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PROCEEDIL NGS

MR. GQUIDOS: This norning we are going to start
di scussing question no. 4. Dr. Patricia Leinbach from C/M
is going to give the agency's presentation.

DISCUSSION OF QUESTION 4
CVM Presentation

DR. LEINBACH: Good nor ni ng.

[Slide.]

| amgoing to very briefly sumarize CVM s
position on this question no. 4 which is, "can sterility
val i dation be reduced w thout increasing the risk of
m cr obi ol ogi cal contam nation?"

[ Slide]

The agency has already substantially reduced the
validation data for aseptically processed products. | put
aseptically processed products here because that is the
predom nant procedure that is used in sterilizing veterinary
drugs. It also applies to other processes, which would be
term nal processes, but | amnot going to concentrate on
t hat because those processes are not used that much by the
veterinary industry.

[ Slide]

We believe that we currently rely on m ni nrum dat a

for these aseptically processed products. However, the
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agency and CVM are anenable to consider further nmeans to
reduce the amount of validation information when it is
possi bl e.

[ Slide]

We encourage discussion with us and with the
ani mal industry on ways to reduce validation requirenents
W thout increasing the risk of mcrobial contam nation.

[ Slide]

As we di scussed yesterday, we are currently
i nvol ved in devel opi ng gui dance that woul d | essen
suppl enental filing requirenents for veterinary sterile
products that are al ready approved, and | would just like to
el aborate on this a little bit. Wat we are trying to do is
to categorize post-approval changes into high risk, medium
risk and I ow risk categories. For instance, a |ow risk
change could be put into effect i mediately and possibly
filed in something |ike an annual report or a biannual
report.

An i mredi ate risk change could be put into effect
with what we call 30-day CVE changes being effected. What
that neans is that the firmwould submt it but they woul d
not inplenment it for 30 days after we received it. |If they
don't hear anything fromus in 30 days, they just inplenent
it. A high risk would still require pre-approval before it
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coul d be i npl enent ed.

| want to point out that what we are doing here
with this is that we are lessening the regulatory filing
requi renents. The anount of data that would be necessary to
support these changes woul d not be changed. That woul d
still be required to be on file at the firmfor the
investigator or for the supplenent when it is filed. But we

are trying to help get these changes into effect alittle

sooner .
[ Slide]
Just briefly I want to comment on a coupl e of
position statenents that were in the manual. AHI's position

is that the current SAL of 102 is acceptable. They
encourage flexibility on howthis SAL is achieved, and the
sponsor should be able to utilize a variety of approaches.
CYM agrees with that. |In fact, we do practice that. W
al | ow aseptic processing, which is an SAL of 103 and when
sponsors have approached us with proposals for different
means of acconplishing certain processes, we have consi dered
them and quite often we have accepted them or accepted a
slight nodification. But nost of the tinme these are
privileged communi cati ons between us and the sponsor and
they don't becone FDA policy because they are confidential.
[ Slide]
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The AVMA position is that a system based on
el imnating endotoxins in the nost sophisticated technol ogy
available is detrinental to drug availability, and we
certainly agree with this. | guess sonetinme al ong about
1991, the USP adopted the LAL nethod as bei ng the best
approach to determ ning bacterial endotoxins in sterile
products. Shortly after that the FDA followed suit. W
al so accepted the LAL nethod. This particular nmethod is
available in kit. It is not that sophisticated; it doesn't
require very sophisticated instrunentation.

The second part of the AVMA position is that the
benefits are ignored if endotoxins and ot her contam nants
must be totally elimnated. W agree with that position
t 00.

| would just like to say a few works about this
endot oxi n-free statenent. That cane about with the use of
the rabbit pyrogen test when you would test the rabbit and
if it didn't give a response it was considered to be
pyrogen-free. But the fact is that rabbits are not that
sensitive, and individually there is a lot of variation in
the response that you mght get. The LAL, on the other
hand, is very sensitive. It is very specific and it is
guantitative. So, now what we are doing is, based on the

anount of drug product that is actually given to the
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smal lest animal in the class that it is |abeled for, we can
calculate a limt for LAL so that CVM actually does not have
a requirement of zero endotoxins. All the products are
approved with a safe limt of endotoxins. That concludes ny
remar ks.

DR. LEIN. Thank you. Questions fromthe
i ndustry?

MR, STRIBLI NG Questions or comrents?

DR. LEIN. Questions or comments, either.

MR. STRIBLING If | may make three brief
comments, after beginning by thanking Dr. Leinbach,
endor si ng what she has just said, and insofar as the
Al liance is concerned, certainly the opening that we have
asked for is that the Center be willing to | ook at the
requi renents and determ ne whether they are necessary to be
continued or not, and fromwhat Dr. Leinbach said and what
is in the papers, the Center is willing to do that, and that
is fine. W look forward to working with themon that.

| infer fromwhat has been said that if the
termnal sterilization regulation, proposed regulation, ever
rears its ugly head again, and sonetinmes things |ie dornmant
and buried in FDA and suddenly resurrect -- | hope from what
| have heard that unless there are data to suggest the

contrary between now and that tine, the Center for
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Vet erinary Medicine and the D vision of Drug Manufacturing
Quality in the Center would continue to oppose the inclusion
of animal drugs in that regulation.

Three qui ck comments. Sone of ny nenbers have
asked ne to read the | ast sentence on the bottom of page
one, and just nmake sure that this is correct because they
view this very favorably: For processes that require
recurrent use of the sanme equi pnent, three validation runs
are required to docunent repeatability of new processes.
Thereafter, only one revalidation run is required annually
to docunent that each process still produces the desired
m crobi ol ogy quality. Fornmerly we were required one run
every six nonths for each sterilization process.

The | ast sentence -- there is no doubt about the
correctness of that. Does this nean that if an investigator
cones in, or a conpany, and finds if only one run has been
made and t here have been no ot her changes that would require
addi tional runs, that that would be sufficient for the year?

DR LEINBACH: Yes, that is true, but | would |ike
to just give a little explanation on that. That is for each
process, and for processes where you are using the
bracketi ng approach, where you are doing the small est and
the largest, you need to do one of each, each year, and the

way we have asked for that to be done is to do it on a
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six-nonth rotational basis. So, at |east every six nonths
you are doing sonething, although it is just one per year of
each.

MR. STRIBLING Thank you for that clarification
| amglad | asked the question because | amnot sure that is
what nmy nmenbers woul d have understood with that statenent.

DR. LEINBACH: It is one for each process.

MR. STRIBLI NG Thank you.

MR GQUIDCS: | just want to state for the record
that you are referring to CVYM s di scussi on paper.

MR, STRIBLI NG Discussion paper, yes, and |
didn't want our people m sled because sonetines there is a
breakdown in communi cation and it has been cl eared now.

The second coment is sinply to refer and
reference the letter that we submtted fromDr. Miir, the
gi st of which was, as you read it, that everyone agrees that
endot oxi ns are bad. No one wants m crobi ol ogi cal
contam nation. W agree to that. W stipulate to that.

The issue is what happens in a drug manufacturing
situati on where a conpany has val i dated processes and
procedures and is operating under GW? And on that, | am
afraid there has been very little data, if any, submtted
here, and we agree that in order to deal wth questions such

as this question, it needs to be | ooked at in terns of the
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actual situation with data.

That brings me to the third point, and Dr.

Lei nbach alluded to it and | have witten about it, and that
is the difficulty that we have because there is privileged
communi cation. The industry sits here saying, "hey, wait a
mnute, we all are tal king about problens wth endotoxins
and pyrogens, and as we | ook at what has happened over the

| ast twenty years, we don't see a problem"™ And the
response we get is, "well, there was one terrible tragedy
when animals died." But | think that is the situation
referred to in the preface of the conpoundi ng gui deline that
tal ks about a situation where a sterile powder was taken and
conpounded into an injectable and sone animals died. And, |
don't think the m suse of a product really has any rel evance
to what requirenments should be inposed on injectables as

t hey are made.

But, secondly, we are told -- and | have no reason
to deny it; | amcertain that it is true -- that there is
information in sone jackets that was devel oped in the
pre-approval process that indicates that the | evel of
requi renents that the Center is inposing is really necessary
because without themthere could be sonme very serious
problens. But, as Dr. Leinbach says, and | affirm because
the information in the jackets is privileged and is

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



Sgg

confidential the Center isn't able to share that with us.
And | understand that. But it does leave us in a difficult
situation of being told, "well, there are data that you
can't know about that |ead us to inpose these requirenents
that you think are onerous.” That is the governnent's job.

| am not disputing that either. But | do w sh that sonehow
we could find a way to explore the data because exam ni ng
data makes a difference; cross-exam ning data nmakes a
difference. W can just |look at the O J. trial or any other
trial to see the difference that cross-exam nation can mnake.
And, when we are just told, "hey, there are problens," and
we don't know the situation it is very difficult to know the
rel evance of what happened to the general requirenent.

Maybe a possibility would be, since you all are
speci al governnent enployees, for you all to be able to have
access to this. Mybe it would be possible for the Center
to rel ease not detailed information but summaries. | don't
know. | just express a frustration that | think the Center
feel s because we keep scream ng and they say, "but we've got
data and we can't showit to you, but there's a reason for
what we're doing." W certainly feel frustrated because we
are getting requirenents inposed that we | ook at and say,
"what's this, and why do we need it?" So any help you can
give on that, in your capacity as special governnent
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enpl oyees, we woul d appreciate. Thank you, sir.

DR. LEIN. Thank you. AVMA, any statenent?

AVNVA REPRESENTATI VE: | think our position is
pretty well clarified.

DR. LEIN. Anyone fromthe floor? Yes?

MR WOOD: | am Richard Wod, from Food Ani ma
Concerns Trust. Fromthe perspective of a group with
consuner interests such as ours, as we reviewed the
materials fromthe May neeting and | ooked al so at the
background materials for this neeting, we question or are
concerned about not seeing any hard data or factual
information that woul d support the issue of sterilization
validation. For us, not being an industry group and not
fully understandi ng the processes and the issue at hand,
that kind of data and information is very inportant for a
group such as ourselves to be able to determ ne whether or
not this is a valid step to be taken, and what ki nds of
hel pful perspectives we mght bring to the question.

Apparently, as the previous speaker indicated,
there are problens in providing that kind of data and
i nformati on, but we would hope that at |east VMAC woul d have
that data and information before it as it makes any kind of
recommendation. Thank you.

