnations to
be exenpted; however, information that we came across in the
last 4 to 5 days has pronpted us to change our position on
that, and I wll be filling you in on that in just a nonent.

The third product is a cell-freezing apparatus in
reagents for in vitro diagnostic use. This is not a cell-
freezing apparatus for blood for transfusion. This is a
device which is used to — it is a droplet freezer into liquid
nitrogen where cells are frozen for conpatibility testing of
rare cells so that they could be used as a reference for
provi di ng transfusions |ater on.

In each of these instances, these two instances, FDA
feels that the safety and effectiveness of these devices
should be adequately maintained without filing a 510(K)
notification. The remaining controls would be sufficient.

Now | would Iike to take a step back and tal k about
the copper sulfate withdrawal, just so the commttee is aware
of where we are with that. W are withdrawing this from
consideration by the conmttee to exenpt copper sulfate from

filing a 510(K). This decision is based on publication |ast
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week of a letter in the June issue of transfusion citing four
i nstances where donors who presunably passed the copper
sulfate test to estimte henogl obin donated a unit each when
they were all, according to the report, very anemc at the
time of the donation.

In formul ati ng FDA*s original decision to recommend
to the commttee exenpting copper sulfate, it took severa
el enents into consideration. The product had been used since
the m d-1950s. Its fornmulation is very sinple, and
formulation mstakes can easily be detected. The AABB
technical manual had alerted users for many years of the
possibility of false results using copper sulfate solution to
esti mate henogl obi n. A 510(K) review by FDA on a sinple
product such as this would be felt unnecessary, because it
woul d largely consist of assuring that the manufacture of a
sinple salt solution was done properly. GCeneral controls were
vi ewed as being able to cover for that, and only one nedi cal
device report was filed wwth FDA in the last 12 years. Now
medi cal device reports are those reports to the FDA where
death or serious injury has been encountered with a particul ar
medi cal device, and it gets reported in.

The only report that was filed was a |aboratory

wor ker who, believe it or not, accidentally drank the copper
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sul fate sol ution. The person was reaching for a glass of
water and drank the copper sulfate. So based on this
information, we felt that there was a reasonabl e reason to go
ahead and propose an exenption. However, with this |atest
report of these potentially anem c individuals, FDA is going
to reexamne the possibility of wunderreporting of donor
probl enms with copper sulfate in donors.

Now | want to al so make anot her change that we had
provided to the coonmttee. W also would propose to w thdraw
our secondary questions for the first three products that we
are proposing to have reclassified to class I1I. They were
originally posed to ask the commttee if they concurred with
the revi ewer guidance to be a special control for each of the
products that would be |isted. In reflecting on this, the
conmmttee may be at sonmewhat of a di sadvantage in recommrendi ng
a gui dance that they had not actually seen, and secondly, what
we were trying to do is give sonme neasure of exposure to get
public input on such a guidance docunent, but with our new
gui dance practices, we will be proposing that guidance, and it
wll be published in the Federal Register and the public,
manuf acturers, are all welcone to put public comrent in, and
all of those would be considered. So fromthat point of view,

we felt that the secondary questions need not be considered by
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the coomttee, unless of course the commttee feels otherw se
and they would care to nmake comments, but we think that this
is probably the sinpler approach.

Thank you.

DR, HOLLI NGER: Are there any questions of M.
W son?

DR, HOLMBERG Yes, | was just wondering if the
reviewers guide would be available to us on the commttee.
WIl we have an opportunity to comment on that as a commttee?

MR WLSON. Certainly. W have not devel oped these
reviewer gquidances yet, and | think we can provide the
commttee copies of that, as well as anyone else who would
care to coment. Such a reviewer guidance would be publicly
avail able once it is devel oped, and comments coul d be nade by
a variety of -

DR. HOLLI NGER: | am confused a little bit about
this notification, this 510(K) premarket notification. I
mean, what does it entail? Wat is the problen? Wy are
t here exenptions |ooked for? |Is this a ot of work? Are
there sone reasons that it should be exenpted? It was not
clear to ne.

MR WLSON:. Medical devices class |, class Il, and

class Il are categorized based on increasing risk, and in
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consideration of sonme of the FDA reform efforts, in
consi deration of new information that we have, we have taken
a step back and | ooked at the current review workl oad as wel |
as what the concerns relative to these risks are as we | ook at
it in 1997. These products were classified in 1980. W know
a |lot nore about these types of products. The Center for
Devi ces, our sister agency, has taken a very strong lead in
reengi neering the 510(K) review, and they are again | ooking at
it as a risk-based approach, and we as full participating
menbers are essentially participating at that sanme | evel and
| ooki ng now at those areas where we should be concentrating
our efforts at greater risk and exenpting those products where
we feel that the general controls are sufficient to ensure
safety and effectiveness. That is why, for exanple, wth
copper sulfate we essentially did our honmework and felt that
the general controls were in place. We checked our MDRs,
there was only this one, and then just recently we saw this
relatively potentially serious situation that was published in
Tr ansf usi on. So we are pulling back from that. Does t hat
answer your question?

DR. PILIAVIN. It did not answer the question for
me. Could you just tell us what the 510(K) review involves?

| believe that was what the question asked. How onerous is
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it? How many person-days does it take and so on, just
roughl y?

MR, W LSON: Ckay, here goes, 510(K) 101. The
510(K) is a premarket notification. Such products are cl ass
| or class II. They are not approved by FDA They are
cleared by FDA. That clearance allows a manufacturer to
mar ket the product. The content of a 510(K) to be submtted
to FDA is articulated in the CFR, and it has regulatory
aspects and scientific aspects, and the bottom line on the
content is that a manufacturer is attenpting to denonstrate to
the Food and Drug Admnistration that this product is
substantially equivalent to cleared products already on the
market. The determ nation of substantial equivalency is the
issue with class | and class Il, and for regul atory purposes
there are what is the nanme of the device, |abeling, what is
its intended use, a truth and accuracy statenent, et cetera.

On the scientific side, the manufacturer descri bes,
oftentimes in sunmary format, other tinmes in detailed,
detailed scientific data, sonetines with clinical studies, the
def ense of the products clains. Manufacturers file these, and
according to regulations there is a 90-day statutory turn-
around tine. I f a manufacturer files a 510(K) and in the

course of the review FDA determnes that there is insufficient
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information to determ ne substantial equivalence, a letter is
sent back to the manufacturer describing that concern, and the
manuf acturer by statute has 30 days to respond. W oftentines
allow nore tinme, but 30 days to respond with that information
to allow the product to be cleared. |If the manufacturer takes
| onger than — the ball is then in the manufacturer*s court.
Sone manufacturers respond imedi ately. Sone manuf acturers
respond a year and a half later. That is conpletely beyond
FDA*s capacity to regul ate.

At the point at which the manufacturer provides
adequate information for determnation of substantial
equi valency, a letter is witten to the manufacturer declaring
that, and the manufacturer is then allowed to market the
product. Does that hel p?

DR. PILIAVIN. That is terrific, thank you.

DR. HOLMBERG But that still raises a question
about the reviewers guide. |If you look in the CFR, | believe
that the CFRis really not clear with all that is required in
the 510(K), and what | am concerned about with the reviewers
gui de that you are proposing right nowis that these reviewer
guides really becone the guidelines, and in the case we have
| earned here about a year ago, a |lot of software devel opers

had already submtted their 510(K) nonths before the reviewers
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gui de cane out. So | am concerned about that, and | just
think we need sonme clarification here as far as definitely
maki ng sure that everybody has cl ear understandi ng of what the
guidelines are, because by default these reviewer guides
actually becone the regulation or the paraneters in which they
are eval uat ed.

| am also concerned, in class I, they still are
required to have a 510(K). Now you nmade the stipulation there
about cleared versus approved. There is still a review
process that goes on; is that correct?

MR. W LSON: Yes, that 1is correct. If a
manuf acturer can denonstrate substantial equivalence to a
product already on the market, then that manufacturer*s 510(K)
i s cleared.

DR  HOLMBERG For another clarification, if
sonething is a class | but is exenpt, then there is no 510(K)

MR, WLSON. Exenption can apply to any one of the
general controls. It is typically applied to the 510(K)
review process, but any or all of the general controls can be
considered for exenption. Again, the point of this is that
with a view of lower risk fewer controls would be needed to
ensure proper intended use and safety, use of the device.

| would Iike to backtrack just a nonment and address
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the issue of the reviewer guidance relative to software. One
of the things that is inportant to consider is that the
revi ewer gui dance whi ch was devel oped was considered to be an
overlay of the CDRH 1991 guidance on software. | can
confidently say overwhel mngly that those manufacturers who
are experiencing difficulty in getting a 510(K) cleared had
not really considered the guidance that was avail able five,
Ssi X, seven years before we published our reviewer guidance.
Qur reviewer guidance was an overlay specific to those areas
of the manufacture of blood and donor nmanagenent, unit
managenent, et cetera.

In the case of this guidance, it was felt to be an
addi tional supplenent. In nost instances, what we have found
in 510(K) reviews for blood establishnment conputer software
are fundanmental problens that were not addressed based on the
1991 gui dance, docunentation problens with software design,
hazard anal yses, et cetera. Things that we felt are genuinely
inmportant in the safety of such products, as well as what the
public would demand relative to that safety.

So fromthat point of view, it is FDA*s view that
whil e we had added an additional guidance, it was viewed that
it was fine-tuning what was already there rather than

generating new i ssues for manufacturers to deal with. W have
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also — I just want to also nention that we recognize that
since there are so many problens wth getting many of these
510(K)s cleared, our software team has had in excess of
accunmul ation of 100 either neetings or |engthy telephone
conversations with virtually all the manufacturers in order to
hel p them wal k through sone of these concerns. |In addition,
the public presentation this tine last year at BPAC
articulated in a series of slides by Nancy Jensen[?] in our
group precisely those areas where we felt that the
manuf acturers were having difficulty, again, to wal k through
sone of these problens.

So revi ewer guidance is never going to be perfect,
but the effort was to assist the manufacturers, and as | said,
we did clear one in 22 days about two nont hs ago.

DR. HOLLI NGER: Thank you, M. WI son.

W are going to ask M. Balick then to start on this
identification of the proposed nedical devices for
recl assification.

Agenda Item: Reclassification of Medical Devices
Used in Blood Collection and Processing and Donor Screening —
Identification of Proposed Medical Devices for
Reclassification

MR BALICK: | will now present a proposal for the
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recl assification of nedical devices used to test donor bl ood
and bl ood components for bl ood-borne pathogens. The foll ow ng
regul ation gives the Center for Biologics Evaluation and
Research the authority to consider regulating these devices
under greater scrutiny when they are used to screen donors of
bl ood and bl ood conponents for bl ood-borne pathogens. Under
Title 21 CFR part 606 current good manufacturing practice for
bl ood and bl ood conponents under subpart D equi pment section
606. 65e states supplies and reagents shall be used in a manner
consistent with instructions provided by the manufacturer.
The gold standard is running one patient*s speci nen manual |y,
because the operator can ensure that all assay steps have been
conpl eted according to the package insert.

Next | wll present sone significant procedural
steps that nust be accurately perforned by an operator of a
typi cal manual mcroplate enzyne imunoassay, or EIA when
foll owi ng a manufacturer*s package insert instructions. Then
| will present conparable procedural steps which nust be
accurately incorporated into the process and nonitoring
functions of a typical fully automated mcroplate EIA
procedure or a procedure which utilizes automated subsystens,
which I will define later.

My use of the mcroplate ElA procedure as an exanpl e
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is not nmeant to exclude other EIA procedures such as those
enpl oyi ng beads or other solid supports, nor, furthernore,

specific donor assays for blood-borne pathogens such as

Western blots or |FAs. In this slide, you get a typica
manual mcroplate ElA First, preparation of patient
speci nens and controls. |In many assays, the patient specinens

and controls are run undiluted, but in sone assays the patient
speci nens and controls will need to be diluted. The operator
must ensure that the appropriate volunmes of specinen and
specinmen diluent are m xed. The operator nust ensure
sufficient mxing wthout foamng of the specinen due to
excessive m xi ng.

Second, pipetting of specinens or controls and then
reagents. This applies for specinen, conjugate, conjugate
substrate, and stop solution application. The operator uses
a single or nulti-channel hand-pipettor. This pipettor nust
be calibrated on a regular basis. The operator visually
i nspects the specinen for clots and air bubbles, thus
preventing | ow vol une or no speci nen being dispensed. Care is
al so taken to prevent cross-contam nation of the mcroplate
wel | s.

Next sli de.

Third, dispensing and aspiration of wash buffer
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solution. The operator takes care not to cross-contam nate
the wells in the process of nultiple cycles of aspiration and
di spensi ng. Compl ete aspiration nust occur in each cycle
wi t hout scraping the bottomor sides of the wells. After the
| ast aspiration, the wells nust be free of all wash buffer
before the next reagent is added.

Fourth, incubation of the mcrotiter plate for each
assay reaction phase. The incubator nust hold a constant
tenperature, typically plus or mnus 1 degree Celsius, and
there nust be a record of the incubation.

Fifth, after the reaction is stopped by the addition
of acid, the optical densities are read. The operator
manual |y reads the optical densities of the controls and
specinmens in the spectrophotoneter. Finally, the operator
manual |y calculates the cutoff and identifies the donor
speci nens that are reactive based on the cutoff.

El A procedures such as the one | presented or other
in vitro diagnostic procedures used to screen bl ood and bl ood
conponents for bl ood-borne pathogens for all practical
purposes are not performed in their purest nmanual forns.
| nst ead, aut omated subsystens or fully automated systens are
utilized. The primary reason for this is sinply due to the

sheer volune of blood that needs to be processed in a
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relatively short period of tine.

Most equi prent that enpl oys software that controls
process steps would be considered an automated subsystem
Equi pnmrent in this <category includes automated pipettor
dilutors, autonmated spectrophotoneters, and automated solid
phase |igand assay washers and incubators. A system whi ch
contains conputers used to control the assay procedure and
interpret assay results, along with the equipnment they
control, is an exanple of a fully-automted system

Based on the 1991 inter-center agreenment between the
Center for Devices and the Center for Biologics, al
subm ssions for devices intended to be used in blood donor
screening should be submtted to the Center for Biologics.
However, as of this date, all fully automated equipnent
systens and autonmated subsystem equi pnent that have been and
are currently being used for bl ood donor screening have been
510(K) cleared as class | devices. Because these equi pnent
have not been specifically |abeled for blood donor testing,
the 510(K)s submtted to the FDA for these equi pnent have been
cleared by the Center for Devices and not by the Center for
Bi ol ogi cs.