DR. LEIN. Thank you. Ohers?
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DR. GLOYD: Just one comment. Going back to what
has just been said and referring to Dr. Miir's letter,
think it is actually under question 3 in the book, but I
hope you have all read that because | think he has sone
pretty significant information there.

DR LEIN. Statenments or questions fromthe
commttee? Yes, Dr. WIf?

DR. WOLF: | have a couple of questions for Dr.

Lei nbach. On the 30-day CVE, do you foresee any problens in
perhaps a delay at the |level of the CVM or sone reason that
the information just wouldn't get back to the conpany? They
woul d assune everything is okay, put the new process into
action and then subsequently find out, no, they weren't
supposed to be doing that.

DR. LEINBACH. No, there won't be any problemlike
t hat .

DR. WOLF: Okay. | guess ny second question is if
you are going to define specific |imts for LAL testing, do
we really know enough about endotoxin tolerances in the
vari ous species to do that effectively?

DR. LEINBACH: Individual tolerances have not been
establ i shed across the species. Wat we have done is use
the tol erance that was established for the rabbit because it
is nore sensitive to endotoxin than humans, and that is the
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sensitivity that we have used in the cal cul ati ons.

DR LEIN. Yes, Dr. Koritz?

DR. KORITZ: For Prof. Leinbach, the current
sterility level of 103 for clarification, is that a
probability of 1/1000 or |less of vial or sonething not being
non-steril e?

DR. LEI NBACH. Right.

DR. KORITZ: So, | can gather then that for each
step in the sequential aseptic process there are probability
| evel statistics associated with each of those processes?

DR. LEINBACH: That is the assurance level that is
associated wth the docunentation of the aseptic filling
step. Sone of the other steps that you use for conponents
etc. are like termnal sterilization. So they would be 10°
but that is the |least of SAL that we have associated with
aseptically processed products.

DR. KORI TZ: Thank you.

DR. LEIN. O her questions? Yes?

DR. GERKEN: So | amto understand that when you
tal ked about the safe limt of endotoxin determ nation, that
is only on the rabbit, and that is used across species?

DR. LEINBACH: Yes. W don't have individua
limts for all the species of animals.

DR. GERKEN. Do you have any limts for any
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species, or do you just arbitrarily use the rabbit for al
speci es?

DR. LEI NBACH. W use the rabbit.

DR. LEIN. In a way, what you are tal king about
t hough basically is that the product goes out to use on your
reports. |If there is a real problemwe should have a pile
of animals starting to show up here.

DR. LEINBACH Right, right.

DR. LEIN. It eventually gets to the species that
it is designated for.

DR. LEINBACH: Right. |If there is an error init,
it errs on the conservative side because the rabbit is nore
sensitive --

DR. LEIN Right.

DR. LEINBACH. -- than nost other species.

DR. GERKEN: | understand that. | just wanted to
make sure | understood what you neant.

M5. HUDSON- DURAN: | guess as we get nore drugs
the USP will have the information but we are allowed to
di spense and veterinarians are allowed to use extra-| abel.
So, particularly in nmy area, if we have a | arge ani mal
product that weighed 1000 I bs. and we elect to use that on a
rhea that weighs 20 | bs., then again sonmewhere we need to be

able to find out that kind of infornmation.
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DR. LEINBACH: That could be a problem If it is
a USP product the limt for the endotoxin will be in the
USP. So, you can look it up there. If it is not a USP
product, you could contact the sponsor and ask them what
their specification is. That is the only thing I can think
of to suggest.

M5. HUDSON- DURAN: Okay, thank you.

DR. LEIN. The problemis to cone up with the data
on what it is going to do in the rhea because it is probably
not established. So, again, | think it is trial and error,
and reporting that would be of interest because that is the
only way we will accunul ate dat a.

DR. GERKEN:. There have been tinmes in the past
when ani mal s have died and the question that arose was, was
it due to endotoxin in the preparation and preparations are
then sent to either FDA or the conpany -- and | am not
really sure which -- for assays. | don't know the answer to
this. Are you confident that the endotoxin assay that is
done on returned material is accurate? |In other words, you
are able to find endotoxin when endotoxin is present in
those returned materials so you have positive controls that
you know you can determ ne, even though the preparations nmay
be unusual, like the oil preparations? Those things have
been worked out so that if they say there are endotoxins in
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there you can find thenf

DR. LEINBACH. Right. Wenever we approve a drug
the LAL nethod has to be validated to show that it works for
that particular drug preparation, and we have only found one
with which the LAL net hod was inconpatible, and it was an
oi | preparation.

DR. GERKEN: | know that especially with the
vitam n E sel enium preparation there is always a question
about that, and | just wondered about it.

LEI NBACH: Ri ght.

GERKEN: Thank you.

3 3 3

LEINBACH: It works for those products.

DR. STERNER: A point of clarification, that is,
we are talking a little bit about apples and oranges when we
tal k about endotoxins versus m crobial contam nants and
sterility levels. [If you start out with a product that has
a high mcrobiological burden and then you sterilize it,
assumng it is a gramnegative organi sm we have now created
Sue Duran's concern over endotoxin and killing the animals.
The trouble with returning multiple dose containers, which
those in ny field deal with all the tine, is that after the
bottl e has been opened under field conditions it is usually
contam nat ed by goodness knows what-all. So, you have no

way of knowing, on return, if it is mcrobial contam nated,
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whet her that originated in that particular ot unless there
are other returns with the sane organism or whether it
happened in the field. Knowi ng the human foibles of end
users, it is nore likely to have occurred in the field.

DR. GERKEN: | understand that. W are talking
about conparing what was a nultiple use and a new product,
of which soneone has another lot, to know whether it was
before -- we are tal king about different scenarios. |
understand that, but | just wanted to know t he accuracy of
the test.

DR. LEIN. O her questions fromthe commttee?
Hearing none, let's at |least go commttee nenber-wise as to
their response to question 4, which is up on the board:
"Can sterility validation be reduced w thout increasing the
ri sk of mcrobiological contam nation?" | guess we wll
start with Dr. Kenp this norning.

DR. KEMP. Thanks. | think the agency's response
to the request for nodification of requirenments is probably
appropriate and it is good, and | woul d suggest conti nui ng
to reeval uate these processes as they cone up.

But | have sonme real questions about whether or
not your assessnent of what the limts should be is going to
be sonmething you are going to be able to work with and have

any idea of what is going to happen in the real world, when
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you base it on a rabbit and you are concerned about the
rabbit's sensitivity, and have sonething approved on the
| abel that we can use any way we want to. So, you take a
smal | ani mal and you cal cul ate sonmething we can use on a
horse or a cow -- | nean, it is a shot in the dark, at best.
We are going to be going on trial and error down the |ine.
Reiterating Sue's pet idea, we need the information
available to us. |If you have different standards out there
we need to have sone way to get a hold of them

The other concern | have fromlistening to M.
Stribling's comment about privileged communi cation, | wonder
if there are public health concerns that are associated with
this question about privileged information that woul d not
make this information be forced into the public sector,
either from Freedom of Information requests or nmake it
avail abl e sonehow. | think it is a real concern. Dealing
with FDA as much as | have, | have a lot of faith in the
fact that the positions you have taken are based on reality,
and t hey probably have w despread inplications and shoul d be
applied across the board. But | would be in the sane
position they are if I had a conpany and | was | ooki ng at
mllions of dollars as an investnent. | would like to have
sone justification for it.

MR. STRIBLING My | add sonmething, Dr. Lein? |
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want to thank Dr. Kenp but | have to say | don't think ny
client conmpanies would really want to have that data nade
public. So, we are our own worst enenm es on that one, but
t hank you.

DR. COOPER I n addressing question 4, | have
listened to quite a bit of the conversation that has taken
place this norning but | mssed the neeting in May. Wen we
| ook at question nunber 4, | guess a realistic answer is
that we don't have enough known information to really nake a
judgrmental decision. It seenms as if 10° is acceptable in
terms of the standard.

CVM has been open in terns of expressing a
willingness to | ook at other standards that may be used
based on appropriate data, and as long as that opportunity
exists | think it gives us an opportunity to have sone
assurance of safety as it relates to m crobiol ogi cal
contam nation. | think it probably gives us an opportunity
to nove.

| was glad to see M. Stribling respond to the
earlier question. | think if you insist that sone of the
information that is in the closed jackets is released, there
woul d probably be nore anger with CVM for sharing that
information than not. So, | think as we |ook at this,

perhaps the only way that we m ght reach sone consensus is
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to have sone instructional guidance that nmay go out to the
CVM staff as well as industry as nuch as possi ble, based on
what is knowmn. | think as long as a product's safety and
the health and safety of animals and the consuner is the
nmost inportant priority, we will probably be okay.

But based on what | have heard, there is always
the probability that sonmething nore definitive would be
designed in future years, and | think that with that
probability we can hope that we will be a little nore
sophisticated in ternms of how we | ook at this particul ar
st andar d.

DR LEIN. Dr. Gerken?

DR GERKEN: | too don't really think that | can
answer question nunber 4 without having data, and it is the
sane thing, we can't have the data. So, we have to take a
ot of this at face val ue.

| do think that there should be a difference in
the standard between ani mal drugs and human drugs and |
woul d support, because of the way they are used and the kind
of species that we use themin, a difference there in what
the guidelines are. But | amnot sure that | can answer
that sterility validation should be reduced. | don't see
evidence, as Dr. Lein indicated, of the bodies |ined up
So, you know, we nust be doing all right. But | don't know
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that that makes ne feel real warm and fuzzy either because |
don't know that. That nmay be out of ignorance rather than
anyt hi ng el se.

DR. RAVIS: Even though we don't know a | ot about
endotoxins, | think CV/M s direction with that is fine in
terms of their approach. One thing in terns of their
process validation is, again, in light of not seeing a | ot
of recalls of veterinary products because of endotoxin, that
perhaps they could be relaxed. But after relaxing the
regul ati on on validation, they probably should be watched
carefully for the next two or three years to see if there is
an increase of recalls.

M5. HUDSON- DURAN:  Well, | like a quality product
and | think 10° seens to be adequate. The problemthat |
have is that we are using a |ot of products extra-I|abel and
many tines we do have animals that die. Particularly if we
are using an antimcrobial extra-label, that animal my die
and we assune that we have chosen the wwong antibiotic. So,
| think we really need to be assessing sone of these
pr oduct s.