Now | wll reiterate the procedural steps

presented in the manual EIA procedure, but this time | wll
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present themin the context of steps which must be accurately
incorporated into the process and nonitoring functions of a
typical mcroplate procedure utilizing a fully autonmated
system or automated subsystem and of course, since equi pnent
ina fully automated system and aut omat ed subsystem equi prment
will be mnimally nonitored, the followng steps wll be
performed w thout operator verification.

The first process is the preparation of patient
speci nens and control s. Again, in certain assays, patient
speci mens and controls will need to be diluted. The autonated
pi pettor dilutor nust ensure that appropriate volunes of
speci men and specinen diluent are m xed. The aut onat ed
pi pettor dilutor nust also ensure sufficient m xing wthout
foam ng of the specinen due to excessive m Xxing.

The second process is the pipetting of specinen or
controls and then reagents. Again, this applies for specinen,
conj ugate, conjugate substrate, and stop sol ution application.
The aut omat ed pi pettor equi pnent nust be designed to identify
specinmens drawn with clots and/or bubbles and if these
specimens are pipetted and the run continues, the operator
must be notified at the tinme of detection of the problem and
at the time of report generation at the end of the run.

Next sli de.
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The third process is the dispensing and aspiration
of wash buffer solution. The equi pment nust be properly
adj usted so dispense and aspiration needl es do not scrape the
bottomor sides of the wells, thus preventing sporadi c and/ or
reduced optical density signals. The dispense pressure mnust
be appropriate in order to deliver sufficient volunme of wash
buffer. Not enough, and the sides of the wells wll retain
some unbal anced speci nen or reagent which will interfere with
t he next reagent reaction; too nmuch and there may be cross-
contam nation of adjoining wells.

The fourth process is the incubation of the
mcrotiter plate for each assay reaction phase. The incubator
must have an alarm capability to notify the operator of any
aberration from the set tenperature. Again, typically of
aberrations nore than plus or mnus 1 degree Celsius. There
must also be a record of the extent and duration of the
aberrati on.

Finally, the automated spectrophotoneter with a
resident or interfaced data reduction capabilities reads the
optical densities of specinens and controls, accepts or
rejects the controls, calculates the cutoff if the controls
are valids, and interprets specinen results as positive or

negati ve.
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Al'l equi pnrent used in fully automated systens and
aut omat ed subsystens nust be inherently reliable due to the
crucial timng of availability of blood. In other words, from
a design point of view, equipnment reliability on a day-to-day
basis has a direct inpact on blood availability. Equipnment
mal functions can cause two types of deleterious effects on the
bl ood supply. First, equipnment breakdowns can cause a
decrease in the overall output of available units; second,
equi prent mal functions wi thout specific and tinely error flags
may cause positive results, false positive results, thereby
decreasing overall output of available wunits, or, nost
inportantly, false negative results, thereby endangering the
safety of the bl ood supply.

The followng three overheads |ist a series of
equi prrent mal functi ons whi ch have occurred over the last five
years while the equi pnrent was in use in a bl ood establishnent
or clinical |aboratory. FDA becane know edgeabl e of these
events through nmedical device reports, MDRs, submtted to the
agency by the manufacturers thenselves or by their custoners
and/ or upon biannual or directed inspection of the equi pnent
manuf act ur er.

For autonmated pipettor dilutors, malfunctions

included too nmuch specinen dispensed, unequal volunes of
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di l uent di spensed, conjugate delivered to half of a plate,
keeps getting clogged, wll not pick up tips, and the
foll ow ng mal functions occurred w thout an associated error
flag being generated: no specinmen dispensed, insufficient
speci nen di spensed, no diluent was di spensed, skipped a row,
no reagent added, positioning problemwth bubbles, last digit
of bar code dropped, and bar code scanner mssing a row of
t wos.

Next sli de.

For autonated mcroplate washers, nmalfunctions
i ncl uded not di spensi ng adequate vol unme of wash buffer, washer
does not conplete all cycles, fluid sensor not working, wll
not aspirate evenly, and the follow ng nalfunctions again
occurred without an associated error flag being generated,
whi ch i ncluded not aspirating at all and an aspiration problem
due to clot. For incubators, malfunctions included desired
tenperature not reached and tenperature fl uctuates.

Finally, a malfunction in a fully automated system
the assay run fail ed because a positive control was invalid;
however, a positive or negative determnation for each patient
specinmen was still recorded along with a specinmen optica
density value. |In this case, a programmng error resulted in

t hi s anbi guous printout.
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Next sli de.

The Center for Biologics Evaluation and Research
proposes a reviewer guidance for a premarket notification
subm ssion for automated testing equipnent used in blood
establ i shnments. The use of this guidance would constitute the
special control requirenent of a class |1 device. These
equi prrent shoul d be classified as class Il devices subject to
special controls in order to ensure that the equipnent follows
t he manuf acturers* package insert instructions, and when it
does not, the operator is appropriately infornmed by the
equi pnent of the aberration.

Therefore, FDA proposes the inplenentation of the
follow ng classification: the classification nanme autonated
test equipnment used to test donor blood for blood-borne
pat hogens should be included in 21 CFR part 864 henatol ogy and
pat hol ogy devi ces, subpart J, products used in establishnents
t hat manufacture bl ood and bl ood products. The classification
would be class Il, subject to special controls, and the
foll owi ng are exanpl es of autonated equi pnment that would fall
under this classification name: automated pipettor dilutors,
aut omat ed spectrophotoneters, automated solid phase |igand
assay washers and incubators, and conputers used to control

t he assay procedure and/or interpret assay results.
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Thank you.

DR, HOLLI NGER: Thank you. Let*s go on to the
second presentation by Ms. Hwangbo.

M5. HWMANGBO W have two nore products. The first
one is — these are under CFR part 864 subpart J, devices used
in establishnments that manufacture bl ood and bl ood products.
The first one is vacuumassi sted bl ood coll ection system the
second one bl ood m xi ng and bl ood wei ghi ng devi ces.

The first device, vacuum assi sted bl ood collection
system This device is an automated bl ood collection system
that assists drawing blood by creating negative pressure
within a cylinder that contains a blood bag, thereby rendering
a vacuum within the blood bag. Creating vacuum and shut of f
may be operated by m croprocessors.

It uses a vacuum to draw blood for subsequent
r ei nf usi on.

Justification for the proposal to up-classify. |If
the donor is left unattended and vacuum controls are |ost,
possi bl e vaso-vagal accident can occur fromincreased vacuum
or recipient injury can occur fromcell lysis and activation.
We deem it necessary to require special controls beyond
general controls for donor safety.

We are proposing a reviewer guidance to address
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i ssues in mcroprocessor control system to ensure that the
control system be appropriate, present, and functioning.

The second device, blood mxing and weighing
devices. The devices are blood scales that are used during
bl ood collection. They may electronically nonitor bleeding
and automatically shut off upon conpletion of the draw. It
m xes bl ood with the anticoagul ation with a constant agitation
for increased blood quality and weigh the content during
col | ecti on.

Qur justification is this. The bl ood scal es may
fail to trip at the designated weight, and overcollection of
bl ood may occur. Automated devices should be reviewed as a
class 11 device. Reliance wll be placed on donor
identification, drawing information, as well as alerts and
al ar ns. We propose a review guidance simlar to that for
vacuum assi sted bl ood col |l ection system

Now, this is for down-classification, reclassify
fromclass | to class | exenpt. This is also under 21 CFR
part 864 subpart J, devices used in establishnments that
manuf act ure bl ood and bl ood products. The first device is
heat sealing devices, second, cell-freezing apparatus and
reagents for in vitro use. As Len nentioned, we dropped

copper sulfate solution here.
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Heat sealing devices. This is not a sterile docking
device. This is only for a one-clanp close. These devices
are open hand-hel d battery-operated devices that are used in
bl ood banks or donor sites, comonly used as a conpanion to
apheresi s nmachi nes. They seal plastic tubings containing
bl ood and bl ood conponents, often determ ne the thickness of
the plastic tubing and automatically adjust itself to ensure
t hat each seal be nmade properly.

Qur justificationis this. Users easily — quality
control, inproper sealing. The quality systemregul ati ons and
ot her general controls will provide reasonabl e assurance of
safety and effectiveness. Second down-classification. This
is for cell-freezing apparatus and reagent for in vitro use.
These are cell-freezing apparatus that are used to freeze
reagent regular cells of known phenotypes. They freeze human
red blood cells for in vitro reagent preparations for blood
grouping and typing, as well as antibody identification.

Qur justifications. Users easily quality contro
| eaks, inproper freezing, et cetera. Suspensions of reagent
red blood cells can be inspected visually for evidence of
deterioration, such as henolysis. Quality systemregul ation
and ot her general controls will provide reasonabl e assurance

of safety and effectiveness.
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DR. HOLLI NGER:  Thank you.

Are there any specific questions of the conmttee?
There is going to be an open conmmttee discussion of the
charges later on, but of the last two presentations?

Yes, Dr. Hol nberg?

DR HOLMBERG | guess | amstill unclear as far as
the difference between a cleared and an approved 510(K)

MR. WLSON. 510(K)s, either class | or class Il
are never approved by FDA. There is a distinct difference
bet ween an approval and a cl earance. The difficulty here,
whi ch can be confusing, is that nedical device regul ations
essentially state that a class | and class Il product may be
mar keted if manufacturers denonstrate substantial equival ence
to a product already on the market. A premarket application,
a PVA, a class Ill, does get a discreet FDA approval.
Li censed test kits used to screen donor bl ood get a discreet
FDA approval .

DR. HOLMBERG In the last presentation, it said
that the users* QC for the heat sealer — the users* QC would
nmonitor the effectiveness. |s that an observational review?

M5. HWANGBO | think so.

DR HOLMBERG And woul d the agency then require in

their inspections that the user check off that they have



42
observed the seal, a docunentation?

M5. HWANGBO  Yes, we think so.

DR AUGUST: In the previous presentation, a |list of
equi pnent mal functions in the field was given to us, but we
really were not informed how frequently sonme of these things
occur and what the FDA*s — whether there are acceptable
limts, whether the equi pnment has to be 100 percent effective,
whether a .1 percent failure rate is acceptable. Wuat are the
ranges of acceptability |I suppose | am asking about. Then the
sane questions can occur — | am asking the sanme questions wth
respect to the nunber of tines these errors failed to be
pi cked up by the nonitoring devices, which |I think is also
i nport ant. VWat are the |limts of tolerance and how
frequently are these things occurring?

MR, BALICK: Hi, this is Howard Balick again. The

time frame | nentioned, | think, was five years, approximtely
five years, of sone of the exanples that | gave for
mal functions that | sumrarized extracted from MDRs over a

period of time, and your question about frequency certainly is
germane to the topic, and I do not have an exact nunber for a
particular period of time in a year. W have extensive MR
reports, and we can certainly provide that information at a

later tine.
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The significance, | think, for a |lot of these MRs

is sinmply that their occurrence at all is quite disturbing,
and | actually have just brought with ne sone actual MR
reports, which if you care to, | would read a few of them

specifically as far as summaries, of course neutering them and
not giving specific information, because | do not want to
di scl ose a particular manufacturer or a particul ar instrunent,
but just sort of to hit home what we are dealing with here,
let*s see if | can pull up a couple here.

Okay, here was an MDR for essentially a pipettor
dilutor. The MDR was April 4, 1996. The summary of the event
stated that the instrunment threw a sanple tube while running
an HI'V assay. No one was injured by the ejected tube. The
conpany*s field service engi neer was di spatched to account or
verify instrunent performance or review techni ques.

Here is another one. This was April 17, 1996. So,
you see this is a week later. They are comng in on at | east
a weekly basis of this type of sort. Again, a sanple,
essentially pipettor dilutor. During pipetting of a hepatitis
service antigen assay, using a sanple handler, |arge droplets
were observed at the end of the tips, indicating that the full
anount of sanple was not pipetted. No error mnessage was

gi ven.
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Now it did state that the conpany service engi neer

was di spatched to evaluate this event and that no death or

serious injury was associated with this event, and | do not

have a statenent here as to what the disposition of the unit

that was affected, but certainly there can be significant
ram fications of that type of situation.

| will just read one nore for the purposes of this.

This is June 6, 1996. Again, a sanple handling system Wile

running an HV 1/1l assay, the sanple handler failed to

pi pette reagent in two rows and did not generate an error

nmessage. So we are concerned that these kinds of events
happen at all, and it is certainly relevant, but | think
secondarily to the fact that they do occur at all, and they do

appear to be occurring approximately on a weekly basis. Now
they are not all going to be on an instrunent for a bl ood
donor screening assay. Sone of the itens | have — and | did
note that the M)Rs were not just reported in blood
establishments, but also in clinical |aboratories, because all
of the equi pnent systens have been cleared, as | nentioned,
under class | 510(K)s by CDRH, because up to this point it has
not nmade a difference where they have been used. So sone of
the MDRs will occur in other venues, but certainly ones |

pi cked out are significant and did occur at blood
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establ i shnments.

MR WLSON. This is Len Wlson. | would just I|ike
to add to that that the concern that we have here on raising
all of these products to class Il is the automated issue. It
is the walk away, the machine is going to do what it is
supposed to do — you know, in nost people*s m nds, autonated
equi pnment nmeans that you can walk away fromit. There is
sonething there that wll tell you when sonmething is wong
In situations where we have bl ood testing equi prent, while the
frequency is certainly a conponent of concern, the degree of
error can be an overriding — the degree of one error can be an
overriding consideration. For exanple, we had one instance
where a manuf act urer*s spectrophot oneter had been reprogramed
as an upgrade, and there was a programmi ng error where it not
only did not read the one rowin a mcrowell plate — one row,
| forget whether it was 8 or 12 — correctly, it read them al
as negative, all the tine, and that manufacturer recalled the
product imrediately and steps were taken, but we had a
situation where a blood establishnment did not get on board
with the recall that fast and had used it substantially. So
the point here is then that the degree of error can be not
only a discrete one day event, it can last for quite a |ong

time, because these nmachines operate in a sense silently.