The other concern | have is particularly with the
calves. At the last neeting we tal ked about the cal ves.
They are the nost sensitive to endotoxin. So, my opinion

is, regardl ess of how sonebody handl es a product that we
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need to get the best product we can so that will, in ny
opi ni on, decrease the probl em because even if they are
contam nated i medi ately they don't have tine for the
bacteria to cook and die and get further contam nated.

So, | don't think we need to have stricter
regul ations but | think that the ones here seemto be
adequat e.

DR. BARKER | woul d answer question 4 yes. W
are tal king about processes and the ability to validate
m cr obi ol ogi cal contam nation. Sone of the validation
requirenents are a little strict and redundant, and for sone
processes, especially sone of the ol der processes that have
been shown time and tinme again to acconplish their ends,
sonme of the validation requirenent could probably be
reduced.

CVMis already in the process of conducti ng what
we are being requested to address in reducing sone of these
requirenents, and | think that is a reasonable thing. 1In
sone cases the ends are justified by the neans. In many
cases there are new technol ogies that cone al ong that give
better neans but still produce the sane ends. | think that
is the case in a lot of the sterility processes that are
done.

This, by no neans, would possibly | ead to poor
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products being put on the market. The material shoul d
continue to be as good as it should be. There is
information that is generated, | assume, wth the use of
CGW material produced actually through the toxicology, and
residue, and other studies in target aninmals. |In many cases
| arger doses of the drug are adm ni stered than woul d
normal ly be adm nistered in the field. |If there were

obvi ous pyrogen problens or m crobiol ogi cal contam nation at
that point in the species intended for its use, that would
probably be noted and correcti on woul d be nade.

So, again, wthout reducing the mandate of the FDA
to produce safe, efficacious and quality products, we can
begin to reduce and back off a bit on requirenents for
sterility validation

DR. STERNER: Yes, it seens to ne, with the
assurances that Dr. Leinbach has given, reasonable that the
process can, in fact, be done. It is really hard for ne to
make an intelligent conclusion w thout incidence data.
Nobody has conme forth to say this is a problemthat occurs
one inamllion, one in a hundred mllion lots. | just
have no clue. Is this sonething you deal with on a daily
basis, or is this sonething that we will hear a report on
once every five years or so? Wthout that incidence data,
the |l evel of concern would change significantly for ne.
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Again, are we tilting at wndmlls here or are we
making a real difference in assuring both the end users of
ani mal pharmaceuticals, as well as consunmers of food
products that originate fromanimals treated with these
products, that we have quantifiably inproved the food
products that originate fromanimal origin? So, wthout
that | think we are giving a poorly qualified yes to

guestion 4.

DR. FRANCI S- FLOYD: | would concur with ny
col l eagues. | do support the concept expressed in question
4. | don't think they have a |lot of data to suggest whet her

or not there is a problem So, if there is not a problem
and if we can nmake ani mal drugs nore avail able and nore
af fordabl e for sonme of the manufacturers to produce, then
woul d support that.

DR. CLELAND: Well, | agree with the previous
speakers. As scientists and veterinarians, we all want data
and, unfortunately, this data seens to be | acking and there
doesn't seemto be a way that we can obtain it. So, in that
regard we are going to have to |l et the peopl e who have the
data make the inforned decisions because | don't think we
can make an informed deci sion.

| do appreciate CVM's wi |l lingness to consider

reduction and sone of the things that Dr. Leinbach nentioned
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in her talk this norning, and | think that is a good,

positive step. But for nme to make any kind of inforned

decision, | don't feel | can do it.
DR. FLETCHER. | think the answer is maybe.
Again, | would enphasize the fact that we don't have facts.

There are a couple of issues here. One issue is the limts,
103, and then what should be the linmt for endotoxin? That
is a big question. Maybe 102 for bacteria is okay. |

mean, that is a practical limt that is working. So, |
don't see any big push presented to us to change that with
data as to why that shoul d be changed.

Then you have the issue of what kind of
manuf acturing practices we are assured of at that level. It
seens to ne that CVMis expressing a wllingness to discuss
that. So, in that sense it mght be possible to reduce
val idation wi thout increasing the risk of having greater
t han 103,

The endotoxin question is another question, and in
absence of data for target species, again, we cone back to
the de facto standard and say, "okay, why change that?" |
think until somebody can made an argunent that that is not
the right level, then that is probably going to be the
limt. The sanme issue then, to ny mnd, would be in place
in looking at the manufacturing practices, can you have a
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practice that does not exceed that limt? |If you cone up
with an efficient way of doing it, that is nore efficient
t han what you are doing now, wll the agency | ook at that

and say, "yes, we'll approve that." In that case, the
answer would be yes. But still there has to be enough
validation to neet the l[imts that have currently been set.

In the absence of factual data to change those Iimts, then

| think that is where we are.

DR. KOONG  Excuse nme, | nust apol ogize. | don't
feel like |I have the technical background or experience to
answer this question. 1In cases like this | hear fromny

col | eagues and experts and nmake a judgnent but they haven't
hel ped ne nuch. So, | have no answer to this.

DR. KORITZ: | think 1/1000 safe |evel on
bacterial contam nation is appropriate. O course, whatever
processes you woul d use woul d be subject to that |evel of
statistical probability.

As far as the endotoxin concern, if, indeed, the
calf is the nost sensitive of the commobn veterinary species,
then I woul d encourage FDA or sone other group to conduct a
dose titration study with endotoxin in calves to see if we
have a potential problemout there or not, i.e. the calf
versus the rabbit as far as relative sensitivity to these
t hi ngs.
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DR WOLF: W don't have the information we need

to make an adequate judgnent on this, but the CVM and FDA
does. | think, like a baseball team you want to |let your
pl ayers play their best positions. So, | believe that we
ought to give themmaxinmumflexibility in evaluating the
val i dati on processes, accepting new data from conpani es
whi ch show that they can neet or exceed the current

st andards because | think they are dedicated to their

m ssion to provide us with quality products.

DR. PQUST: The question that has been asked |
guess is strictly froma Good Manufacturing Practices point
of view. | would encourage the dialogue that has been
establ i shed between the Center and the industry. It sounds
i ke people are | ooking for ways to actually reduce this
sort of testing.

| am not sure that anybody can make a sweepi ng
recommendation to address this. | believe that these
processes are sufficiently unique that they need to be
handl ed on a case by case basis, with specific products,
speci fic processes and individual pharmaceutical conpanies.

The issue of confidentiality is an interesting
one, and | don't knowif M. Stribling's clients would all ow
rel ease of information without attaching their nane to it.

| presented sone confidential information yesterday and
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tried to censor that and, hopefully, nobody is |eaving here
know ng what drug | was tal king about or what conpany | was
tal king about. If you do, that neans | was careless in ny

censoring.

So, there are ways | believe to get confidential
information out there. Wat we are really interested inis
the science and the data here, not whose data it is or what
drug is involved. Maybe industry needs to look a little bit
harder at that issue, especially if industry would tend to
benefit fromthe release of this information.

The | arger question that seens to have been asked
here is that apparently there are no good specifications for
knowi ng what | evels of endotoxin various species of animals
can tolerate. It looks like there is a magic nunber for
humans. |If you take those nunbers that | nentioned
yesterday, and others that you will find in the USP, and
normali ze themall to dose you will probably conme up with
the sane nunber. | don't know what it is; | didn't do the
cal cul ati on.

Sone of us were tal king about this at |unch
yesterday. This sounds |like a fertile area for sone
research in an academ c environnent and, of course, as al
good academ cs will do, sonebody asked who is going to pay
for all this. Sure, academ cs are interested in doing the
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wor k and publishing the data, and this is an issue where we
probably should follow the science or grade the science if
it is there. So, I amgoing to suggest that perhaps the
Center finds the noney in their budget to sponsor this
research; that it be done; that it elicits proposals from
academ a and that academicians try to win sone contracts and
do the research and publish the data.

DR. GLOYD: |Is this a commercial?

DR. PQUST: Not for nme. | don't do that kind of
wor K.

DR LEIN. It sounds |like the commttee at | east
is saying that question nunber 4 should be | ooked at. They
really don't have problens with what is happening today in
what Dr. Leinbach presented, at least in their |ooking at
this sterility problemand the |evels they have set.

Again, | think everyone is concerned about needing
nore data to make this a nore definitive answer than what we
have. | guess all of us would feel that if this could be
shared sonehow anonynously, that would be a good way to do
it.

On the other side, | would like to say that
certainly I think having the LAL test today, which we have
utilized in the | aboratory too, is good because

scientifically you have sonething that you can neasure
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endotoxins wth, but having a biological test wwth it, the
rabbit which probably ought to stay there because at | east
we know that that was used prior and gave us a feeling of
security because in other species we were not seeing a
problem So, having both of those tests | think is
inportant, and then trying to correlate those two.

The data that should be com ng back to you if
products are having a problem-- | think if there was a big
problem and | can alnpbst say this at |least froma
di agnostic | ab standpoint, we would begin to know about
that. W know about every other product that causes a
problem Again, it is in the nunber of reactions and tests
t hat woul d cone back to us and dead animals, and | don't
think we are seeing that. Usually that doesn't remain a
secret in veterinary nedicine. W know pretty quickly what
conpany is involved. And this is not going through CVW it
is not going through the parent conpany. It is really
com ng through the veterinarians and through the producers.
So, | would suspect this is not a big problemor we would
have had indications of this problem

We know when there have been problens, and | think
we heard today that basically that has sonetines been in
conpounding. So, it frequently has not been the
manuf act urer but what we have done with the product and how
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we have used it. | think we all feel that using it
extra-label is certainly a concern, and one that we need
nmore data with. As we get into species today, that are,
well, quite exotic conpared to what we may have been working
with before, we could have reactions that we would have to
look at. | think reporting there, again, is going to be
inportant. But | think that will be done if there is a
severe probl em

So, | think we all feel it is a topic that needs
to continue to be | ooked at and, certainly, we don't want to
increase the sterilization situation just because, again, it
is a nethod that gives us zero tolerance, if we wanted to go
that way, to try to clean that up and increase the price so
that we woul d have | ess drugs on the market. So, stand
where we are today and continue to study this, and if we
could see the data sone day, in a way that would not
threaten the conpanies, that would be of interest.

DR GLOYD: Dr. Lien?

DR LEIN. Yes?

DR GLOYD: | think a lot of the talk that has
been going around the commttee teases around the borders of
the professional flexible |abeling issue. You talk about
the rel ease of the data. That is part of that concept which

would work up finally into a |abeling i ssue but once a
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conpany has a produce approved that they had sone other data
in which they were confident they m ght rel ease that data

t hrough an entity such as USP, then that woul d appear in the
literature, and as eventually nore infornmation was
available, it mght eventually appear on the label. You
know, you can't tal k about these things w thout them
branching off into other areas, but | think that is really
the essence of where this release of confidential data may

| ead us.

DR LEIN. Yes. Again, that brings us back to
supporting FARAD and the USP. Sonehow we have to do that,
that the data is collected and avail abl e.

Any ot her statenents or questions? W were
schedul ed for a break before the next question and we are
about half an hour fromthat. Wy don't we take a break
now, say for 15 mnutes, and then we wll come back to the
guestion, question 5.

[ Brief break]

DR. LEIN. The next question is our |ast question,
nunmber 5: "Should a process be devel oped, that would
i nvol ve representatives fromthe animal health industry and
its regulators, to review and identify inconsistencies in
the application and interpretation of quality standards for
ani mal drug manufacturing and to prioritize the identified
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issues? O are current nmechanisns sufficient to neet the
need for communi cati ons between FDA, headquarters and field,
and i ndustry?" Qur presenter this norning for CVMMis Dr.
W 1iam Mar nane.
DISCUSSION OF QUESTION 5
CVM Presentation

MR. MARNANE: Good norning. This question, |
think, is pretty appropriate as the last question. As |
have |istened during the last two days, | think I have heard
pretty nuch the sane coments com ng up, those comments
being that, certainly, we need nore dialogue with the
regul ated industry; they need nore dial ogue with us.

[ Slide]

So one of the keys that we see as a center is
communi cation. There is no reason for nme to reiterate the
guestion. Dr. Lein read that very nicely.

[ Slide]

| would |ike to nove on to this slide.
Essentially, when we put together our discussion paper on
this particular issue, we |ooked at it fromseveral points
of view. | think that we have convi nced ourselves that we
have done a pretty good job, in fact, comunicating with
industry, initiating this process for prioritization of

devel opnent of gui dance docunents. | think we have to | ook
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back at some of our earlier attenpts to do this. The ani nmal
drug manufacturing guidelines that were provided for the My
meeting, those were first given to industry in 1992. In
fact, what happened after that is that we did neet several
times with industry. W revised those guidelines in 1994.

Li kew se, for the devel opnent of the sterilization
process validation guidance docunents that covered both
human and veterinary products, there was a series of four
donesti ¢ workshops that we had. The first tw of those
wor kshops were conducted when we, in fact, had only a draft
gui dance docunent. The industry had, as we perceived,
pl enty of opportunity for comment prior to our putting that
out as the fairly final guidance docunent, also | believe in
1994, in Novenber.

So, in many ways, if you | ook at the proposed good
gui dance practices docunent that has been nentioned
extensively during our two days here at VMAC, we initiated
in many ways the processes that are contained within the GP
gui dance.

However, in reality, | think what we did cone to
realize is that even with these efforts, which were
predom nantly Center-derived efforts, we didn't offer enough
opportunity to industry for up-front involvenent. So, in
August, 1996, at what we call an AAP wor kshop, an Alternate
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Adm ni strative Process workshop, we offered the industry
sone further opportunity for different mechani sns, informal
mechani snms, by which they may interact with us or even
interact without us and prioritize the devel opnent of

gui dance docunents.

There were three options that were offered, one of
whi ch was that they would devel op their own gui dance which
woul d, in fact, set a benchmark or standard for the anim
drug industry to follow, and received really essentially no
coment fromus regardi ng what our position was on that
benchmark that we had establi shed.

The second opportunity we offered them was that
t hey woul d devel op an i nformal gui dance docunent and we
woul d provide them al so i nformal comment on the
acceptability of the concepts within that.

The third was that they would work closely with us
in the devel opment of pretty nmuch a nmutual docunent. O
course, at that time the reason we were offering infornal
possibilities is because we were concerned about the
legality of how closely we could work with industry because
of the Federal Advisory Commttee Act which does have
certain constraints.

Since that tinme, of course, this is where the

opportunity cane about with the good practices gui dance
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docunent, which sort of legitimzed a nore close interaction
so that we could have better communication up front with
i ndustry.

So, essentially what we are saying here is that we
believe that we have done a pretty good job but clearly,
fromwhat we heard at the May VMAC neeting and what we have
heard here in the last two days, there has to be nore
comuni cation up front with industry.

[ Slide]

| think that is essentially what cones out when we
| ook at the Animal Health Institute conmments and
recommendations. Wat they are saying is that the majority
of issues are caused by inconsistencies in interpretation.
We have done our best, | think, to put out a guidance which
addressed the nost significant issues as we have seen those
i ssues, however, even with the witten word there are
opportunities for msinterpretations. So, clearly, we need
to have potentially further informal neetings with industry.
We have done the workshop route. | don't know that there is
much nore to be gained through that mechanism It is a very
| arge i npersonal nechani sm

| think what AH has suggested is that we resol ve
sonme of these inconsistencies and m scomruni cations and

re-prioritize sone of the work through a working group.
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t hi nk what they have proposed is that we forman infornma

wor ki ng group that will report to the Center director. It
woul d be nade up essentially, | believe, of three

i ndi viduals fromthe AH , one individual fromthe ADA, four
individuals fromeither the Center for Veterinary Medicine
or ORA, depending on what the issues are. This is
consistent, | think, with some of the conmunications that we
have had with the Animal Health Institute, and we have been
invited on a nunber of occasions to attend round-table
sessions with themto discuss such issues as the
pre-approval conpliance program and probl ens associated with
that. But | think it would be useful, and I do agree with

t he suggestion made by AH that, clearly, we do need this
nore in-depth type of communi cation, but we need to extend
it to other parts of the industry and have al so
representatives of the ADA present for these types of

i nteractions.

[ Slide]

These are the comments and recommendati ons from
the AVMA. Essentially, what they have stated is that
identification and renedi ati on of inconsistencies in the
application and interpretation of quality standards shoul d
be an ongoing activity. Absolutely. | nean, | couldn't

agree nore because we have these things com ng up weekly.
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Many times sponsors do contact us by phone; they cone in; we
nmeet; we resolve issues, but | think we need to maybe do
this in a broader forum

Al so, the AVMA states that to be effective such
reviews nust be a cooperative effort anong regul ators,
manuf acturers and users. Yes, we also agree with that as
wel | .

So, | think the bottomline here is that | think
we all agree that greater comrunication, prioritization and
wor ki ng together certainly would hel p us achi eve many of the
probl em areas and resol ve these issues. So, | think those
are pretty much ny coments. Thank you

DR LEIN. Thank you. Questions or statenents
fromindustry?

MR. STRIBLING Only one quick statenent, and |
wi |l speak as an attorney rather than in nmy Aninmal Drug
Al liance capacity. | have clients before all centers, and |
work with all centers, primarily with human drugs and next
with veterinary drugs. There is no center at FDA that is
nore open to neetings, to talking, and | could not ask for
anyt hing nore than we have gotten, and will continue to get
fromthe Center for Veterinary Medi cine.

We have had strong objections fromtinme to tine

about the way rul es have been processed and cone out. |
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think that is going to be taken care of. The Center's

conti nued endorsenent of greater comrunication is consistent
with what it has al ways done, and we as an alliance and | as
an attorney practicing before the Center are very grateful
for that.

DR. LEIN. That is good to hear. Coments from
the floor? Yes, M. Wod?

MR WOOD: | am Richard Wod, with Food Ani mal
Concerns Trust, and we do recogni ze, being a group com ng
froma consuner perspective, the need for this process to be
ongoi ng and to be supported. But the way we would like to
answer nunber 5 is to support the GCGPs, and to have them
fully inplenmented because they woul d encourage active
participation by representatives fromthe animal health
industry to review and identify any inconsistencies in the
application and interpretation of quality standards for
ani mal drug manufacturi ng.

Al so, the G&s should allow the industry an
opportunity to help prioritize identified issues by enabling
the CVWMto solicit or accept early input on the need for new
or revised guidance, and also allow the opportunity for
ot her public and consuner groups to al so propose draft
gui dance docunents, including those pertaining to quality

st andar ds.
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We oppose the establishnment of a formal working
group as proposed by one of the organizations. This step
woul d create a group, in our view anyway, acting outside the
procedures created by G&s. |In essence, such a group would
nullify the GGPs and provide for decisions to be nade in an
envi ronnent conprised solely of industry and regul ators,

i sol ated perhaps by veterinarians who are not affiliated
with any of the pharmaceutical conpanies would be at the
tabl e and woul d not be party to that, as well as consuners
and the public.

Est abl i shing the GG process, careful public
participation steps are identified, at |east under |evel |
and these steps should serve to increase consuner confidence
and the decisions made by CVM  Thank you

DR. LEIN. Thank you. Joe?

DR GLOYD: M. Wod' s comments |lead ne to think
about the efforts that are being nmade right now to revise
t he Good Manufacturing Practices for feed manufacturers who
add nedications to feed. There is a commttee of the
Aneri can Associ ation of Feed Control, called the Medicated
Feeds Commttee, that has been working on this for a couple
of years, and | have attended those neetings as a |liaison.

What they have done is they have put together a
docunent that would unify the Good Manufacturing Practices
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requi renents that would apply fromthe major feed conpanies
all the way down to the farner-feeder who has a nobile

m xer. Rather than having two sets of guidelines for

i censed and non-1icensed, they have tried to reduce it.

Al ong the way, they have provided for notable exceptions
that woul d apply unlicensed farner-feeder.

This concept | think is alittle akin to what is
bei ng recomended here by AH and others but, at the sanme
time, | think that CV™M as M. Stribling said, is very open
to this whole idea. So, obviously it is going on in another
area and | think it is certainly progress, and | suspect
that the Good Manufacturing Practices docunent for nedicated
feeds will conme before CYMfor consideration in the fairly
near future.

DR. LEIN. O her questions, statenents fromthe
audi ence? Conmmttee, any questions or statenents? Yes, Dr.
Vol f?

DR. WOLF: | have a couple of questions. The
coment about inconsistencies in interpretation, do these
nmost commonly relate to a specific sponsor or situation, or
is it nore general inconsistencies?