46
They are chuggi ng al ong, and individuals use themon a ful
reliance basis.

The other thing I would like to add is that the
Center for Biologics conducts inspections of manufacturers of
these test kits, and oftentinmes many of them have equi pnent
that they sell along with it. So we have been nonitoring the
rates of conplaints. Now conplaints on equi pnent have to be
bal anced when one | ooks at them One is that no piece of
equi prrent ever works perfectly all the tine. There is always
going to be a failure rate, and sonetines those are hard to
esti mat e.

Secondly, the type of conplaints that are filed
oftentines have to be conbed through carefully, because
sonetimes you wll have operator error and it wll get
inadvertently reported as a nachine mal function. So you have
to sort those things out.

What is our greatest concern are those ones that we
have picked out as exanples where flags were either not
operating when they should have been operating, alerts,
alarns, et cetera, or in fact they were not well-designed into
the product itself up front. An alarmwas not there. So to
an extrene, one would have to sit and watch the automated

instrument to see that it pipetted every sanple accurately,
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and in today*s society it is typically not considered to be an
appropriate thing to do to watch an automated piece of
equi prrent for that type of a level of control. So that is why
we approach this nore froma specific type of problem at a
specific frequency, and our approach again to this would be to
work with the manufacturers to essentially put these flags in
pl ace so that the products can be run confidently consi stent
with the 606 reg which says that the package insert of the
test kit nust be followed, and if the automated instrunent is
going to do that for you, at the very least, if it does not do
it, a flag should go up so that action can be taken.

DR NESS. | guess | amconfused. Could you explain
specifically how recl assifying something fromclass | to class
Il allows you to ensure the safety of that device? That seens
to be mssing in this discussion.

MR WLSON This is Len WIlson again. The products
that we are tal king about for specifically the viral marker
testing equipnment, but the others — well, let*s talk about
viral marker testing equi pnment specifically. These are being
reviewed by CDRH, and these products are classified as class
|, and the reason for that is back when they were originally
classified, it was felt that there was intervention capabl e at

a nedical level, as there is with many ot her devices, that if
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an error was to occur, that renedial action could be taken by
a physician in a nedical testing atnosphere.

The problem that we have in blood establishnment
testing for blood-borne pathogens is sinply that we are
testing for silent diseases in presumably well donors, and one
of the terns that has been recently used is that these becone
determ nant tests. There is alnbst no way to accurately
di agnose an H'V infection that is asynptomatic w thout the
test. So the reliance on the equipnment is somewhat greater
than what the Center for Biologics views in terns of risk
involved. So that is why we were proposing to el evate these
toclass Il, and in our reviewer guidance essentially we would
be proposing to put all these flags in place in terns of
desi gn.

In terns of the other products, our sense is that
t he vacuum assi sted device and the bl ood m xi ng and wei ghi ng
device, it is the sane essential concern. There is automated
— lots of things have becone automated in the last 10 to 15
years, and again, these were classified in 1980, and we know
a lot nore about them and the point is sinply that if they
are going to be automated where reliance is placed on it by
the operators that will essentially walk away fromthem we

feel that it is at least mnimally inportant to have the
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proper flags in place so that either donors do not get injured
or recipients do not get injured.

REV. LITTLE: This is for either of the presenters.
| found it striking that based on very recent information
within the | ast few days that you were reconsidering what to
do with the copper sulfate and the exenption. Doesn*t this
rai se any concerns about the other products that you are
nam ng to be exenpt? Do you have any concern that new
information could cone up at any time, and if that is the
case, then what do you do then? Do you propose another
recl assification?

MR. W LSON: More or |ess, yes. In ternms of the
vacuum assi sted bl ood collection devices, this is a product
that was on the market prior to the 1976 nedical device
amendnents and as far as we can tell is rarely used if at all
right now However, with increased technol ogy and everything
getting automated, there may be a situation where this product
design gets essentially revived and submtted to the agency.
What we would like to do is sinply be prepared, that if such
a product were to be submtted to the agency, now we know
better about concerns regarding automation and conputer
programm ng, et cetera, and what we would like to do is

provide to the manufacturers our current thinking in the form
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of reviewer guidance so that if there are flags absent or
safety controls absent, we would say we feel strongly that
that is inappropriate to clear wthout having these types of
attributes added to the product.

In terns of the automated bl ood m xi ng and wei ghi ng
devices, those are newer in the marketplace — | amsorry, |
get themm xed up. Wat was the other one? The cell-freezing
apparatus, | am sorry. The cell-freezing apparatus is one
| arge step renoved froml aboratory nedicine in the mainstream
This is sinply an archiving system |f anyone has ever seen
one of these things, you wash sone blood in a freezing
solution, add it to a droplet freezer, it sinply freezes it.
So the control is in place by the users. They can largely
tell when sonmething goes wong wth that type of piece of
equi pnent .

The heat-sealing device is the sane thing. It is
visual ly inspectable and verifiable that the seal is made. So
that is why we feel that we have a confort level wth
exenpti ng. In both of the instances, with the heat-sealing
device and the cell-freezing apparatus, in the last 12 years
we do not have any MDR reports. Again, with the copper
sul fate solution, we did not have but one, and it did not seem

to be related to a donor threat. Now, we will be going back



51
to look at that, but this is what we are able to work wth at
t he nonent.

DR.  PILIAVIN: This goes back to sone of ny
questions about procedure before. Wth these autonmated
testing devices that seem to have what strike ne as an
al arm ng anount of problens, do you then have — | amsorry, |
am not being very articulate — nmy understanding is that this
510(K) procedure is for new products. If you change this
classification froml to Il, do you then go back to all the
manuf acturers of the existing products and say that they have
to change things and you have to get themrevi ewed agai n?

MR WLSON: There is a nechanism yes, to do that,
and | would like to reflect on that for just a nonent. About
two years ago, maybe three years ago, manufacturers of test
kits that screen for infectious diseases such as CW or tests
that were screening for syphilis based on a treponemal
antigen, as well as blood establishnments, received a letter
that basically stated that if you are going to be using these
products in the manufacture of a blood product that they
needed to have that specific intended use added to the
| abeling for use in screening donors. As such, based on our
inter-center agreenent, those products would be submtted to

the Center for Biologics for review. There was a tine franme
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that was allowed for those manufacturers to in fact file those
new 510(K)s for that new intended use. The rules are if you
are going to change the intended use — and there are a nunber
of other tines that slip ny mnd at the nonment — but if there
is a new intended use of the product, that makes it eligible
to file a new 510(K)

W anticipate that manufacturers that are devel opi ng
such products now to test equipnent, et cetera, that are at
t he begi nning of their devel opnment process versus those at the
end of their devel opnent process or in distribution, we would
have to consider a tine frane in which to integrate this into
the bl ood screening scenario. So we would have to establish
atinme frame in which to do this, and that is a consideration,
because many of these pieces of equipnent can take a year or
two to retrofit or to redesign. It is the devel opnent
pi pel i ne.

DR. HOLLI NGER: Dr. Nel son?

DR NELSON: | renenber reading a paper a coupl e of
years ago — | think it was in Transfusion, published in
Transfusion - and it was really quite interesting and
striking. It was a review of all of the blood banks in New

York State, and they |ooked at instances in which false

negative bl ood was used, or it slipped through the system and



53
as | recall, very few, hardly any, were in the w ndow peri od.
Most of them were clerical or admnistrative problens. I
thought it was an interesting review of a problem that
everybody suspects occurs, but there was no real good data on
the frequency. But | wondered in that paper if anybody
renmenbers it, Susan or Paul or anybody, what were the
proportions that were due to automated device problens as
opposed to sonebody just witing down or mstaking the result.
I n other words, how rmuch was equi pnent failures as opposed to
personal failure, if anybody renenbers that paper?

DR. LI NDEN: | sort of remenber. In those
particul ar instances where there were truly infectious units
that went out, ny recollection is that those were virtually
all cases of transcription errors, human error of one sort or
anot her, and were not equi pnent failure, but we certainly have
observed in the facilities that we | ook at the same types of
errors and problens that M. WIson described, which is in
fact one reason that we so strongly pronote the idea of using
additional external controls to attenpt to di scover sone of
t hese types of problens.

DR NELSON: So maybe we should increase automation
as opposed to decreasing.

[ Laught er. ]
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Repl ace the person who wites down —

DR HOLLINGER  Any ot her comment fromthe commttee
before we open it up for public -

Yes, Dr. Linden?

DR LINDEN. | amstill not conpletely clear on what
exactly this additional reviewis going to consist of and how
exactly you are going to prevent these types of problens,
which | think a ot of the tinmes these types of equipnent
failures are not preventable. Are you going to be |ooking at
your existing MDRs for simlar type of equipnent in order to
try to anticipate what the problens m ght be and see whet her
t hese types of equi prment coul d be subject to those and whet her
it can be prevented or whether it can be flagged if it does
occur, and what if there is other types of equipnent that
coul d have other problens that you do not know about yet?

MR WLSON. There is no perfect piece of equipnent.
We realize that. But we also believe that if we use a test
kit*s package insert as the backbone for steps to conduct an
assay that is expected to give an accurate answer, then, as
M. Balick wal ked through those manual steps, they would be
t he backbone, and we would sinply ask how does the operator
know if the operator is in the next roomnot watching it that

that did not happen?
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Now, | want to also say that one of the other
elements of this is basic standard | aboratory quality control
procedures, too, relative to the CLEA controls, that would be
hel pful, but al so maybe there needs to be sone new thinking as
to how control strategies, control reagent strategies, are
applied to large runs using automated equi pnment. No single
control reagent can prevent every possible error. There may
need to be controls that are designed to detect particular
errors and therefore would need to be run with the instrunent,
and then, of course, presumably, if it is an autonmated
instrument, the automated instrunent could be programed to
make sure that it is reading the |ow control as opposed to
mxing it up wth the high control and m scal cul ati ng sone of
t hese results.

So while we realize that equipnent will always break
down, equi pnent will always have problens, we also are of the
belief that many of these types of flags and sensors, which
many were avail able many, nmany years ago, and in light of the
concern that a small error with a piece of equipnment can
translate into a | arge nunber of units being placed at risk,
we feel that these types of flags should be in place.

One thing that does work for us is the frequency of

the di sease in the donor population. It is very, very |ow
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So oftentimes when these errors occur, many tinmes units do not
get released. So we have that on our side. However, we do
have situations, as | said earlier, where a whole row was not
bei ng read, and a bl ood manufacturer had used it for a |engthy
period of time and accunul ated a very |arge nunber of units.
So that did not — the low frequency of the disease in the
popul ation was not mtigating in that scenario. So that is
what we are trying to get to, and we do not think that these
types of sensors are sonething new and extraordinary. They
were state of the art a while ago. They just need to be
enpl oyed for better detecting silent disease screening errors.

DR.  HOLLI NGER: | think, obviously, as you said

this is an inperfect world, and machines will break down. |
guess why sone of the questions conme up is that you are trying
to reduce the risk as nmuch as possible, the errors as nuch as
possible, in the design or otherwise, and what are the
guarantees that these are going to be reasonabl e suggestions
to the manufacturers or vice versa. | presune you work very
cl osely, obviously, with the manufacturer, and there is sone
gi ve and take about what is reasonable, whether this is really
going to be sonething that will prevent the errors that you
really want to prevent. Some errors are intermttent with the

conputers and hardware. They are not there every tinme. They
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occur periodically until they finally beconme constant, and of
course these are the things we are always concerned about.
well, all of us who drive cars understand that. Machi nes
al ways have problenms, and things obviously happen wth
equi pnment. | guess is one of the questions | would want to
pose to you.

MR. WLSON: In fairness, | do not think it is an
easy answer. W are running the breadth of progress versus
perfection, and it is very, very hard to make that cut. Al so,
equi pment, because of its nature, intermttent problens, et
cetera, can only really be inproved wwth integrity by design,
and that is what | had alluded to earlier in the new quality
system regul ati ons. In fact, this new GNP applies to the
design of the product, not just sinply the repetitive
manuf act uri ng, and where that canme fromwas a study that was
conducted by CDRH, | believe in 1987, where it was determ ned
that 50 percent, or sonme 70 percent — | amsorry, 50 percent
of recalls of nedical devices were due to manufacturing
errors. They put the wong part on the machine, and it got
out into use, and it did not work.

The other 50 percent could not be assigned to
probl enms in manufacturing. They were design probl ens. | t

could not do what it was supposed to do. So based on that,
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CDRH spent al nost 10 years putting together this new quality
system regulation wth the full intent of trying wth a
reasonabl e bal ance to address those types of concerns. Since
this equipment falls under those GNPs or quality system
regul ations, we view that that is an added benefit to this
type of equipnent.

Designs wll always inprove, and they will not be
perfect, but what we feel is that in consideration of the | ow
frequency but very serious effect of a fal se negative result
based on these types of equi pnent, that prudent neasures woul d
be appropriate where sensors and flags, which are again not
viewed to be state of the art or extraordinary in design or
i npl ement ati on, ought to be included in these designs.

DR, HOLLI NGER: Just a question, based on chip
desi gns and sensors and everything else that is nmade, if a
manuf act urer nmakes a change — | et*s say he has sonet hi ng that
he finds, sonme chips or other parts that nmay be cheaper, coul d
be manuf actured cheaper by sonebody el se, do they have to cone
through and notify you about that, or can they make this
sinple, what |ooks |like a sinple change, and it may turn out
that it is not as stable as -

MR WLSON: That is an excellent question, and one

of the concerns in the quality system and regulation
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devel opment was how far back do you go? The FDA did not
really want to get into regulating mcrochip manufacturers,
because nost mcrochip manufacturers are not in the nedica
devi ce business. So there had to be sone type of a bal ance
st ruck.

The onus for the suitability of a conponent part for
a nmedi cal device is squarely on the device manufacturer. The
device manufacturer is obligated, regardless of whether a
510(K) is exenpted or not, all the way up through HV test
kits — they are obligated to ensure that their raw materials
are adequate for their intended use. Manufacturers need to
conduct that neasure of quality control testing on raw
materials if they feel that there is a possibility that if a
defect occurs in that particular raw material that it would be
— they have to conduct that neasure of quality control testing
to ensure against the product being released that does not
performto its intended use. So if a manufacturer has done a
poor job of raw material testing — chips, et cetera — they
would likely get a 483 observation, and if there were
conpl aints against the performance of that product, other
regul atory action may ensue.

They would not need to file a new 510(K)

specifically for those types of changes, unless it had
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profoundly different technol ogy or sonething well beyond what
was originally cleared.