MR. MARNANE: |If they are related to specific
situations, those are the ones that we identify. That is
how we did our prioritization initially. That is what we
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wote to in terns of early guidance docunents in 1992 and
1994. So, | think what we are dealing with now, having |

t hi nk addressed nost of what we would think were the regular
i nconsi stencies being identified, are things that crop up

t hat are unusual predom nantly.

The reality of it is that we could probably
address nost of these inconsistencies if sponsors were
sinply willing to call us up or cone in individually to see
us. Frequently, however, what happens with these identified
i nconsistencies, if you want to call themthat, is that they
grow in magni tude and we end up having a neeting, |like we
have had here today, to try to clear the air regarding
these. Certainly, | think what we need, as well as the GGP
process, is just nore communi cation when these things cone
up, the wllingness by individual sponsors to contact us so
we can deal with them because they do not warrant, | think,
being elevated individually to the point of devel opi ng
gui dance docunents.

DR. WOLF: And one other question, if we had such
a working group as was proposed by AH, and these refer to a
nmore specific situation with one sponsor, would that sponsor
be willing to reveal perhaps proprietary details in a
nmeeting that m ght be pertinent to resolution of the

pr obl enf
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MR. MARNANE: That is a very interesting question
because | have observed nmany tines situations |ike that,
where | know that the specific sponsor is in the roomand
generally they are usually quite reserved even anong
thenmselves. | don't think anyone really wants to speak
sonetinmes to the issue. So, you are right.

DR. LEIN. O her questions? Dr. Poust?

DR. POUST: There are a nunber of gui dance
docunents in the works basically, | guess, being generated
by coming out of CDER, and I amwondering if there is
adequate mechanismfor CYMand this veterinary
phar maceutical industry to insert thenselves into the review
and di scussion process. | guess | go back to ny favorite
because | have worked with it for a long tine, and that is
the stability testing. | know there is a new gui dance
docunent comng in that area. | happened to have seen the
tabl e of contents put up on a screen in Boston | ast week.
So | knowit is comng. | think that was done to give
credence to the fact that, yes, it is com ng because
i ndustry becones very doubtful of these things.

| guess ny question is, is there an adequate
mechani smfor this industry and CV/Mto insert thensel ves
into those gui dances, or mght there be a mechani sm by which

CVM and the industry would revi ew those gui dances and
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per haps generate their own addenda as necessary and
appropri ate?

MR. MARNANE: Yes, we do have nmechanisns to insert
ourselves into sone of these processes. One of them has
been nentioned. O course, that is the PAC SAS. Also, we
are involved in BACPAC, which is another SUPAC type docunent
that is being developed jointly by CV and CDER that has to
do with bulk active ingredients. Once again, that process
should lead to a lessening in filing requirements for
certain types of subm ssions when there are changes
post - approval for bul k active ingredi ent manufacturing
processes.

We have, however, taken the tack not to
necessarily follow all of the SUPAC process that human drugs
is involved in for several reasons, one of which is that it
is resource intensive. They have hundreds of chem sts over
there that have been involved in the devel opnent of these
processes. SUPAC- IR, which is the first docunent that cane
out, took eight years. W don't have that kind of tine.

So, what we have done is, at least in our opinion, adopted
what we call an Alternate Adm nistrative Process program
that essentially takes a |l ot of the concepts of SUPAC and
just rolls themadmnnistratively into a different process

that all ows conpanies to come to us with these things,
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identified as m nor changes, and those m nor changes are
equal or equivalent to those things identified in SUPAC as
m nor changes.

So, | think, yes, we do have nechanisns. They are
not identical to those in human drugs, nor do we feel that
we have a need to have an identical system because we do
have sone constraints that do not exist over there.

DR. KORITZ: | have a question for Bill Marnane.
There has been a concern stated about the establishnment of
formal working groups which exclude veterinarians, consuners
and the public. | would assune that under the GGPs it is
possi bl e to have working groups of experts deal with very
techni cal issues, and then subsequently have a nore open
process where there would be public input fromall concerned
groups. | just want verification of that.

DR. BEAULIEU. Yes, that is ny understandi ng. Not
every issue of interpretation warrants a |evel | guidance
docunent that would have to be issued under the GGPs. |
think this is going to be an ongoing process to deal with
specific issues. Sone of themmay, in fact, becone el evated
and recogni zed as general issues that warrant the issuance
of alevel | GE&. O course, that would invol ve everyone
t hat was concerned at that point.

DR. LEIN. O her questions? Dr. Cooper?
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DR. COOPER. The question | have, | guess, is the
AH question where they propose the formation of a
commttee, the question | have is would this conmttee be
al l oned under the Federal Advisory Commttee Act?

DR. BEAULI EU. W have been dealing with AH and
ot her industry groups for years under FACA. | am not
prepared to lay out all the requirenments, but our attorneys
are pretty careful in making sure that we do this in a way
that will not violate the Advisory Conmttee Act or the
Adm ni strative Procedures Act. Those acts do i npose sonme
constraints on the way we can hol d these neetings but we
have been able to work with those acts and hol d productive
meetings in the past. Nothing has changed to Iimt our
ability to do that, that | am aware of.

DR. COOPER In terns of this proposal, have you
| ooked at it as it relates to FACA? Are you able to give a
yes/ no answer based on the limtations that FACA i nposes on
the formation of advisory conmttees?

DR. BEAULI EU. Yes, whatever working group we cone
up with, we cannot essentially ask themthe sane kind of
guestions that we are asking you unless they are, in fact,
enpanel ed as a legitimte advisory commttee. In other
words, we can't go to that group, whatever that group m ght
be, and say, "we want you to tell us -- we want you to give
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us a recommendati on on how we ought to deal with this
issue.” That would be in violation, as |I understand it.

But that doesn't stop a dialogue. That doesn't stop us from
tal ki ng conceptual | y about what they think the problens are;
what they think sone solutions to those problens m ght be.
Qobviously, we walk a fine line here as we talk, as we

di al ogue.

DR. COOPER | raise the question because GGPs
apparently provide the dialogue. This is an alternative
proposal which, in ny opinion, could |imt the dial ogue that
you have with the broader industry and the community that is
served. So, | was raising the question to see if this
al ternative was acceptabl e under FACA. | guess what you are
saying is that you have not reviewed it in that context.

DR. BEAULIEU: | think there has to be this
alternative for certain issues. Not every issue can be
dealt with under the GGPs which require this public
di scussion associated wth [ evel | guidance docunents.

Many, many deci sions need to be made within the agency that
don't reach the | evel of being addressed by a |evel |
gui dance docunent.

MR. STRIBLING A couple of things. Nunber one,

as | recall, Dr. Sundlof's charge at the begi nning of the

nmeeting yesterday was to be aware of the |law insofar as we
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have to get it changed dependi ng on what you all suggest,

but for purposes of your thinking go ahead and endor se what
you think is right, and if we need to get the | aw changed we
will do so. And, | think that is appropriate here.

Nunber two, | have told Dick Guyer fromthe
begi nning on this particular comment that | personally
didn't want to spend any tine on it because | think the
Federal Advisory Commttee Act would make it very difficult
to do.

Nunber three, these guys neet with AH regularly.
They nmeet with the Animal Drug Alliance regularly. They
meet with AVMA regularly and Lord only knows who all. Even
t hough they cannot conme and say fornmally to us, "please give
us your advice on this," believe you ne, we have and do give
them advice on a lot of things. So, | amnot sure that we
| ack any opportunity to do that.

DR. COOPER | guess, being the devil's advocate,
the way the question is raised by AHI, | guess the majority
of you are saying that there is adequate opportunity.

MR. STRIBLING | am saying that.

DR. COOPER  Yes, well, nobst of you who have
commented to this particular point say there is adequate
opportunity, but to have this as another proposal would | ead

me to believe, at least fromthe AH perspective, that there
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is not the open dialogue that they would consider
acceptable. Wuld soneone fromAH |ike to respond to that?

MR. STANK: | believe |I have the gist of your
question. Your mcrophone was not on and it is difficult to
hear in the back. | think you were suggesting that there is
not a di al ogue going on now with the AHI .

DR. COOPER M question was, in |ooking at the
general statenents that have been nade about GPPs, the AHI
proposal seens to suggest that there nay not be adequate
open di al ogue to discuss issues that are inportant. So,
aminterested in why you propose this alternative as a
response to this question.

MR, STANK: Well, the GGP process i s new and,
al t hough we participated in reviewmng, as Bill has pointed
out, Good Manufacturing Practices in the past and we have
had an opportunity to participate with C/M that is not the
guestion at all. W feel we have a good relationship with
the CV/Min being able to address issues.

| think what we are attenpting to do here, if I
understand this correctly, is include the Animal Drug
Al liance in these discussions in a nore formal way. You
will note that they are provided for in the nenbership. W
do have ongoi ng di scussions with the Agency on specific Good
Manufacturing Practices. That is a continuing process. W
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have a nunber of issues on the table right now that we are
di scussing, which is in the notes that Bill presented in the
docunents on the table.

It is sonething that | think is necessary because
i ssues continue to conme up, new issues. There are sone
probl ens out there that we think need to be resolved and we
are working towards those -- stability guidelines, a good
comment over here. W have our own set of CVMstability
gui delines that we are working on that reflect the VICH
process, for exanple, which is different than the |ICH
process for human drugs. So, there are sone differences
here. They also include the prem xes and feeds, for
exanple. So, there are differences that we have to address
on the animal side that are not addressed on the human side.

So, those discussions are ongoing. W are working
with the agency right now to devel op a set of CVM gui del i nes
that will apply these new VICH conditions.

DR. LEIN. Thank you. There is another industry
st at enent .

MR. I NCORVI A: The idea behind the working group
is not neant to circunvent the GGP process. It is nore
meant to be a dial ogue and open di scussion of issues that
affect the industry so that we can identify the

i nconsi stenci es that have been tal ked about. Sonetines it
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is within the Center. Sonetines it is between the Center
and the field. Sonetinmes it is just between the field.
There is a |lot of discussion that goes on in individual
conversations about what is being neant. The idea is that
if there were a group we could discuss themopenly so that
we coul d have a consistent interpretation across the

i ndustry and, if need be, then it could lead to sonmething in
the GGP process if there is sone inconsistency that we feel
needs to be addressed. Sonetinmes it may be just a

m sunder st andi ng that can be addressed in this group. So it
is not neant to circunvent the GGP process. It was just an
addi tional dialogue, and it did include the ADA

DR KOONG | would like to respond to Dr.
Cooper's question, basically, if you forma working group,
is that against the | aw?

DR. COOPER: That is the question | asked.

DR. KOONG That was the question

DR. COOPER Right.

DR. KOONG  You know, the |aw was created for
advisory commttees. Those are statutory, like this one.
But the working groups -- you know, vyou all can hire
consultants, for that matter, but et ne rem nd you
personal ly, Dr. Cooper, you are one such working group which
is not censured by law. That is the GPRA working group.
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Your agency just forned it a couple of weeks ago. That is
an exanpl e of people working together in the spirit of the
I aw.

DR. COOPER But we can tal k about GPRA, in fact,
we have an exenption -- | work for the U S. Departnent of
Agriculture and we are respondents to the Governnent
Performance and Results Act. W have an exenption under
FACA which allows us to have broad interactions with the
university partners that we work with. So, that does not
carry the sane nerit as the question | amraising here. So,
our agency has a special exenption that allows us to have
t hese groups formed as we garner support for our research
and education activities in USDA

DR. FLETCHER Is it not true that there woul d be
sone issues that are not addressed by GGPs because that is
nore designed to be prospective? There may be existing
i ssues for which the agency woul d want sone di al ogue |ike
this. |Is that correct?

DR. BEAULI EU: Absol utely.

DR LEIN. Further question or statenment? No?

MR. MARNANE: | was just going to bring up -- and
| think Jess has nentioned this previously, | nmean, sone of
the inconsistencies we clearly need to tal k about that we

cannot make everybody truly understand. What our intent is,
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is some of what, in fact, appears in our reviews. | nean,
that is sone of the dialogue that | think would be useful
and that is where a small group of representatives --
because | have even heard Jess say today, with clarification
fromDr. Leinbach, that that clarification was extrenely
useful. That is the type of clarification we could have |
think within a small group, that could be filtered back to
menbers of the trade groups that would, in fact, alleviate
sone of the m sperceptions as to what our expectations are.

DR LEIN. But if Jess wanted that information he
could also call the agency for that information? That would
be no problen? Right?

DR. BEAULI EU.  True.

DR. GERKEN. | wanted to know is there any
objection to having a Food Animal Concerns Trust

representative on this "working group?”

MR GQUIDOS: | don't know that that gets to the
issue. It is not just a matter of having this group or that
group. | think it is a matter of allow ng the public at
| arge and other interested parties to participate. | don't

t hi nk you can get around FACA by choosi ng one consumnmer group
to represent all concerned groups.

DR. GERKEN: | understand, but they raised the
issue and I just wanted to know whether they are opposed to
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havi ng outside representatives, other than the two that were
identified here.

MR. STRIBLING Dr. Gerken, | amtrying very hard
to be supportive of AH just in the spirit of friendliness,
but, quite frankly, that isn't sonething that we feel any
need for sinply because we have good communi cation. W wll
take anything we can get. Anything nore would hel p.
Certainly, even with AH -- | neet with the AH staff from
time to tinme so that we keep in touch. So, | don't want to
shoot down what you are saying but this is not a proposal
comng fromthe Alliance.

MR. STANK: | would like to respond to that. |If
that is the situation, then AH would w thdraw t he proposal
for recommendation of a conmttee. | think we too agree
that the current process works just fine.

MR. STRIBLING But we do thank the AH for
suggesting sonething that would include us along with them

DR LEIN. It sounds |like a happy famly!

[ Laught er ]

Any ot her questions? Any fromthe audi ence?
Statenments? If not, let's cone back to the conmttee's
decision on this. W wll start in the center here. Dr.
Koritz, could you start please?

DR KORITZ: Wll, it sounds like things are
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functioning by sone neans that is not conpletely understood
by the committee --

[ Laught er ]

-- and that there are, indeed, mechani snms by which
groups of technical experts can discuss technical issues;
that there are processes by which a greater and w der
i nvol venent of consumer groups and concerned veterinarians
can | ook at those decisions for the inpact on ani mal health;
that there are, certainly, strictures provided by the FACA
that need to be taken into consideration. So, | am content
with allowing things to proceed as they currently are.

DR WOLF: It seens to ne that the CVM FDA is
wor ki ng very well, cooperatively with the industry, with the
public. The G&Ps allow for significant public, industry,
sponsor and user input as is necessary and that adding
anot her | ayer of review won't add significantly to the
process, other than delay and expense.

DR. POUST: It sounds |like that there is sone
agreenent that there are inconsistencies which don't |end
thenmsel ves to the GGP process. These are specific issues
that may ultimtely becone part of a | arger GG docunent
but, on the other hand, it sounds |like sonme of these
i nconsi stencies, or perhaps all of these inconsistencies can
be resolved as long as the various parties are willing to
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talk to one another, and it sounds |ike they are, w thout
the formation of sonme sort of a special commttee. So, |
guess the answer to the first question under nunber 5 is no
and the answer to the second question is yes. At |east,
that is what | think I am hearing.

DR KOONG | just ditto what Dr. Poust just said.

DR. FLETCHER. No and yes.

DR. CLELAND: When | read this question, and one
of the reasons | asked the question yesterday about GGs and
if they have taken effect is that | really think we need to
give alittle tinme to see what the GGEs are actually going
to do, what they will cover and won't. | think it sounds
like right now the other things are already taken care of.
So, | concur.

DR. GERKEN: It sounds |like you are nmaking an
effort tofix it, solet's not mess with it until we see if
it's broken again.

DR. COOPER | think wth the answer to ny
guestion, with the withdrawal of the alternative commttee,
| can say no and yes to the question.

DR. KEMP. As it was so eloquently stated by Dr.
Fl et cher, no and yes.

[ Laught er ]

DR. RAVIS: No and yes.
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M5. HUDSON-DURAN: | amgoing to add a little
tw st because, assumng all the people at the table won the
lottery today and they didn't have to work anynmore -- things
change when peopl e change so, again, if it is working fine
now, that is good but if we have a change of adm nistration
it mght not be the situation. So, at that tinme, have sone
kind of note that if there need be in the future, commttees
made of unbiased that it could be arranged because, you
know, everything is tenporary.

DR. BARKER  Does Janet Reno know about all this
communi cation that is going on?

[ Laught er ]

There is a point where you start to dial ogue
yourself to death and the |ine between the regulated and the
regul ators starts to get blurred. So, no and yes.

DR. STERNER: Question nunmber 1 no, because at
this time it appears to be a redundancy, and question nunber
2 yes.

DR. FRANCI S- FLOYD: | think CVM shoul d be
commended for what they have al ready acconplished in this
area and they should continue their efforts. So, no and
yes.

DR. LEIN. It sounds easy. It sounds |like no and
yes is the big run on this. Again, | feel that certainly
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this has been a good step forward and sonething that the
commttee appears to be very nmuch in favor of, and this
happy famly idea is a good one if we can continue with
that. So, | think we all concur on the no and yes.
Final Review and Reconsideration of Recommendations

DR. LEIN. W are opening the discussion nowto
review the five questions. |If there is any change or
further thought that people have had since yesterday and
today, | would open the floor to conmments, and then | wll
conme back to the commttee for any comments they nmay have.
Seeing none fromthe audience at this point, any comments or
statenents fromthe commttee? Yes?

M5. HUDSON- DURAN: Wl |, since | am | eaving |
would like to say one thing. Since | aminto |abels,
would really like to nake a recommendati on, which was
suggest ed yesterday, that we have sone | abeling, sone
i nprovenent in labeling that basically tells the consuner
what products we have available. | nean, if we can go in
the grocery store and know, as a |lay person, what we are
buying in the food, certainly if we are naki ng deci sions
about veterinary products we should know what is in the
product, and if it is not on the |abel at |east have -- and
our veterinary pharmacy group may very well take that on as

a project, to have sone kind of "orange book" or at |east
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somewhere where we can technically | ook at bioequival ency
sheets to hel p make sone of those type of decisions.

DR. LEIN. | believe that is a great idea. |
woul d be concerned about getting too rmuch on the | abel
because | know nmuch is read off the |abel becones too
conplicated. So, having a secondary reference systeml
think is a real way to go, and we want to encourage
veterinarians and producers, if it is over-the-counter
drugs, to read the |abels. Sonetines too | engthy of a | abel
doesn't entice people to nake that nove.

O her statenments or concerns? Yes, Dr. Barker?

DR. BARKER Well, | think in all five questions
we have usually nmentioned the same thing, that this
commttee in no way expects to see any lowering of the
standards or any reinterpretation of what is required by
CGWs in the manufacture of drugs. FDA will comrunicate
nmore; will be nore flexible inits interpretation of nethods
and processing in attaining sone of this is inplied in the
statenents that have been nmade by the comnmttee. But we
still expect that safety, quality and efficacy will be the
hi ghest points in your considerations.

DR. LEIN. Thank you. Well, | think we all feel
that this has been quite beneficial and, again, | would just
like to say that at |east follow ng through on good

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



Sgg

scientific background and data, at |east harkening to what
Dr. Barker just said, is very inportant and we do need the
safety there but we don't need progression to new net hods
that are just raising the bar basically and creating nore
expenses if we can do it with what we have today and we have
the safety and assurance of the conmpounds that we are
dealing with. So, we are happy that CV/Mis certainly taking
into its decision-making that the field doesn't have to be
| evel across the animal and human drug situation; that there
can be differences and still have the safety issues and the
concerns taken care of adequately.

At this time, | think, Jess, you had a statenent
that you wanted to nake.

MR, STRIBLING | just wanted to say thank you.
The Animal Drug Alliance has been working for five years to
have this question begun to be discussed in an open forum
We are conmtted to safety, to effectiveness, to quality
products. W agree with Dr. Barker that we would not want
products not to be safe, effective or quality, but the whole
i ssue of | ooking at whether every new requirenent, or even
maybe sone ol der requirenents, nake a real necessary
contribution to that is what we have been tal king about. W
have succeeded after a long haul in trying to get this
publicly raised. For that, we are very grateful to the
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Center for Veterinary Medicine, for whoever in the Center
made the decision that VMAC was the appropriate place for
this to begin to be discussed; for the determ nation and
comm tment that obviously Dr. Sundl of had to making sure
that this would be a very open process and that industry and
the profession and other interested groups would be able to
be involved; for the extraordinary work that D ck CGuyer did
and the assistance and effort of Bob Gui dos and Sharon
Thonmpson working with him This has been an extraordinarily
wel | prepared, well organized advisory commttee neeting
t hanks to i nnumerabl e hours of those arranging it, and the
menbers of the Division of Chemstry and the field and ot her
parts of FDA too, and we are very, very grateful for that.

| have attended advisory commttees with clients
before advisory conmttees on nedical devices, many advisory
comm ttees on human drugs, even sone neetings of VMAC at
times past, but | have never seen an advisory commttee go
till 7:30 the way you did last night. | have never seen an
advi sory conmttee stay awake past three o'clock. You al

have been awake the whole tine last tinme, all the tine this

tine.