Does that answer your question?

DR, HOLLI NGER: Yes, it does, but | do know that
things are changed by nmanufacturers, and we see them in
quality control — for exanple, if you are follow ng things
very closely, you will see changes in ranges, changes in
val ues, and they are perceptible changes. The other day - |
have been follow ng al bumn, for exanple, which | follow very
closely in patients, and | noticed that in a two-week period
there seened to be an increase in the albumn |evel that I
have not seen. It was clear by just |ooking at a nunber of
patients that were comng through, and | asked the people
after they went back, and the investigator said, oh, yes,
there was a change in sonme of the equipnment, and for about a
two-week period there was a clear, decided change in the
backgr ound.

These things go on all the tine. It was a
manuf act urer*s change actually, and they are often just picked
up through the quality control, in nost cases. Sonetines they
are not.

DR. HOLLI NGER: Yes, Dr. Khabbaz?

DR KHABBAZ: Yes, | think this was asked earlier,
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but | remain unclear on how does reclassification affect
exi sting devices? These reviewer guidances, how will they
apply to existing devices? You said that it will not — the

exi sting device manufacturer will not resubmt 510(K)

MR WLSON: Wiat we plan on doing is devel opi ng an
interim period by which there would be a notice to
manuf acturers that if by such and such a date — just like with
the OW test kits. Manufacturers and the users were told that
by such and such a date, any testing for CW, for exanple,
needed to be done with a test kit that is |abeled for use in
screeni ng donor bl ood. So there is a nodel to follow and
there is a tine frame in which we all ow manufacturers to do
t hat .

It would affect test equipnent in the field.
Manuf acturers would need to file a new 510(K) for the new
i ntended use of bl ood screening, and at that point, we would
|l ook for the types of flags, et cetera, in the equipnment
design. The purpose of this neeting right here is to publicly
di scuss our concerns, obtain a recommendation fromthe panel
if they feel it is appropriate to follow this route, and then
we would take it to another |evel of public coment in the
Federal Register, and these types of comments — for exanple,

if a manufacturer felt that it was an undue burden because of
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such and such, we would have to take into account that
consi derati on.

I n sone instances we agree with coments; in sone
i nstances we overrule them So it is a stepw se process with
the ultimate goal of converting all of the test equi pnent, at
| east from a proposal point of view, to class Il, have it
| abel ed for blood screening purposes, and have these safety
flags in place.

DR. HOLLI NGER: Thank you, M. WI son.

| think we will nove into the open public hearing.
There has been one group that has been asked to speak today.
El i zabeth Hunter is representing Anmerica*s Bl ood Centers.

Ms. Hunter?

Agenda Item: Open Public Hearing

M5. HUNTER  Copies of our statenent are out front.
So if you do not have one, you may receive on |ater.
Anerica*s Bl ood Centers collect and provi de over 45 percent of
the United States bl ood supply. We thus have an enornous
interest in assuring that the nost efficient and effective
technology is available to protect the safety of the blood
suppl y.

W applaud and strongly support the proposed

reclassification of nedical devices used in the processing of
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bl ood conponents as a good first step. W especially support
the reclassification to class Il of test equipnent used to
screen bl ood donations such as equi pnent used in viral marker
testing.

It remains a continual enbarrassnent to our
regul atory system which is both the finest and the slowest in
the world with regard to this type of bl ood diagnostics, that
state-of-the-art technology is available in Europe and
el sewhere many years before it is available in the United
States, the country in which it was invented. For exanple,
after nearly 5 years of use in Europe, the so-called Fane
mcroplate testing systemis still not available in the United
St at es. W are also aware that the next generation PRI SM
system has been available in Europe for over six nonths while
it may not be available to inprove blood safety in the United
States — the country that invented it - for several nore
years.

Finally, FDA*s reclassification does not go far
enough. Wth one nmjor stipulation, blood screening tests
t hensel ves should no | onger be classified as biologics, but as
class Ill devices. This could greatly speed the availability
of inmproved blood screening tests to make the bl ood supply

even safer than it already is. Qur one major stipulation is
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that lot release requirenents remain inportant to assuring
that each lot of tests is as specific and sensitive as the
next. Clearly FDA has the |legal authority to regul ate bl ood
screening tests as devices, but not |icensed biologicals, and
still require ot releases. This is the best of both worlds
— making the consistently safest and nost effective tests
avai |l abl e as quickly after devel opnent as possi bl e.

Less than three years ago, the United States* nmjor
manuf acturer of clinical and bl ood screening tests warned FDA
that if inportant changes were not made in the test approval
process, not only would manufacture of tests and equi pnent for
export be switched overseas, but that the next step would be
that the tests and equi prent thensel ves that were invented in
the United States woul d be manuf actured overseas and shi pped
to the United States. This is already starting to happen.
FDA nust act soon to assure that the United States does not
| ose its biotechnol ogy advant age.

W wurge that the proposed changes and these
addi tional changes be nade as soon as possi bl e.

Thank you.

DR HOLLINGER  Just as a piece of information, the
Anerica*s Bl ood Centers used to be the CCBC, is that correct?

The Council of Community Bl ood Centers.
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W have sone tine, and | would like to ask if
anybody in the audi ence has anything they would |ike to say,
and this is the open public hearing, so if any of you there
want to speak on sone of the issues that were raised this
morning, we would like to give you sonme tine to do so.
Anybody?

Yes, please, and pl ease state your nanme and who you
represent.

M5, SMTH H, | amJudy Smth wth Sienna Biotech
It is a small nedical device manufacturer in the Colunbia
area. | just wanted to ask Len to get a clarification. This
proposal for class Il for the automated systens, are you now
proposi ng that any new products go through two subm ssions if
there is a clinical |aboratory use and a bl ood bank use, that
the manufacturer would submt a 510(K) to CDRH for the
di agnostic use of the washers, et cetera, and then would al so
turn around and nmeke anot her subm ssion to CBER?

MR. WLSON:. That question really was answered in
our 1991 inter-center agreenent. Products that have dual -
| abeling, i.e. for diagnosis and for blood screening, would
need to be filed with the Center for Devices and Radi ol ogic
Heal t h. They would review it for diagnostic purposes. e

would co-review it for blood screening purposes, because
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screening blood is different fromdi agnostic testing. So the
system has al ready been set up to handle that.

M5. SMTH: So these new — the requirenent for in
the next X years to bring the previous, the already marketed
products, back in for another 510(K) would still go through
CDRH but go to you for review?

MR. WLSON: |If the product was |abeled for dual -
| abel i ng. In the situation that we had with the CW test
kits, they were not | abel ed for bl ood screening.
Manuf acturers were instructed to Ilabel them for blood
screeni ng. Manuf acturers of test kits had to nmake the
deci si on whet her or not they wanted to have them avail abl e for
bl ood screening, have them avail abl e for bl ood screening only,
have them marketed for diagnostic only, or for both. That is
a decision that the manufacturer of the test kit nakes.

Most manufacturers elected, for the sake of
expedi ency, to have two test kits. |In other words, one that
was submtted to the Center for Biologics specifically for the
bl ood screening claim In sonme instances, that was the nost
expedient way to handle it. It required sone |[|abeling
changes, but the content of the review from the Center for
Bi ol ogi cs point of view, you know, was still the sane.

So this is the distinction that we have between a
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test kit for diagnostic use versus a test kit or a piece of
equi prent for bl ood screening purposes. Does that answer your
gquestion?

M5. SMTH  Yes, | think so.

DR HOLLINGER  Coul d you restate your name of your
conpany again, please, and your nane?

M5. SM TH: Judith Smth, SMTH, Sienna Biotech
S| ENNA.

DR. HOLLI NGER: Thank you. Appreciate it.

Yes, please?

MR. KLAMRZYNSKI : Mat t Kl anr zynski , Abbot t

Laboratories. W are a manufacturer of blood test systens,

and | am going to represent certain biases as a special
interest group here, but | hope these remarks are taken
objectively. | was just taking sonme notes as we went through

here, and the mal functions and defects that FDA presented are

real . There is no question about that. But as a panel
menber, | would have a difficult decision here to make
regardi ng the change that has taken place, | guess, in the

last 10 to 15 years, which spurs FDA to have these S&E
concerns, safety and effectiveness concerns, now |Is it due
to increased MDRs, increased recalls, increased | ook-back due

to equi pnent mal functions?
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Secondly, wll the additional controls that FDA
proposes to put in place be nonitored to see if MDRs, | ook-
back, recalls decrease? | do not think there has been
sufficient tine. | know there has not been sufficient tinme to
| ook at the effect of strengthening, as FDA said, the G\P
through @SR, and the design control features which my
mtigate these instances that have been reported. So it is
difficult for me with the anmount of information that was
presented, and | would think difficult for a panel, to nmake a
prudent decision on this issue.

Thank you.

DR. HOLLI NGER:  Thank you.

Yes?
MR. CUW NG | am Paul Cumm ng with Talisman, a
small consulting firm in Vienna, Virginia. Il work in

aut omat ed nedi cal devices primarily. M concernis with the
del ay and keeping new products off of the American nmarket.
There was the nention this norning of a blood system software
that got through in 22 days. That is only one, that is the
only new technology that is on the market, and that is only
the one manufacturer, as far as I know. The rest of it is 10
years outdated. It is fragile, and it breaks, and as was

presented here, the mstakes that seem to be nmade are
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transcription and other things in the manual processes, and
the rules are keeping the new technol ogy off the market. | do
not think that that is in the public interest.

So how do you address when the rules are in place
for the automated, what do we do with the unautonated? How do
we get it through? | presented to the National Library of
Medi ci ne | ast year, for exanple, put a process in place that
takes 90 days and does not require eight volunes of
docunentation, which virtually makes it inpossible for snal
firme to submt to the FDA. Eight volumes — you are tal king
a mninmumof a man-year or two nman-years of paper. There is
not hi ng | ess than ei ght volunmes of docunentation that has been
accepted by FDA to the best of my know edge.

That is all | have to say. There has to be a
bal ance here. Thank you.

DR. HOLLI NGER.  Ckay, thank you.

MR. SANDERS: My nane is Steve Sanders. | amwth
Vi anmerier Wtech[?], a nedical device manufacturer. | have
sonme questions relative to the use of reviewer guidance. It

is my understandi ng that revi ewer gui dance can be applied to
any classification. |Is that correct?
MR WLSON. That is correct, depending on howit is

written. If it is witten specifically for a particular
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di screte product, it nmay apply to that one classification
because that is what the product is in. If it is witten
broadly to cover a nunber of products that are in a group but
because of their intended use they are in different classes,
| nean, there is a lot of flexibility in how that would be
witten.

MR.  SANDERS: The second question that | have
relates to the slide that you had, tal king about the reasons
for reclassification in general. It appeared to ne as | read
those two bullet points — and | do not renenber exactly what
the slide was entitled — that the current class | for
aut omat ed products basically covers all of those controls, and
| ama little bit confused as to why do we need to go to cl ass
Il for automated products. Wat is the advantage, in essence,
in doing that, because the control systens that you are
tal ki ng about are available in class I

MR, W LSON: That is true, but they are not
necessarily applied and applied effectively in these products.
That is where we have our concern, that we need to see these
applied to these products. They are avail abl e. There are
sonme instrunent systens that have certain types of flags in
certain areas, but what we are saying is that we have a

regul atory obligation to ensure that the test kit package
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insert is followd, and the instrument, we view, should have,
by technol ogy that was available, you know, a decade ago
t hose types of controls in place, and our view is that a
special control is warranted here, and a form of a special
control can take, in our view, reviewer guidance. It will
hel p manuf acturers know what FDA*s current thinking is, our
concerns about what we find on inspections.

What we described on our inspection findings was
just a sunmmary. W did not disclose, you know, lengthy lists
of these types of things. W felt that we would pick the ones
t hat nade our point nost appropriately: flags being absent,
fl ags not working when they are fully expected to be working.
So that is where we are comng from

DR. HOLLI NGER.  Anyone el se?

Dr. Hol nberg?

DR HOLMBERG Well, just to follow up on several of
the comments by the public, can you give us a clarification,
M. WIlson, as far as how many days are we tal king about in
each one of the class reviews? | nmean, is it all supposed to
be 90 days, or is there a different breakdown on the
di fference between class I, class Il, and class I11?

MR WLSON. For aclass | and class Il, the review

at FDA should take action within 90 days. |If it goes over 90
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days, the Safe Medical Devices Act of 1992 prohibits a

manuf acturer from distributing it wuntil FDA gives it a
cl earance. Class |1l medical devices are a 180-day review
cycl e.

DR HOLMBERG M. WIson, could you al so respond to
the Anerica*s Bl ood Centers conmment about the classification

of the blood screening test from biologicals to class 111

devi ces?

MR WLSON: Yes, | did not quite fully understand
how sonme of those remarks — |ot release is a regulatory
el ement of a product I|icense application. It is not a

regul atory elenent of a premarket notification, and | think
am —

M5. GUSTAFSON: Could I just add that possible
changing the regulatory schene from licensing to nedical
device review is not within the scope of this discussion
t oday. This discussion is about devices that have been
classified intoclass I, Il, or Ill, primarily in class | and
Il in terns of whether they should stay in the classification
that dates back to 1980 or whether they should be put into a
different classification, and renenber that devices are
cl assed based on risk, with the highest risk being the class

1l devices, the very lowest being the class |I. |In |ooking at
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the devices that were classified in 1980 by 1997 standards and
al so looking into the future in terns of size of governnent,
extent of regulation, we were |ooking to see which devices
| ooked | i ke they perhaps had nore of a risk than was thought
back in 1980.

The one that stood out obviously were the testing
equi pnent for infectious disease testing for bl ood screening,
and our objective in the reclassification froma | to II
i ncludes use of special controls, but it also would ensure
premar ket review of these types of devices in the future.

DR SMALLWOCD:  For the record, the previous speaker
is Captain Mary CGustafson of the Center for Biologics

DR, HOLLI NGER  Yes, Dr. Martone?

DR. MARTONE: Have you done any pilot studies or
field tests to show that your proposed reclassification wll,
in fact, do what it is supposed to do?

M5. QUSTAFSON. The short answer is no, but we have
been | ooking at historical information in ternms of review and
review el enents, and we have been | ooking at the MDR reports,
al so reports frominspectional findings over the years. So
no, there is no piloting, but we do think that these devices
are risky enough that we should ensure the continued prenarket

review of these types of equipnment in the future.
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DR HOLLINGER It is 11: 01 now, and we wll take a
hal f an hour break now. W wll reconvene this — this wll
end the open public hearing. W wll reconvene at 11:30 to
begin the open comm ttee discussion.

Thank you.

[Brief recess.]

Agenda Item: Charge to the Committee as a Medical
Device Panel

DR, SMALLWOOD: As indicated on our agenda, the
executive secretary wll read the charge to the commttee as
a nedical device panel. This wll becone a part of the
record.

The charter of the Blood Products Advisory Commttee
permts the coomttee to sit as the nmedi cal device panel when
it is necessary to review or discuss issues relating to the
seeking of advi ce, recommendation for approval , or
reclassification of nmedical devices which are regul ated by the
Center for Biologics Evaluation and Research. Today the
commttee wll be considering the agency proposal to
reclassify certain nmedical devices used for blood collection
and processing and for infectious disease testing of blood
donors as has been previously discussed this norning. The

authority for such reclassification of a device is found in
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sections 513(e) and (f), 514(b), 515(b) and 520(1) of the
Federal Food, Drug and Cosnetic Act as anended, and the Code
of Federal Regulations Title 21 part 800 subpart C.

The Bl ood Products Advisory Conmttee will sit as a
medi cal device panel to reconmmend reclassification of the
following: class | products proposed to be reclassified to
class Il under special controls; class | products proposed to
remain as class | general controls but exenpted from a
premar ket notification 510(K) subm ssion.

Accordingly, this advisory panel will be asked to
provi de recommendations for the reclassification of these
devi ces as proposed. The questions for consideration by the
commttee will be presented by FDA personnel and wll be
restated by the commttee chair, at which tine you may discuss
them and request further clarity as necessary.

Thank you.

Dr. Holling?

Agenda Item: Committee Discussion and
Recommendations

DR. HOLLINGER W are now into the open commttee
di scussion, so we wll open it up to any discussion that the
comm ttee m ght have.

Dr. Smal | wood has suggested perhaps we mght want to
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| ook and just have the questions put up — tell ne, how does
the commttee want to do this? There are a group of
guestions. W can do them one by one, which is probably the
easiest way to do it, but if so we can just put it up there
and discuss it specifically. 1Is that what you would like to
do? And then raise any issues at the tinme. Wy don*t we go
ahead and put the questions up if we could, please.

So the questions to the commttee are as foll ows.
The first one is does the conmttee agree that autonated test
equi prrent used to test donor bl ood be reclassified fromclass
| toclass Il? This is now automated test equi pnent, and the
others that — all of these are the automated group here. So
let*s just deal with this one here.

Yes, Dr. Piliavin?

DR. PILIAVIN: | remain quite confused. There was
one question earlier that suggested that rather than
reclassifying that the FDA could indeed sinply add sone
gui dance to a class | and acconplish the sane thing. So |
woul d i ke sone clarification of that.

The second thing | would like to know is sone
figures on how long on the average it takes to approve a cl ass
| as conpared to a class 11

MR WLSON: The second answer first. There is no
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di stinction between the tinme franes for class | or class ||
They are statutorily 90 days. The level of conplexity in a
class | may take nore tine than a particular class Il. The
greatest rate limting step is the quality of the information
supplied by the manufacturer. That is why we are trying to
pronote the notion of going with a reviewer guidance to get
better conmunication with the manufacturer.
DR. PI LI AVI N: About how | ong on average do they

really take?

MR WLSON | think an average woul d be m sl eadi ng,
because sone are nore conplex than others. | think that a
range mght give a better sense. | quoted one 22 days. W

have sone that have been in for well over a year.

DR PILIAVIN. Wat about a nmedian rather than the
nmean.

MR WLSON:. | have to be honest, | just sinply do
not have that nunber in ny head. W could try to track that.
Some can take years, depending on the quality of the
submssion. If it is aregulatorily conplete subm ssion — in
other words, | had a slide up earlier — FDA is obligated to
reviewit if it is conplete. That does not nmean that it has
adequate information to determne safety and effectiveness.

So we go through the review process, and then we spend tine
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witing a nore information letter, and it is up to the
manuf acturer if they respond to that in a tinmely manner or
with adequate information. Otentinmes there are two or three
cycles of letters that are exchanged. It 1s not somnething
t hat FDA can necessarily control. Ideally, what we are trying
to do in this case is pronote the idea of reviewer guidance to
say, look, this is what we think is appropriate, and it is up
to you if you provide it to us. |If you do not provide this
type of information, we nmay not be able to clear your device.

DR. PILIAVIN. Now ny first question?

MR WLSON: | forgot the first question, sorry.

DR.  PILIAVIN: The first question is sonmeone
mentioned earlier the possibility of sinply adding this kind
of guidance to a class | classification.

MR WLSON: Yes. W have been, in the recent year
or so, been directed by our top nanagenent to be nore m ndful
of all the regulatory processes that we are supposed to be
followwng, and in this case we are trying to follow the
regul atory process. It is in our view, which the conm ssioner
has the appropriate authority to declare, that we feel there
is new information that would affect the classification of
such devices, and as such we feel that special controls shoul d

be proposed.
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Now, again, this is a special control that FDA is
proposing, that the regulations allow for anyone of those -
any one of those special controls that we had |listed, patient
registries or other, if the commttee feels that an other
special control would be appropriate, | would be happy to
listen to that, but considering our experience, our hopefully
bal anced vi ew that what could enable the manufacturers to get
their products cleared in the nost expedi ent way that woul d be
determ ned to be safe and effective — it is in our judgnment
that a reviewer guidance can help because it allows
manufacturers to get a view of FDA*s current thinking on these
concerns and hopefully nake the process nore efficient.

DR. PILIAVIN. Coul dn*t you do that under a type |
classification, give reviewer guidelines?

MR WLSON: | believe it is possible to do that.

M5. HWANGBO The critical difference between cl ass
| and class Il is, anong other, anobng ot her special controls,
performance data is required. | nean, the performance data
requirenent is the critical difference. So according to our
gui del ine, a manufacturer submtted those data, you know, we
review those. Under class I, we ook at — just conpare with
what ot her device, predicate device — we just conpare — it is

sinple review, while under class Il it is very detailed
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scientifically in the area of perfornmance data.

MR WLSON: | think I mght be able to hel p here.
The term of substantial equivalence is a very, very critical
termto understand. It is substantially equivalent to other
products on the market, and the concern that we have is that
we have identified areas where we feel unconfortable relative
to the performance of such products, and that is why we feel
t hat an upgrade in regulatory control is warranted, in this
case because of the need to work wth the regul ations, the
| ogi cal approach would be to go to class Il relative to the
need for a special control. So we decided a special control
was necessary. That is our view

Now, how do you institute a special control? One
option woul d be revi ewer guidance.

REV. LITTLE. As a consuner, if | hear any concerns
expressed over the performance of any piece of equi pnent and
t he suggestion is made to ook at it nore closely and nove it
fromclass | to class Il, | have to say | cannot imagi ne why
| would not want to see that happen. M question would be,
wel |, what then would you add, and | understand that that is
a different question, and | understand why the secondary
guestion was withdrawn, but in regard to the first part of

that question, | cannot imagine sitting here and hearing you
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tell me that you have additional concerns and ny saying, well,
| do not think you should upgrade it to class Il. So | would
support it.

DR, HOLLINGER: Dr. Hol nberg?

DR HOLMBERG Maybe | just need clarification on ny
t hought process here, but if | |ook at question nunber one,
what basically the agency is asking us to do is to classify
the equi pnent for donor testing, blood donor testing. That
woul d then nove it fromthe review of CDRH over to CBER, and
al so they are asking us for a reviewer*s guide that | ooks at
performance data. |Is this correct, M. WIson?

MR WLSON:  Yes.

DR. HOLLINGER Yes, | would like to also ask Dr.
Tuazon, who is on the M crobiology Device Panel and has sone
experience in these areas, if she would share with us sone of
her thoughts, please.

DR.  TUAZON: My question is once you have
reclassified equipnment fromclass | to class Il and we have
certain concerns and goals we are trying to acconplish in
terms of reclassifying the equipnent, after reviewing the
data, at the tinme period that they have been reclassified as
class Il, and these goals or concerns that we had set were not

met, do they go back to being classified as class |?
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MR. WLSON: The regulations provide — no, it does
not happen automatically, but there are provisions to do that.
The proposal to reclassify nedical device can cone fromthe
comm ssioner, it can come from industry - industry can
petition — it can come from a private citizen. So in the
course of this proposed action, if we play it out for just a
moment, if it is determ ned sone point further down the |ine
that this effort did not basically mtigate the hazards, then
a person could petition FDA to change the classification or
even petition the FDA to propose a different type of special
control if they felt that the special control did not do the
job but it still has a neasure of concern to keep it as a
class I'l. So there are nmechanisns to do that.

DR. HOLLINGER  Yes, Dr. Verter?

DR VERTER Yes, | nust confess that | amin a rea
guandary. My gut feeling is to go with Reverend Little, that
anyt hing that smacks of potential hazard, that we should err
on the very conservative side. On the other hand, | have not
heard anyt hi ng today that nmakes nme understand why | woul d vote
that way. There is no data. There are sonme anecdotal reports
that you have presented, although | imagine the FDA has had
nmore reports than you have tried to give in a brief overview

Therefore, | cannot draw any confidence that what you are
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proposing to do would actually resolve a problem In other
words, would this reclassification force manufacturers or
users to supply nore regulated data, in other words, be
monitoring the equipnent nore, be supplying you with nore
data, give you an insight as to whether it is a nechanica
i ssue, a human issue. | don*t have a sense of what benefit
woul d come out of it, other than a psychol ogical sense that it
has to be better because we are nonitoring it better.

MR W LSON: Could | briefly respond to that? |
mean, we deal with what we know. W deal with what we know
What we know is that this type of equipnment, based on our
i nspectional findings, based on recalls of the equipnent, et
cetera, a summary of that, indicates that we probably shoul d
t ake sonme neasure of action that is appropriate. There is a
mechani sm by which to do that, and that is this forumhere for
a recommendation and then following it through to the Federal
Regi ster notice, et cetera. This is targeted at bl ood safety.
| do not think we have the ability to project with absol ute
certainty that this type of special control will in fact
elimnate those nunbers of recalls. We just cannot tell.
However, we do have experience in know ng that when a piece of
equi pnent does not do what it is supposed to do, intuitively

one would say, gee, naybe there needs to be a different
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approach to this, and this is one of the different approaches.

There were options of other special controls that we

woul d be happy to entertain. Does that help you? | am
concerned that -

DR VERTER It helps to hear you say it, and | have
confidence that you fol ks do have a | ot nore data than we do,
but if I was — usually when | nake a deci sion on sonethi ng,
have sonme report to |look at or sone data to |look at, and |
guess | do not have a sense of — for exanple, if you take a
pi ece of automated equipnment that is out there now that you
want to reclass that the FDA is suggesting reclassification
of. Are these just random things that you hear about? Are
there nore of then? | nean, if it something that is running
ei ght hours a day in a shop and a person is not there and a
bell and whistle does not go off, was it just random chance
that they happened to find one of the things you put up there,
and is that the only one that occurred in a year, or is it 50
tinmes that?

MR, WLSON: No, this has been accumul ating over a
peri od of several years. That is why we did a five-year
retrospective look for the MDRs, and again, in our recent
findings wth CBER i nspectors at blood test kit manufacturers

who happen to al so manufacture test kits, what we have found
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are sonme of the problens that we have identified up here. W
felt that in consideration of the types of problens and its
substantive effect — in other words, the point of it being an
i nfrequent event with very, very serious consequences — that
is hard to quantitate. W felt that the best nove to make
woul d be to take one step up in regulatory controls, and those
types of problens clearly have the potential for the rel ease
of unsuitabl e bl ood.

In one instance, we do know that unsuitable blood
was released. |In other instances, it could have been rel eased
but because of the statistics involved, it was too hard to
nail down, but all the |ook-back and everything else was in
pl ace. So we know we have a risk here that we have an
unconfortable level with, and I guess maybe one of the other
things that we are thinking about is, well, we have this data,
we know it. You know, do we take action or don*t we? That is
what we are saying to the commttee. W have a feeling that
t hese types of controls can be put in place, and they are not,
in our view, so burdensone to the manufacturers because they
are in other instrunents. It is just that we need to have
them focused to nmake sure that all the package insert steps
for the products for the HV test kits are followed on an

automated basis. | guess maybe one of the things that would
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be hel pful is to provide the commttee with an extensive |ist
of 483 citations, which are public, where flags have been -

DR LEI TMAN.  What nunerous nenbers of the commttee
are really asking the FDA is to justify why it exists. Does
an increased | evel of review by in-house experts really result
in increased safety and efficacy? Everybody has asked that
guesti on. In other words, if we recomend that
reclassification occur from class | to class Il, does it
really increase safety and efficacy? Were is the data that
it does that? Were are the reports? Were are the audits?
And FDA does not audit such things.

The track record is alnost certainly that it does.
How could increased scrutiny and increased |evel of data
review, increased requirenents for subm ssion of performance
standards not result or not have that result or at |east be
nore likely to have that result than |esser safety and
effectiveness. So | do not see that we can ask the FDA that
guestion. It is an assunption that the entire Food and Drug
revi ew process assunes is true.

| have a conpl ete separate question, which is —

DR, HOLLI NGER: Just a m nute. Let*s end up with
this issue here.

DR. LEI TMAN: My second question is a different
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t opi c.

DR. HOLLINGER: But it is an issue. | think, you
know, you presented it along these sane |ines. You did
present all this information. It could have been interesting,

at least to ne. You tal ked about just in pipettor dilutors,
automated pipettor dilutors, picking up too nmuch sanple,
unequal vol unes of diluent dispensed, conjugate delivered to
half a plate, et cetera. It would be nice at least for me to
know was this sonmething unique, | nmean, that you coul d design
or change or alter or have the manufacturer alter that would
nmake a difference, or was there sonme reason for it, other than
just sonmebody noted this. That piece of infornmation would be
very inportant.

MS. GUSTAFSON: Yes, | do not think we have the
conplete information on each individual report, but there is
enough problenms with the equipnment that — and Dr. Leitman
stated it very eloquently as what we are trying to do is shift
the responsibility froma postmarketing finding problens after
t hey happen to | ooking at the appropriate design and testing
of the equipnent prior to marketing, including having the
premarket review, with the goal of preventing problens at the
user site later on.