My di scussion on advisory comm ttees when people
ask me to talk about it is normally, "well, they read the
materials on the plane getting here.” It is obvious to ne
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that you all have spent a lot of tinme studying, reading
great volunes of material, thinking about things, asking
very pertinent questions, giving very careful thought, and
really we thank you so very nuch. You are speci al
gover nnment enpl oyees and you have really perforned with
distinction and we are grateful to you.

DR. LEIN. Thank you for those coments. Yes?

DR. GLOYD: Along the lines that Jess has spoken
| want to thank whoever decided to | et ne have an input.
But the other thing I want to do is | think I want to thank
Di ck Guyer and whoever el se hel ped himwth the synopsis of
the previous neeting, the May 13 neeting. That information
that is in your books is, |I thought, a real piece of work,
presented in an absolutely objective fashion and excel |l ent
summari zati on of what everybody said, at |east the salient
points, and | sure want to say thank you to himand all the
fol ks that nust have been involved in that sunmary. | think
t hat was an outstandi ng pi ece of work.

Discussion of Additional Issues Raised in

the May, 1997 VMAC Meeting

DR. LEIN:. Thank you. Oher comments about the
nmeeting? Hearing none, we will not take a break; we wll
nove forward. W do have a one o'clock itemthat we need to

open the floor for. | know of two things that need to be
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brought up. One of those goes back to the subject of
clinical ineffectiveness. Another was sone material that

Dr. Koong had gone forward with and got a little survey done
hi msel f off some data that was presented by one of the
presenters at the last VMAC neeting. | want himto discuss
that and give his findings basically. It is sort of

i nteresting.

DR. KOONG  Thank you, M. Chairman. | wasn't
prepared to do this. | did conduct the survey but | was not
prepared to make a presentation. So, | had ny overheads
made about an hour ago during the break. So, | will have to

apol ogi ze for the quality.

Last May we nmet here, and | amspecifically
referring to a survey result presented by Dr. Joe Bertone.

[ SIide]

This is the slide presented by Dr. Bertone. He
used a |ist server survey for trying to get an idea of
t houghts relative to drug quality. Again, | just wanted to
rem nd you that the population polled was -- | don't
understand that acronym so you can read that.

DR. WOLF: Do you want nme to tell you?

DR KOONG | amnot interested --

[ Laught er ]

-- ny apologies, Dr. WlIf.
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DR. LEIN. So nmuch for science, Dr. Wl f!

[ Slide]

DR. KOONG Again, the statistics refer to the
menbers, an idea of themon the list server, and the 53
respondents. | will share the results with you in a
conparative way. | have to admt | had notivation for doing
this because the population that Dr. Bertone surveyed, to
me, was -- | think they are professional professors at
universities --

DR WOLF: No --

DR KOONG  No?

DR. WOLF: They were all specialists, Board
certified specialists in practice.

DR. KOONG Ckay. M bias obviously was that |
t hought the practitioners in the field nust have a different
view, and that was ny bias. | was totally convinced.
wanted to do a survey to prove that. | keep using the term
that | did this survey. Actually, | didnot. |If I did the
survey and sent it out to the veterinarians, they wouldn't
know who | was and probably the response would be very, very
low. So, what | did, | asked the extension veterinarian on
our canpus, a well-respected individual, and he sent these
guestionnaires out and got a good response.

[ Slide]
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So, let nme just give you the rough statistics
here. Basically, there are approximately 400 veterinarian
practitioners in the State of Oregon. W sent 60
questionnaires out randomy fromtheir booklets, and
stratified based under these categories, small ani mal
practitioners only, m xed, |arge and horses only. W sent
out 60; we have 41 response. So, that is a 70%rate. So,
that was fairly nice.

[ Slide]

Now | et me share with you the questions and the
result of the conparison. Question 1, do you expect that
the quality of drug formul ati on approved for veterinary use
is simlar to formul ation approved for use in human bei ngs?
That is how !l wll present nmy data. By the way, those exact
questions were the 6 questions went to the practitioners in
Oregon: 50, yes; 2, no; 1, maybe fromthe previous report.
The OVMA results, 39, 1 and 1.

[ Slide]

The next one, the second question -- by the way, |
did have Dr. Bertone's perm ssion to use his questions to
send out the survey. Question 2, do you believe the quality
st andards and controls consi dered essential for human drugs
whi ch are now, and have been, applied to veterinary drugs
shoul d continue to be applied to veterinary drugs?

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



Sgg

Again very simlar results on the second question.
You can nmake your own judgnent. Cbviously, you can tell
didn't do any statistical analysis on this.

[ Slide]

Question nunber 3, is there a reason to believe
that quality controls for veterinary drugs should be |ess
than those considered essential in manufacture of drugs for
human use?

There is a slight difference |I think between the
two surveys, or sone difference, however you want to say
that. Actually, if sonebody has a cal cul ator you can work
out a chi square very easily on these data: 3, yes; 49, no;
1, maybe fromthe previous survey. By OVMA results it is
12, yes; 20, no; and 4, nmaybe.

[ SIide]

Question nunber four, do you agree or disagree
with the foll ow ng statenent, animal drugs do not need the
sane quality of production as drugs for use in people?
Again very, very parallel answers on both surveys.

[ Slide]

Question nunber 5, is there a scientific base
whi ch supports that aninmals are nore tol erant of bacteria
and endotoxins than are people? Al nost identical results.

[ Slide]
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The | ast question, controlling the quality of
bacterial contamnants in veterinary drug products in
veterinary drug production -- the control neasures that are
taken are simlar to the control nmeasures for drugs used in
human beings. The control neasures are consi dered essenti al
i n production of drugs for people. Do you believe that it
is justified to reduce the quality of veterinary fornulation
bel ow t he standard of drugs for human use to reduce the cost
of drug production? A fairly close answer.

That is all | have here, M. Chairman.

DR. LEIN. Thank you, Dr. Koong. Any questions
for Dr. Koong? Certainly, that data speaks for itself.
Hearing none, | want to thank you for sharing that with us
because it is interesting.

DR. KOONG | went out to get the data to prove
that ny perception was w ong.

[ Laught er ]

DR LEIN. That is the great thing about science.

MR, STRIBLING Dr. Lien, in the sane way as Dr.
Koong commented, | commented to Dr. 3 oyd as this was goi ng
on, you know, I'll bet that if this questionnaire, Dr.
Bertone' s questionnaire, had been given to this panel at the
begi nning of the |last neeting, you all would have cone out

exactly the sane way as this stats. and, yet, after how many

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



Sgg

hours -- | don't know -- of going through hearings and
reading material and |listening and thinking, the way you
answered the questions to the Center for Veterinary Medicine
suggests that you woul d have answered sonme of these
guestions very differently, making sonme refinenents in sone
of the words that were used. Yes, we never can tell what is
goi ng to happen.

DR LEIN: Yes, Joe?

DR GLOYD: | can't help but refer back to the
letter fromBill Mir who quotes, any group of veterinarians
woul d have responded simlarly, obviously w thout know edge
of what the manufacturing processes are. | think he also
says that that is interesting but irrelevant.

DR. KOONG | forgot to nention that | do want to
t hank Jackie Page. At the last m nute she hel ped ne put
this on overheads. Thank you, Jackie.

DR WOLF: | guess | would like to maybe di sabuse
M. Stribling of his speculation that we m ght have voted
much differently than that survey at the end of the |ast
meeting. | don't think anything that anyone has said here
t oday has suggested that we reduce the quality of the drugs
that are manufactured for aninals.

MR. STRIBLING OCh, | agree with that one hundred

percent nor, as | have said unpteen tines in these neetings,
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are we suggesting a reduction in quality. Nobody wants that
at all, or would or should permt it. The only question

t hat has been discussed is what is necessary to have
quality. | agree with you conpletely, Dr. WIf, and | agree
with Dr. Barker on that. Cearly, that is what we want.

DR. LEIN. Any other statenments or questions?
Yes?

MR. GARZA: Just one final coment on the GW
issue. One of the questions was is there any data or
information to suspect that there is a problemin endotoxin
or any other aspect of drug quality. | think sonmething for
your consideration should be that perhaps the absence of
such evidence conplies with the GWs.

DR LEIN. Yes, | agree with you. Wthout them we
probably woul d have sone data that you could share with us.
Any ot her statenents?

Hearing none, at |east the advisory commttee and
probably a few ot her nenbers have received the docunent on
clinical effectiveness. These were statenents that this
commttee cane up with, what those terns we thought at the
| ast nmeeting may be. It was decided by this commttee that
we woul d pass this on to AVMA, to their Conmttee on
Bi ol ogi cs and Therapeutic Agents, and the Drug Advisory
Comm ttee.
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This was taking a veterinary concern and noving it
to a group that deals wth these subjects and, basically,
the Drug Advisory Committee is an interesting commttee
because it is represented by the veterinary specialities,
and it is represented in a way that |I think is inportant for
| ooking at this because it is selected by the specialities
and not by AVMA. So, the people sitting on that really
represent, | think very fairly, the specialities and are the
| eaders of that group in many ways. O course, COBTA is
sel ected through at | east AVMA, and they work together,
basically, the advisory commttee working very closely with
COBTA.

So, they really had two neetings on this
basically, and I amon that commttee, and have conme back
with the statenent that is here. W probably should have
had an overhead nmade but didn't. Really, the term nol ogy
has remai ned the sane. This was approved by the commttee
and sent back for this neeting for this group again to
deliberate and see if they approve this. W wll |ook at
this now.

Let me read it. "How should the term'clinically
ineffective' be defined for the purpose of the Aninmal
Medicinal Drug Clarification Act?"