DR. MARTONE: Let ne response to the comment about
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i ncreased controls and scrutiny automatically resulting in the
outcone that you want. | disagree that that is the case. W
have seen this time and again in the field of hospital
epi dem ol ogy where there has been guidelines, recomendati ons,
controls, and then when you go | ook at the actual outcones,
you find in sonme instances that these guidelines,
recommendati ons, and controls have been no nore than ritual
and have done nothing to actually decrease infection rates.
That, of course, is the inpetus to study the effectiveness of
the controls and the guidelines that you put in place, and
that is basically the error that we are in now. So | disagree
that what the recomended controls may be here is going to
lead to the outcone that you desire. It actually may nmake it
Wor se.

MR. BALICK: This is Howard Balick again. | think
this issue has cone up in a couple different forunms, and the
forum is basically what M. WIson has spoken about, the
noti ce and coment period that we would | ook forward to with
t he gui dance docunent and the acknow edgnent that the public,
typically the public, various factions of the public, the
manuf acturers, woul d have the opportunity to respond, and not
only woul d they have the opportunity to respond, in particul ar

| think we wel cone and eagerly encourage manufacturers to give
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suggestions in this area.
| nmean, we can go through as nentioned, we can go
through a package insert, we can line up all the package
inserts, we can line up the EIA inserts and the Western bl ot
inserts and all the inserts and we can extract out all the
things that could go wong, and we could put in the guidance

docunent we want to flag for this and this and this and |ine

it up, and yes, maybe we wll mss sonething. The
manuf acturers do not want these errors to occur. | nean, hit
it from a slightly different angle. Let*s hit it from a

mar keting angle. W presented it from a safety issue, and
that is our focus. That is FDA*s focus, froma safety issue.

You know, your concern that possibly it is not
i npl ementing the special control guides is going to have an
effect, well, certainly the manufacturers after having these
types of MDRs, the manufacturers again that | did not disclose
t hat have these problens certainly want themrenedied. It is
not in their best interest froma marketing perspective. Even
if they are not 100 percent concerned with bl ood safety, there
is a conmponent of survival for the conpany, they want to
m nimze for various reasons those instrunment effects. The
technology is out there. |If it is possible, the manufacturers

have the wherewithal and they certainly have the capital to
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identify the conputer resources, the coding, the software,
what ever needs to be done to incorporate that information in.
Essentially by having comment by manufacturers and probably
the ones that have the nost experience and the nost capital
and the nost resources are going to funnel in their comments.
They are going to probably give us cooments that we have not
t hought of, and suggestions. W wll incorporate that.

It will becone quite a rigorous and robust docunent,
and in a sense what it will do is in funneling that back out,
t he people who mght still have the nost problem - either they
have a new instrunent, a small conpany, a starter conpany.
They have a new instrunent, or they are struggling, or they do
not have the resources. That is where the mal functions are
primarily going to continue to occur. By funneling back out
the technology we built in the docunent by having
manuf acturers of the resources comrent, in a sense, you know,
you have a col |l aboration of sorts.

Now, there was one argunent that said, well, if this
technol ogy is out there, how cone people are not just running
around getting what they need? Wy do they need a gui dance
from FDA? | nean, there are various reasons. You know, there
is a marketing drive, especially a smaller conpany. You want

to get the product out on the market, and we know that
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mar keti ng conponents unfortunately drive getting products out,
and they will not build everything in unless asked to get the
thing out there. They wll deal with the effects of the
mal f uncti oni ng equi pnent nore so after the fact than before
the fact. W cannot ignore the fact that this is not an ideal
wor |l d, that everyone is on the bandwagon for protecting the
bl ood supply up front, and they are going to build the tine
intoit, but the fact is that having a succinct conprehensive
docunent that is funneled out by the agency, everyone wll
know what is available as far as pinpointing the errors, and
t hey can then have the opportunity to build that in.

DR. MARTONE: Yes, don*t m sunderstand ne, | agree
that if you have identified problenms and wi sh this additional
measure of control, | amvery nuch in favor of it. | guess
the only thing that bothers ne about this whole thing is the
phi | osophy behind this. It looks |ike the FDA is com ng up
with the renedy for the problem without the data that you

m ght require a manufacturer to provide to show that the

renmedy is in fact efficacious. | guess it is just a
conceptual thing to nme, and | would approach the problem
differently. If I found a problemwith a device, | would put

the device on probation or do something and require the

manuf acturer to prove to ne that the changes he has nade w |
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in fact make that particular device safer. So | guess the
thing that bothers nme about this is you are comng up with a
solution for their problem and yet you have no data to
suggest that your solution is, in fact, the solution.

MR BALICK: Well, but again, this is the system we
have to work in, and I amin favor of the request being nade.

DR. MARTONE: | have one nore general comrent, and
then | will let the panel and M. WIson speak. | would agree
with you; we do not know to what extent the situation wll
i nprove, but | cannot inmagine it is going to get worse, and
havi ng t he gui dance docunent would at the very |east, | think,
i nprove the situation. | know sonme of the conmttee nenbers*
concerns that they do not have specific nunbers here; they do
not have specific nunbers for projections, and that woul d be
hel pful as additional information, but | do not think that is
needed to make the general assessnent that it should be under
class Il special controls.

MR WLSON. Just one other point, reviewer guidance
has been successfully used. Now, we do not know if every
reviewer guidance is going to hit every nail on the head, but
it has been successfully used at FDA and particularly CDRH for
many years. So while we cannot run a clinical trial on a

revi ewer guidance, we do know that the elenents that were
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pl aced up on the slide where there were problens with the test
kit not performng or the instrunment not performng in fact
are in violation of 606. It says you nust follow the test kit
package insert instructions, in so many words, and it is not
doing it.

So we have to react to that, and that is what we are
trying to do here, and | think that M. Balick*s point is
wel | -taken that while we cannot with absolute certainly
predict that this is going to make all the problens go away,
make the 483s disappear, mnake unsuitable blood not get
released, it is going to increnentally increase our neasure of
confidence that at |east those areas where we have seen
probl enms, we are taking sonme neasure of action to try to
elimnate. And we are trying to do it by the systemthat was
set up to do it with a dialogue with the conmttee, dial ogue
wi th the manufacturers, and the public.

MS. Pl ERCE: |s there a nmechanism to ensure that
once these special controls are in effect that they are
actually neasuring and obtaining the data that they are
supposed to, as Dr. Martone pointed out, and there is sone way
to evaluate the effectiveness and whether or not they need to
be changed agai n?

MR WLSON: Well, | think that we can track that.
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We do track many of those elenents right nowwth errors and
accidents and the MDR reporting. So we would certainly | ook
back at it. If we continue to get the sane type — we
continually reinspect these firnms. |If we continue to see the
sanme types of problens not being reduced, then over a certain

period of tinme, because there is going to be a lag tine of

desi gn changes, we will |ook at that and say, gee, maybe we
coul d have done a better job. 1Is there sonething el se that we
could do?

But hopefully that wll not have to cone to

fruition, because the notice, coment and rule process wll
al l ow manuf acturers to integrate their concerns, too. So it
is not a perfect world, and there will be sone negotiations
and debates and di scussions, but we feel that this is an open
mechani sm by whi ch we can proceed so that with the best effort
it is not overregulated and with the best effort it is not
under r egul at ed.

M5. PIERCE: | guess | would al so voi ce sone concern
basing the effectiveness of those special controls based on
the reports of manufacturer errors or the device errors as
poi nted out by the copper sulfate here where we have got an
article in Transfusion of events that happened in 1994 and

1995. This is now 1997. Wre those not reportable to the FDA
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at another tinme franme?

MR W LSON: The medi cal device reporting
requirenments are such that the manufacturer of the device
makes the decision as to whether or not it is reportabl e based
on how the regs are structured. Essentially it is death or
serious injury, and there is a whole section devoted to that,
and that is why we are going to go back and take a | ook at
that particular situation

MS. Pl ERCE: Right, but then | guess what | am
concerned about is we were going to be asked to change sone
regul ations for that classification of that product based on
inconplete informati on that was not available to us because it
is not reportable, and that is a concern.

MR WLSON:. Well, there could be a question as to
whet her it should have been reported. That is why we had to
wi thdraw the question and take a step back and take a | ook at
it. You know, we sent our information to the conmttee
approximately two weeks ago. The paper was published |ess
than a week ago, and when we saw it we took action. W can
only operate on the information that we have.

DR NESS. It seens we are being asked to approve or
agree with sone changes in regulatory policy which are based

on sone anecdotal reports, and if in fact part of what we are
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trying to do is to get data as to how often these things
really occur, that m ght be useful. The other thing | guess
| have not heard is even with that data is there sone sort of
standard that you use as to how often a manufacturing device
or a process can have a tolerable failure rate. |Is that part
of the process, as well?

MR WLSON. That is not an easy answer. It is our
view that the blood safety issue is an extrenely inportant
one, and where we have been over the last 10 to 15 years
scrutinizing blood establishnments for the way they conduct
their testing and ensuring that all the steps in the package
insert, in fact, have been followed and the like. So I think
where we are at is that we have a bl ood safety concern that is
at the point at which we have a | evel of concern which we are
proposing to take action on, and the action is to, as | had
stated earlier, to up-regulate this with sone gui dance which
we woul d hope woul d be beneficial to FDA and both the industry
and the blood industry, too. They do not want to rel ease
unsui tabl e units.

DR. HOLLI NGER: Yes, Reverend Little?

REV. LITTLE | would just like to add that | guess
| see this reclassification not necessarily in ternms of a

solution to the problem but | think it will certainly, if
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not hing else, draw attention to sonme of the existing probl ens.
So on a very basic level | think it is inportant.

DR. HOLLI NGER: Yes, Dr. Leitman?

DR LEITMAN. | would like to return to a different
topic, a question of clarification for M. WIson. | s FDA
intending to increase the distinction between class | and

class 11?7 Is it hoping to nove all class Is to be 510(K)
exenpt ?

MR WLSON. Well, the distinctions between cl ass |
and class Il are not new. That has been around since the 1976
amendnent s. VWhat we are doing is |ooking at those, and |
think | articulated in ny opening comments the reasons for
doing this, and one of the reasons is that we are trying to
work with our sister agency, CDRH to better allocate
resources based on what we believe to be ranking of risk, and
that is why we are comng to the agency and saying — comng to
the commttee and saying, |ook, these are the things that we
t hi nk have sone | ower risk

We coul d probably exenpt them from 510(K) but not
all the other general controls, and here are the other ones
where we have evidence that there is a concern, relatively
based on automation, and it is based on the wal kaway concept

which | think where we are headed for in the future — there is
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no question in ny mnd about it — that therefore we would
propose to up-regulate those into class Il, and we feel that
the best thing, the best bal ance that we have seen, is to go
with the revi ewer guidance so that the manufacturer is aware
of our concerns, and we can devel op that reviewer guidance in
a parallel open nechanism with the manufacturers, and then
hopefully it is a wwn-win for everyone — FDA, bl ood safety, as
wel | as the manufacturers.

DR. MARTONE: For these devices that are used for
di agnostic and screeni ng purposes, are there reproducibility
and durability criteria that you apply when sonebody wants to
put a new devi ce out?

MR. W LSON: | am not sure | understand the
gquestion. Are you trying to draw a distinction between the
cl earance criteria for a device?

DR. MARTONE: Right.

MR WLSON Well, | think that what we have is that
our concern is that there would be differences, and those
differences would be related to things |ike |arge-scale
automation, fast turnaround tine, those elenents that are
uni que to the bl ood screening and delivery systemthat would
make our concerns higher or different.

W al so have sone differences, for exanple, with QW
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testing. W feel strongly that there should be a higher |evel
of sensitivity for CW tests because of the potential fatal
out comre on transfusing presuned CW-negative blood. So there
are those things, but they are always related to bl ood safety,
and CDRH uses its criteria for diagnostic determnations based
on the fact that they have nedical intervention and the whol e
di agnostic arena. So there are sone differences. There is a
| ot of overlap, but there are sonme distinct differences and
that is where we are comng from

DR. MARTONE: | do not think | have nmade nyself
clear. \Wien sonebody has one of these devices, do you have
criteria for reproducibility? Do they have to run a batch of
sanples a mllion tines with an error rate of such and such a
percent ?

MR. WLSON: Wat we do is we do ask for clinica
data on these pieces of equipnent. Otentines it is three
clinical sites, and it is oftentines associated with |icensed
viral marker tests, and reproducibility data, et cetera, are
| ooked at. W do not have a finite threshold in sone of these
areas, because depending on the type of test and the design of
the equipnment, it is very hard to draw a perfect statistica
l'ine.

| think it is safe to say that we are consistent in
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what we expect in the performance of the instrunent, and it is
reflected in the test kit package inserts in many instances.
There woul d be instrunment data when it is run manually versus
automated. Does that hel p?

DR. MARTONE: Yes, | think so.

DR. HOLLINGER: Yes, Dr. Nelson?

DR, NELSON: Well, |1 would agree with Reverend
Little that any — since there are probl ens, and anything that
— any step that would be taken that mght identify the problem
earlier and prevent mal function or sonme problens |ater would
be desirable. The only reason that | could see for not
upgrading froma stage | to stage Il would be if this actually
changed the likelihood that a new device would — or the tine
that it would take for a new device to be Iicensed or get onto
the market, or maybe it would not get on the market in the
United States.

W have heard sone testinony suggest that nmaybe this
is a problem Does M. WIson or anybody el se know is this
really a significant problem or is this really not an
i nportant issue? How i nportant would the changes in the
guidelines be to inpede the licensure of a — particularly from
a snmall conpany — of sone sort of equipnent that would really

i nprove perhaps blood safety or |ower the cost or whatever?
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MR, W LSON: It is very difficult to answer. I
think I can try. Wat other countries do in terns of allow ng
medi cal devices on the market is their business. We have
export |aws. Manufacturers can export.

DR. NELSON: But there are — | nmean, it is their
busi ness, but it still is a conparative — | nean, there shoul d
be sone data to suggest what the difference is.

MR. WLSON: That is not submtted to FDA. W do
not get the opportunity to review it. We have had sone
concerns, however, that there have been products that have
been approved outside the United States that nmay have greater
sensitivity to certain viral markers, but manufacturers have
not elected to submt those to FDA. Now, if the argunent is
that, well, it takes too long to get an FDA approval, our
position has been that we have a set of regulations. Al so,
the rate-limting step in many instances is what the
manuf act urer submts. Let me roll it back to the origina
poi nt. Reviewer guidance ought to help in that area.

DR LEITMAN  The question of tinme has cone up from
numer ous panel nenbers. How long will it take? WII this
increase the time to licensure or approval of a product? M
experience is — well, listening to the agency, they perceive

a problem not a major problembut a problem and the agency
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is going to give closest scrutiny to these subm ssions, no
matter what this panel decides. It is going to take a
manufacturer a longer time to get sonething approved if they
do not submt the original information, and we have heard M.
Wl son say this, as part of their initial subm ssion, because
what wi ||l happen after that first 90 days is the agency w ||
reply with five pages of questions. W need this data; we
need this clarification; we need nore of this.

If that is submtted up front, because there is a
gui dance that says we have to see this, it is going to take a
shorter time, and we know this when we submt establishnent
i cense anendnents. The nore you submit up front, the nore
likely in 90 days you are going to get a very snall nunber of
questions. So this wll in fact decrease the tine once the
agency receives a packet, although it will increase the tine
it takes the manufacturer to submt that packet.

MR WLSON Rght. | wuld also like to add we are
proposi ng, you know — de facto, it would be an interimperiod.
We are opening up the issue. There would be a tinme frane
whi ch manufacturers could think about it. The tinme frane in
terms of devel opi ng such types of changes to products can be
up to several years, because there is a pipeline for

engi neering, devel opnent, et cetera, and what we are saying is
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this is a place to start.
DR. KHABBAZ: One additional comment, | share Dr.
Ness* and Rev. Little*s point of view | think what |I heard
you express is concerns regarding the performance of the
safety and effectiveness of these devices, and | think it
makes sense to up-regulate to allow you to reduce risk of
errors. Now, | am again, renove the question of whether a
revi ewer guidance is the way to go or other, and I amnot sure
| am prepared to advise you on what best — what | wanted to
say is that | think what is needed and what | hope to see —
and | think | heard this — is that there be a mechani sm for
you to assess the effectiveness of whatever nmechani smyou use
to up-regulate these devices so that you can go back and
assess whether this was the appropriate change or whet her you
shoul d change up or down or sideways as needed.
MR WLSON: Certainly that is going to take pl ace.
The quality systemregul ation, the new and i nproved G\P, was
| argely driven on inspectional findings. It is the sane kind
of thing we are tal king about right now Manufacturers were
having recalls, 50 percent of them based on manufacturing
errors, but the other 50 percent were based on design. I t
could not neet the intended use of what it was supposed to do.

So as a result, over a period of notice, comment and rule,



104
meetings with manufacturers — | was on that conmttee also
within FDA — a new quality system regul ati on was publi shed,
proposed, comrent, revisions, coment, revisions, and as of
June 1 of this nonth, it has now been — it is now in place.
Manuf acturers are obligated to conply with that, and it is
vi ewed, you know, based on those types of data that this wll
hopeful ly be an inprovenent.

The basic premse here is that you cannot test
quality into a product; you can only design it in, and when
you are talking about trying to determ ne whether random
errors exist and the like, the only way to really effectively
handle that is putting your weight on the design side, and
that is what we are trying to get at here.

DR HOLLINGER | know we have had a public hearing,
but I would like to ask if there is anybody — and | ooki ng at
it froman opposite side — anybody fromindustry would like to
coment about sone of the things that have been noted here.
| would Iike to hear how this works basically back and forth.
Anybody want to make a response? | would like to just hear
what the issues are from your standpoint.

MS. MELERSKI: Yes, | am Pat Ml erski wth Abbott
Laboratories regulatory affairs, and | would just like to get

sone clarification fromthe agency on a couple of things. One
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is howw Il any new nmechanisns — and | heard that brought up
by one of the commttee nmenbers that their main interest is
ensuring that there is a nmechanismin place to ensure that the
safety is designed into the device. So | would like to ask
t he agency, conpared to explain how or what they are pl anning
to inplenment in terns of new nmechani sns that would go above
and beyond offering theminformation that they currently have
available to themtoday, and by that | nean today there is a
reviewers guidance that applies to both class | and class |
devices, as currently classified by the CFR, and within that
revi ewers gui dance for bl ood bank products, there are things
such a hazard analysis where the manufacturer has to go
through and do an analysis of predictable failures by the
product and al so identify the controls inplenented w thin that
product to mtigate or elimnate the error.

There are also design controls that are also
conponents of the current GNP design controls that are al so
submtted as a requirenent for that reviewers guidance, and
those are the sane design controls that are called out in the
new design controls for the GNPs which are required to be in
place. So really the difference that | see is that between
the class | recommendation and noving into a class Il is the

| evel of product testing, because for class | you only have to
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show substantial equival ence, which is a conparison study.
For class Il and above, you have to do actual substantiation
of product clainms, and that is pretty intensive testing.

So the real issue would be wll this increase
testing, and what is the proposal for the |level of increased
testing if you followthis logic will offer the agency above
and beyond what they have today. Fromwhat | am hearing, they
want to nove class | devices, that being automated systens —
not necessarily the test kits that are going on that automnated
system but the automated systemitself — into class Il, where
the real substantiation of product clains conmes fromrunning
the test kit systemon that automated system and those test
kits for blood products are already falling into a | evel of
class Il for the majority, which are PMA and PLA products,
and they are already getting a lot of infield custonmer testing
goi ng on.

So | have to ask the question: how will these
i nfrequent inprobable errors that even the manufacturer cannot
predict was in the design of the product going to be
identified by the agency by requiring nore information be
provided in subm ssions and increased testing on the system
itself, not the final product that is going on that systenf

You have to renenber, too, that the time when an autonnated
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pi ece of equipnent is being submtted to the agency for
approval or for clearance, sone of the assays are not even in
devel opnment — they may be in the early devel opnent process at
t hat point, because you want to get your testing systemto the
poi nt where you are able to test your assays and test your
test kits and get themout and into the clinicals. So there
is a chicken and an egg kind of thing, and also |evel of
information and whether it is going to offer you anynore than
what you currently have avail abl e.

So if the agency could kind of walk through that
|l ogic and help the commttee and ourselves in the audience
understand that, it would be appreciated. Thank you.

MR. W LSON: The reviewer guidance here would be
directed at specific equipnment that is used to screen the
bl ood supply, and I think what M. Balick tried to articulate
is that if you are going to be required to follow a package
insert, there ought to be sonme type of nechanism that an
aut omat ed equi pnent, piece of equipnent, can alert you when
you are not doing that. These are the kinds of things — we
are not trying to invent anything new here. VWat we are
trying to say is they need to be applied. So it is specific
to blood screening equipnent, and anyone of those types of

pi eces of equi pnment can conprom se a run
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The fourth elenent for safety and effectiveness |
want to underscore is reliability. Mybe it does not give you
the wong answer, but it still has to work, and if it is
breaking all the tine, maybe those platelets do not get out.
You know, we are trying to ook at the entire picture and say
what can we do on a reasonable basis to increase performnce
of these products to increase the |evel of confidence that an
unsuitable unit is not going to get released, and this is our
pr oposal .

DR. HOLLINGER well, let*s — | think we have had
quite a bit of discussion. OCh, please, Dr. Linden?

DR. LI NDEN: One nore question, if you could
clarify, M. WIson, this is ny understanding, that you are
going to be applying this to equipnent currently on the
mar ket, right? That they will have to cone up and be re-
revi ewed?

MR. WLSON: That is because there will be a new
i ntended use statenent that says for bl ood screening, and that
will trigger a 510(K), and then the nodel would be, if | could
play it out, that the manufacturers — and we have done this
routinely with other nedical devices — call us up and say,
hey, can we cone in and talk about this, and we have a pre-

meet i ng. | give lectures at FDA about how to conduct pre-
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nmeetings with sponsors to get the nost bang for the buck, and
we ask them to send in a proposed agenda, give us all the
i nformati on, and pl ease, please, put down those questions in
that agenda that are really difficult for you that really are
horrible situations. Let*s get those on the table, and let*s
try to resolve those up front rather than saying, well, we
will work around it later, and then when the 510(K) review
conmes in and all of a sudden we find that there is a
substantive hole or a problem then we have to say to the
manufacturers insufficient information to determ ne safety and
ef fectiveness; please go back to square one, so to speak.

The manufacturers would then provide — we woul d have
a neeting. W would agree in nmany areas or nmaybe have a
secondary neeting, talk it over, and it is really great if you
have a revi ewer guidance, which by the way, manufacturers have
asked for this continuously for licensed test kits as well.
So this is not anything that we have just all of a sudden
decided is sonething that we needed to pronote. They have
asked for this. Wen are you guys going to pronote gui dance?
Medi cal device manufacturers, | have net with them and that
is what they have asked for. Part of the problemthat we have
is some of our resources do not permt the time to do just

everything at once, but we are doing the very best we can.
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So, with the reviewer guidance presumably, and the
di scussi on, nmanufacturers will be able to go ahead and submt
a new 510(K). W did have the situation with the CWs where
we gave a tine frame in which manufacturers had to file the
510(K) so that we would not have a disruption in the
availability of CW test kits. So we have already been
t hrough this exercise, and we know how to basically work it so
that we do not create any unnecessary risk by unavailability
of products.

Now t hat does not nean that if we take a | ook at a
pi ece of equiprment and we feel really unconfortable with its
design that we are obligated to clear it. The objective of
this presentation is to say, okay, here is where we have these
concerns; how do you mtigate not conpleting step nunber four,
because you do not have a flag that automatically does it?
What do you propose? W have sone ideas here. Do you have
any ot her ideas? And you know, that can be resolved up front,
for the nost part. Ninety to ninety-five percent of the
i ssues can be resolved up front if they are told to FDA

FDA does not know what a manufacturer is going to
present. They only present what they present to you.
Therefore FDA only knows what is presented. |If there is other

additional information that we are totally unaware of and that
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is not laid on the table, then when a 510(K) review cones in,
oftentimes we wll say, well, where is this, because it was
not mentioned at our pre-neeting or in other discussions
Pl ease give us nore information.

So we are view ng this whole scenario as sonething
that can be beneficial to all sides, and it can be done in a
bal anced fashion so that these readily available flags can be
instituted for bl ood screening purposes.

Does that answer your question?

DR LINDEN: Well, sort of, but I did not really
even get to ny question yet.

[ Laught er. ]

DR HOLLINGER. But it was a good response.

DR. LINDEN: Yes, it is was a great response.

[ Laught er. ]

| mean, it is on the general issue, but | guess ny
specific question is what if one of the existing pieces of
equi pnent, in the course of the application you identify that
they need to nmake XYZ nodifications, which may not be able to
be made on the existing equipnent that is out in the field,
and there needs to be new equi pnent manufactured or a | ot of
sof tware changes? What happens during that interimtinme? |

am just concerned about |ack of product availability, that if
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you would propose saying, well, once we determne this
equi pnment is unsatisfactory, it has to be imedi ately taken
off the shelf?

MR W LSON: FDA has had to deal with that in
i nstances, at least in ny recollection, over 25 years. \What
happens when sonet hing does not fit today*s expectations?
mean, that is really what you are asking. There are
mechani sns by which the manufacturers are notified, and there
is a tinme period. Again, we are concerned about bl ood
availability, but it has to be balanced with safety, and we
are in a position where we have to nake sone of these cuts.

Most recently, the HCV 1.0 test kit was deened to be
unaccept abl e when an HCV 2.0 was |icensed for bl ood screening.
So, you know, we have to do these things, and it has to be
done on a very, very careful basis, but there are nechani sns
of dealing wth that.

DR. LI NDEN: Ckay, thank you. My concern is that
the reviewer guidance be so clear up front that the
manuf acturers very well know what is expected of them so they
do not in 90 days get a surprise of a huge laundry |ist of
things that they were not expecting. It sounds like the
agency is fully intending to involve themin the process, and

that will be known, but that would be nmy advice, to make sure
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t hat that happens.

MR. W LSON: By the way, reviewer guidance, for
exanple, one of the things that | was describing up there
about a pipettor — how do you know t hat an autonmated pi pettor
delivered what it was supposed to deliver and did not do it
into the right well, et cetera? Wat we would do in such
guidance is we would pose those questions. How does the
manuf acturer propose to ensure that this happens, and when it
does not happen, what kind of a flag goes up? W can propose
options, but one of the things that we want to nake sure
manuf acturers do is cone up with a better idea than FDA has.
So we would not lock in, well, you nust do it this way or you
must do it this way.

What we are going to do is take it fromthe other
side. This needs to get done. Here are sone options that we
have shown to be successful in certain designs. You may want
to consider that, but if you have a better nousetrap, be our
guest. By the way, you will need to show us that it works,
too. You cannot just way | have a high technology attribute
here w thout providing sone neasure of data that, in fact, not
only is it high technology, but it in fact functions to the
claimthat is being pronoted.

DR, HOLLINGER: | think we will go ahead and cal
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for a vote at least on this first question which has to do
wth automated test equipnent, and that includes automated
pi pettor dilutors, incubators, automated washers, autonmated
spectrophot oneters, and so on. That is really what the issue
is on this test equipnent. So if there is no further
di scussion, then | would like to ask for a vote on the first
guestion of reclassification of these class | products to be
reclassified as class Il and special controls.

Al of those in favor of this reclassification,
rai se your hand.

[ Show of hands. ]

DR, HOLLINGER Al those opposed?

[ Show of hands. ]

DR. HOLLI NGER: Any abstai ni ng?

[ No response. ]

DR. HOLLI NGER. And our two non-voting nenbers?

DR NESS: | vote yes.

REV. LITTLE: In favor.

DR. HOLLI NCER: Could we have the reading of the
response?

DR. SMALLWOOD: The results are 12 yes votes, 2 no
votes, no abstentions. The non-voting consuner and industry

representatives agreed with the yes votes. For the record,



115
there are 14 nenbers here that are eligible to vote, including
our tenporary voting nenbers.

DR HOLLI NGER: | would like to nove on into the
second question. This has to do with automated vacuum
assi sted bl ood coll ection systens such as those which are used
under a vacuum renove blood frompatients and so on. Again,
should it be reclassified? | want to open it up for
di scussion of this issue.

DR LEITMAN. | have not used such a system since |
was an intern, and that was in a therapeutic whole blood
exchange, which is now perforned routinely even in smal
centers by machines that do not use vacuuns, continuous flow
or discontinuous flow nmachines. How often is this used in the
United States?

DR HOLLINGER Well, | got the inpression it is not
used very nuch, but it was an issue of should it be? Should
a manufacturer conme through with sonmething like this, should
—is that correct? M. WIlson is nodding his head yes. But
it is not sonething that is used nmuch. But | do renenber the
l[ittle round plastic things. You know, the bag would go in it
and the suction would go on and so on. And | think they are
just saying if a manufacturer conmes through with such a device

to renove bl ood rather than just through gravity and so on,
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should it be regulated as a class Il device? Anybody, any
i ssues or questions on this particular thing that they want to
rai se specifically?

If not, let*s put this up for a vote, too.

Al'l those in favor of this reclassification, signify
by raising your hand.

[ Show of hands. ]

DR. HOLLINGER: Al those opposed?

[ Show of hands. ]

DR. HOLLI NGER: Ckay, and abst ai ni ng?

[ No response. ]

DR. HOLLI NGER. And our two non-voting nenbers.

DR. HESS: In favor.

REV. LITTLE: In favor.

DR. SMALLWOOD: The results of voting for question
nunber two, 13 yes votes, 1 no vote, no abstentions. The
consuner and industry representatives agree with the yes
vot es.

DR HOLLINGER  The third question on the autonated
group has to do with the blood mxing machines and the
wei ghi ng devices for the anount of blood that is renoved and
so on and whether it should be reclassified also fromclass |

to class Il. Any comments fromthe conmttee?
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Yes, Dr. Piliavin?

DR PILIAVIN M question about this goes back to,
again, the absence of data. On the first one at |east we had
a lot of pieces of anecdotal information. On three, | just do
not know that anyone has actually conme up with exanples of
when this has been a problem All of the discussion seens to
have been targeted towards the stuff under item one.

DR. HOLMBERG | would like to get clarification
fromthe agency. | think that probably where the direction
this question is going is looking forward to the future of
aut omati on and automated bl ood col |l ecti ng device, wei ghing and
potentially sonme other processing, too, the blood product,
whi ch would require software to control that. If there is
software involved, would it not conme under a class |l anyway,
under the reviewers guide?

MR WLSON This is Len Wlson. | think the answer
is not necessarily. In nost instances, | think it would, but
again, if you are looking at this based on a risk issue, our
concern would be that reliance in those systens that are
desi gned, automated systens that are designed to record donor
identification, other denographic information, off a bar code
reader that goes into a mainframe conputer, we feel that that

is just as inportant, for exanple, as a blood establishnment
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conputer software system that substantive error could be nade
if sinple progranmng errors are integrated into such
equi pnent .

If a blood mxing and weighing device is not
necessarily mcroprocessor controlled, it has a spring-wund
clock on it that has a bell that goes at a certain point, | do
not think we are trying to go after those. | think we are
trying to go after the equi pnent that cannot be confidently
validated by the users. That is where we are headed, and what
we found in terns of software is that it is so conplicated
that really the manufacturers are the ones that are in the
best position to ensure that neasure of validation. So that
is why we are saying not only general controls, but special
controls, and again, trying to keep our thenme constant, issue
a reviewer guidance saying, okay, these are the kinds of
things that we think are inportant for you to design and
validate to answer the follow ng questions. | f you have to
have donor ID as part of your integrated system what checks
and bal ances do you have that when you do that bar code sw pe
that it is getting the right information in? And those are
the kinds of questions. There is nothing really esoteric
here. It is just ensuring that it is neeting its clains.

DR. HOLMBERG But nmy question is is there not a
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reviewers guide presently available for software, 510(K) of
sof t war e.

MR. W LSON: Yes, absolutely, but it is witten
generally. The objective here is to wite specific guidance
for these types of pieces of equipnent. The 1991 CDRH
gui dance has all the fundanental principles that we are asking
for. W are taking it a step further and saying — and oh, by
the way, this is not our effort to try to get products cleared
t hrough FDA quicker, that you have a specific intended use
here for this particular product. That means that you have to
do sone specific design and specific testing to make sure that
it does what it is supposed to do. Here are sone thoughts on
what we think are inportant so that you design a better
product, we can clear it faster, and if it is a great product
then people will benefit fromit. | mean, that is essentially
our bottom line, and that is what we are trying to get at
her e.

DR HOLLINGER M. WIlson, on this particul ar issue
— maybe it could have been applied to the | ast one, too — we
are often talking about machine — particularly the first
i ssue, we understand. | nean, you start a machine and you run
a lot of sanples through and you often are not paying

attention to it. You are off doing sonmething else. Now, here
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we are talking about sonething in which people are having
bl ood drawn. Usually, at least in ny experience, there are
peopl e around wat chi ng these patients, what is going on, al
the tinme, and this is not quite the issue, at least as | see
it, even though it is automated, of a particular risk here.
You are going to see if the mxer is mxing. You should at
least. It seens like that woul d be an obvious thing to | ook
at. In the weighing device, the bags are only going to hold
so much. So it does take 500 ms instead of 400 ms of bl ood,
you know, or sonething like this if that happens. There is
not quite as much of a problem here.

MR. WLSON: Maybe | can help. | nmean, we are not
intending to up-classify the manual types of equipnment, and
again, this is based on risk. So those where it is viewed
that this type of equipnent, although it may have sone el enent
of mcroprocessor control, but if it is not — if it is
mtigated by other elenments of the product design, then when
t he manuf acturer proposes its 510(K), we could classify it as
a class I.

So there are options that we do not have to
necessarily force everything into that, and again, this would
be the purpose of the Federal Register notice to say here we

are; we are going to propose a guidance, and | would presune
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manuf acturers would conme back to us and say, yes, but what
about situations like this, and every one of those issues
woul d be exam ned, and then our job would be to integrate
those issues into a guidance, send it back out to
manuf acturers having them comment on it again, and basically
wor k those things out.

W do not want to tie anyone up. W want to
i ncrease conmuni cation and nake it effective.

DR, HOLLI NCER: Any other coments from the
commttee?

DR MARTONE: Aren*t you still around, though, even
though it is automated, watching the patient or the donor?

MR WLSON Well, yes, but the concern here is that
we have had recent exanples where training has been a
substantive problemin terns of that type of nonitoring or use
of particular equi pnent, and our view that while no piece of
equi pnent can ever be perfectly designed to elimnate human
error, what we are looking at here is that those reasonably
expected functions that the equipnent is performng, if it is
not performng it properly and it has an effect, an alarmw ||
go off. | nean, that is basically the substance of what we
are trying to get at here.

Yes, there will be sone neasure of question as to
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whether or not it mght be a | or a Il, based on its
conplexity. The problemis that we cannot wite the specific
reg for everything, because we will never get through it. W
have to nmake sone cuts here, and this is what we are trying to
do, and have the revi ewer guidance basically articul ate sone
of these concerns, too. We can put that in the reviewer
gui dance for manufacturers, but we do not know how
manuf acturers are going to be designing this type of equi pnent
two years fromnow. W cannot predict. There could be a new
way of reading information that is not even relative to bar
coding. There is another way of handling it, but that has a
particul ar potential for a defect.

Wat we are trying to do is get at capturing the
whol e i ssue and then asking those critical questions: how are
you assured that this type of a function is being -

DR. MARTONE: So the answer to the question, as |
understand it, for nunber three is that it is not such a big
problem The bl ood m xing and weighing is not a big problem
ri ght now.

MR. WLSON: No. Qur concern is that when nunbers
one, two, and three are automated, there is a potential for —
in one, we have hard data. In two, the equipnment is not

readily avail abl e, and nunber three, blood wei ghing and m xi ng
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devices, nore autonmation is creeping in, and we want to be
prepared for it, and we want to take a step ahead. W want to
try to work with the manufacturers before they send in a
510(K) and say, you know, why isn*t this getting cleared? Now
we have new issues of safety and effectiveness because of
automation that the manufacturer needs to backtrack.

One of the biggest problens with software-driven
instrunents is that we get it when it is finished. It is not
bei ng devel oped gradually so that it is a very high | evel of
concern by manufacturers, and we feel it at FDA when they go
ahead and they build all this equipnment and then we say, no,
there needs to be sone changes because it is not doing what we
feel is appropriate or your data does not support it. So they
have to go back to square one in many instances — in sone
instances. In sone instances they may have to go all the way
back to square one; in other instances, they may be able to
correct 90 percent of — or fulfill 90 percent of the concerns.
But we cannot tell what they are going to be doing. So we can
only operate on what we receive, and that is why we are trying
to take this step and say, okay, |ook, here are sone of our
concerns, and at least if you can capture these, everyone wl |l
be better off.

DR HOLLI NGER: If there is no further discussion,
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| et*s vote on the third question then.

All those in favor of the reclassification of
aut omat ed bl ood m xi ng and wei ghi ng devi ces, raise your hand.

[ Show of hands. ]

DR. HOLLINGER. Al those opposed?

[ Show of hands. ]

DR. HOLLI NGER: And abstai ni ng?

[ Show of hands. ]

DR. HOLLI NGER.  And our non-voting nenbers.

DR. NESS: | would not support this one.

DR. HOLLI NGER: Wbul d not ?

DR. NESS: Wuld not.

REV. LITTLE: | amin favor.

DR SMALLWOOD: Results of voting for question
nunber three are as foll ows: 10 yes votes, 3 no votes, 1
abstention. The industry rep agrees with the no votes, and
the consuner rep agrees with the yes votes.

DR. HOLLI NGER:  Thank you.

| wll ask the coomttee what they would |ike to do
here. W have the next — can we put up the next two
guestions, please, which are pretty straightforward.

MS. Pl ERCE: Before we go onto that, can | just

reiterate a request that Dr. Hol nberg nade earlier? Wen the
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revi ewer guidance, the specific reviewer guidance, do cone out
for review that the commttee nenbers do receive those? |
think that is an inportant request.

DR. HOLLINGER M. WIson nods his head yes.

We have two questions here, and | wll ask the
commttee what they want to do, and actually they could
probably be taken — we could either take themas a group and
then discuss them and then decide what to do on them or we
could break it down. W could see how the discussionis. O
we could take a break. Right now there is a break schedul ed
for lunch. If you want to go on through it, and that is what
| think nmost of the menmbers would like to, and | agree with
that. So we will go through with the next two questions.

The two questions are does the conm ttee agree that
heat-sealing devices should be exenpted from filing a
premarket notification, and again, these are not sterile
docki ng devices. The second one is does the conmttee agree
that a cell-freezing apparatus for in-vitro diagnostic use
should be exenpted from filing a premarket notification?
Coul d we have any discussion fromthe commttee on either one
of these issues here?

[ No response. ]

It sounds like there is no discussion here.
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Yes, Dr. Piliavin?

DR. PILIAVIN: The premarket notification, that is
the 510(K), right?

DR. HOLLINGER: Yes, that is correct.

Yes, Dr. Verter?

DR. VERTER: As a non-bl ood banker, could soneone
just briefly tell ne what the inplication is of renoving that
restriction, either the commttee or FDA?

MR. WLSON: The regulations allow for exenption
As a matter of fact, maybe can you put the slide back up that
has class | on it, and it has the general controls |isted.

DR. VERTER | realize it allows for exenption.
am just asking what the inplication is for the bl ood.

MR. W LSON: W feel that there is sufficient
evidence that the product wll be safe and effective in the
absence of a 510(K) with the balance of the other genera

controls in place. Because we feel that this is a low leve

of risk — this is our proposal — that manufacturer would be
registered wth FDA W would know that they are
manufacturing the product. Premarket notification would be

ski pped. They would maintain records and reports; if there
were conplaints, et cetera, they would be filed.

| f the manufacturer had sonething that |ooked Iike
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it was a conplaint relative to serious injury or death, they
woul d be obligated to file an MDR with FDA, and as | was
trying to articulate earlier, the good nmanufacturing practices
literally 19 days were substantially strengthened to ensure
that products are well-manufactured and adequate for its
i ntended use. So those are the types of supplenentary
el enents that continue to be used.

It is our view that, again, we were trying to work
in the sanme direction as our sister agency, CDRH, where they
are | ooking at the reengineering of such products relative to
the review process, and in many instances they are saying
| ook, those products that are class I*s, is there any way that
we could ook at it and safely cone to the conclusion that
premar ket notification would not be required, and have we | ost
anything there? That is what we are saying. I n our view,
with a heat-sealing device as well as a cell-freezing
apparatus, we do not feel that there are substantial enough
concerns that a premarket notification, 510(K), would nmake a
substantive difference in determning the safety and
ef fectiveness of the device.

DR.  HOLLI NGER: Well, with that response then, |
think we will put these two — both those questions, actually.

Can we do them both together? No reason not to. O do you
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want to do them separatel y?

DR. SMALLWOOD: For clarity.

DR, HOLLI NGER: Oh, for clarity we will do them
separately then. So the fourth question about the heat-
seal i ng devi ce shoul d be exenpted from premarket notification,
all of those in favor, raise your hand.

[ Show of hands. ]

DR. HOLLINGER Al those opposed?

[ No response. ]

DR. HOLLI NGER:  Abstentions?

[ No response. ]

DR. NESS: In favor.

REV. LITTLE: In favor.

DR SMALLWOCD: Al right, the voting results
unani nous yes votes. The consuner and industry representative
agrees with the yes votes.

DR. HOLLINGER: And the fifth question, under the
sanme circunstances.

Al'l those in favor raise your hand.

[ Show of hands. ]

DR. HOLLINGER Al those opposed?

[ No response. ]

DR HOLLI NGER:  Abst ai ni ng?
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[ No response. ]

DR. NESS: |In favor.

REV. LITTLE: In favor.

DR SMALLWOCD: The vote on question five, unani nous
vote. The consuner and industry representative agrees with
the yes votes.

DR HOLLINGER W are going to adjourn the neeting
for a day to reconvene tonorrow at 8:30. | do want to thank
the FDA for helping us sort of understand a little bit nore
about these processes, and also the public for helping us
understand al so fromindustry.

Dr. Smallwood wants to have the commttee stay
briefly to discuss a fewitens, so if you would, please, we
woul d appreciate it.

[ Wher eupon, at 1:00 p.m, the neeting was adjourned

until 8:30 a.m, the next day.]