That was answered this way -- it is sone
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wordsm thing that was done by COBTA and DAC. "The term
‘clinically ineffective' neans that in the experience of the
attendi ng veterinarian, an animal or group of aninals has
not or will not respond to the drug of choice in the normal,
expected formand tine."

Let's contenplate what that says, and I will open
it to discussion of the commttee at this point or any of

the audience if they want to raise a question with that.

Yes?

DR. FLETCHER | have a question on that. What
does "will not" nean?

DR. LEIN. Well, I think what DAC and COBTA was

saying there is that we have today, on sone of our drugs
that have been out for a while, at |east |evels today that
effectively will not cover a situation. That nmeans when you
| ook at penicillin that was used in a situation, they would
like to use a higher dose.

DR, FLETCHER. So that is, in a way, based on past
experi ence.

DR LEIN. Exactly.

DR FLETCHER  Yes.

DR GLOYD: May | clarify that a little bit?
think that that is really the practitioner's judgnment. |If
he is on feedlot X and goes on to feedlot Y, and he already
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knows that |ast week feedlot X did not respond to drug Q
then he is not likely to use that drug again for that
di sease out there.

DR. LEIN. WAs there another hand up? Dr. Kenp?

DR. KEMP: | was going to ask if you would tell ne
what this nmeans because | | ook at this as extrenely uncl ear.
They have the termin there "experience" and | wonder if
t hat goes back to what was in the earlier conpliance policy
gui de where you actually had to go in and treat a group of
ani mal s and show i nefficacy before we went to an off-1| abel
drug lot. That is pretty vague. "Drug of choice" -- well,
how do you define drug of choice? Are you talking about an
approved drug there or are you tal king about the drug you
really should use which, in ny mnd, would be the drug of
choice. And, | amnot sure what they nean when they say
"normal or expected form"™ | just need sone clarification
on what they are actually saying.

DR. LEIN. | think the clarification is to stay
vague because if you nove to a checklist, as the
veterinarian out in the field, it does not give himthe
ability toreally utilize his skills in treating ani nals.

We feel that the education that he has and working with the
oath, basically, for suffering and pain, he has to nmake that
deci sion and he has to know what is legally right or wong.
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DR. KEMP: | agree with the use of clinical
judgnent. The way it is worded, it is confusing.

DR. STERNER. Is it possible to get the wording
that we submtted last time for review? | think | was nore
confortable with the words we had than what | read here.

DR. LEIN. Do we have that with us? | think what
was changed in here was the "has not or will not."

DR. STERNER. Right, and that is the problem It
seens to nme that we used words like "or is not likely."

DR LEIN:  Yes.

DR. STERNER: We were nore careful in our use of
wor ds.

DR. LEIN. Yes. Do we have the May neeting
material with us? It should be in the m nutes but maybe we
don't have it here.

DR. STERNER. | just think it would be of use in
our deliberations here.

DR. LEIN. W are |ooking through sonme m nutes
qui ckly here.

DR. WOLF: Keith, for ne, it seens sufficiently
weasely to cover npbst expected situations.

DR. LEIN. W do have it, and naybe we coul d have
a copy nade it so we could study it and wordsmth it nore.
The term"clinically ineffective" neans that in the
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experience of the treating veterinarian a patient is not
responding to the drug of choice in the normal expected form
and tinme, and may indicate a rediagnosis of the condition
and a change in drug therapy.

DR. STERNER: This one sounds better to ne, but |
prefer "and is not |likely to" and woul d suggest that change
-- "is not likely to respond to the drug of choice in the
normal expected formand tine."

DR. LEIN. So staying as is but just "or is not
likely." Yes, Dr. O eland?

DR. CLELAND: | also have a concern or share a

concern with the wording "drug of choice" and the "norma

expected formand tinme." Cdinically ineffective -- | don't
know why we need to say "drug of choice.” It has not or is
not likely to respond to the drug. | nean, obviously the

veterinarian has made a choice of the drug but it is not
necessarily the drug of choice. M drug of choice may not
be the sanme as yours. So, | would elimnate the words "of
choice." | would also elimnate "normal expected form and
tinme" and | woul d probably suggest putting in, "in the
expected way" and that covers everything. |If you say "form
and tinme," then what other things mght crop up? | nean,
does everything fit into formand tinme? It is just the
normal , expected way. So, | would suggest naking it nore
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general .

DR. WOLF: Do we have to have "drug of choice" in
t here because there are approved products for certain
| abel ed indications? This would allow nore product
selection. |In other words, it enables people to preselect a
drug which may not have that |abeled indication. Say, for a
feedl ot situation, tetracycline is | abeled for the treatnent
of bovine respiratory di sease and naybe cefti isn't but you
woul d rather use cefti. So the drug of choice m ght be
tetracycline because it is |labeled for that indication but
you know from your experience that it is not going to work
t here.

DR. STERNER. | know that it is not likely to.

DR. KEMP. If a drug is not likely to produce the
desired effect, how can it be a drug of choice?

DR. STERNER: Because it is |abeled as such.

DR. KEMP. Well, | think you are m xi ng approval
process with optimal drug therapy, and that is not always
consi stent because, obviously, if it was we wouldn't have to
have ANMDUCA.

DR. LEIN. W do go away from approved drugs if we
are not getting a desired effect.

DR. FLETCHER | think you could nmake an argunent
that if we just leave it "drug," and whatever drug the
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veterinarian m ght be using could be clinically ineffective
and result in the necessity to nove to another choice. That
way the statenment wouldn't be specifically ained at the
approved drug but any drug.

DR LEIN. O her statements?

DR. CLELAND: | understand what Dr. WoIf is
saying, but | guess ny concern is if you choose a drug,
whet her you are using an approved drug or an extra-| abel use
of that drug, if you determne that that drug is clinically
ineffective, it is the drug that is clinically ineffective
it is not whether that approved drug or unapproved drug is
i neffective, and what we are trying to define here is
clinically ineffective and I know it refers to the purposes
of ANMDUCA.

DR. WOLF: That is right, and that is why I
t hought perhaps we had to use an approved drug. W are
asked to use an approved drug if there is one avail abl e.

DR KORITZ: In ny way of thinking, since this is
under AMDUCA and addressing the phraseology "clinically
ineffective" is in AVDUCA, you have to indicate that the
veterinarian has gone through the thought process of | ooking
at an approved drug which may have that |abel indication and
has concluded that it may not be clinically effective. That

t hought process has been gone through before decisions are
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made to use ot her drugs.

DR. LEIN. Certainly, it would be nice to
stinul ate that thought process. Yes?

DR. KEMP: Along those lines, would it not be
better to use the term "professional judgnment” rather than
"experience" because there are other sources of information,
ot her than experience. |If you go to the literature, that is
not experience but does inpact your professional judgnent.

DR. STERNER:. Could we wordsmth that to be
j udgnent and experience?

DR. WOLF: Professional judgnment and experience?

DR. STERNER: And/ or experience?

DR KORITZ: Are we starting to arrive at a
consensus on how to phrase the "drug of choice?" |Is that to
be rephrased?

DR. LEIN. | have heard approved drug and take out
"of choice."

DR. FRANCI S- FLOYD: | woul d suggest if you decide
to use "approved drug," maybe we should say "an approved
drug" instead of "the approved drug" because in so many
cases there isn't one avail abl e.

DR LEIN. It could be approved drugs too, drug(s)
because there is nore than one for several conditions.

DR. STERNER: You woul d be inplying by this that
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you woul d be using multiple drug therapy?

DR. LEIN. | see what you nean. So "and" woul d be
better? Yes?

DR. KEMP: A legal question, would this definition
be used in other regulations, or is it strictly in
application to this part of ANMDUCA?

DR. STERNER: They have a way of expanding to
what ever space exi sts.

DR. KEMP: What | amcurious about is that it does
not only apply to this section of AMDUCA. Do we want to use
the word "approved” in here at all, or nake it a w der
definition about clinically ineffective that has w der
ram fications?

DR. LEIN. That is probably why we only had drug
in there before, "drug of choice.™

DR. KEMP: For Dr. Floyd, in treating what she
treats there are no approved drugs.

DR. FLETCHER  That is nmy opinion. | would | eave
"approved” out and just say "drug." This may be debatabl e
but | think professional judgnment incorporates experience as
wel | .

DR. STERNER: That is part or professional
judgnent, | believe.

DR FLETCHER  Yes.
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DR. LEIN. Bob brings us back to AMDUCA agai n.
Wthin AMDUCA we are really also tal king about extra-| abel
use of drugs, and when you have no approved drug for a
species you are sort of cutting them out when you say only
approved drugs. That is what we are after. | think that
reflects back to professional judgnent and experience, which
means that professionally we should be going to the approved
drug if there is one.

Shall we work through this word by word at this
point? What | have done at this point is "the term
‘clinically ineffective' neans that" -- and at this point we
put in "professional judgnent and/or experience." Anyone
object to that, on the conmttee?

DR. GERKEN: Wiy don't we just |leave it
"professional judgnent?" | think that includes all of it.

DR. LEIN. So, we are going to go to "professiona
judgnent” only. Does everyone agree with that?

[ Several conm ttee nenbers respond affirmatively]

DR LEIN. Ckay, "of the attending veterinarian,
an animal or group of animals has not" and we are taking out
"has not or is not likely" to respond. So, we are taking
out "will not." |s everyone happy wwth "is not likely to?"
We are taking out "of choice." |s everyone happy with that?
-- "in the normal expected way" instead of "formand tine."
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DR. STERNER: Normal expected nanner.

DR. LEIN. "In the normal expected manner." Do we
want to take out "normal ?"

DR. CLELAND: Just "expected."

DR LEIN. Let nme try to read this and see if it
makes sense now. "The term'clinically ineffective' neans
that in the professional judgnent of the attending
veterinarian, an animl or group of animals has not or is
not likely to respond to the drug in the expected manner.

Could I hear a notion to that effect fromthe
comm ttee?

DR KOONG | so nove.

DR. KORITZ: Do we want to have "expected" in
t here because and adverse effect could be expected? How
about "desired" or "optimal?" | know you didn't |ike
"optimal " because it is one of those nasty weasel words and
it would have to be defined again, but we want a positive
out conme here.

DR. LEIN. "Desired" sounds good; "optinmal" m ght
be difficult or mght be hard to rate. Shall | read it one
nore tinme?

DR. STERNER: Pl ease.

DR. LEIN. "The term'clinically ineffective'

means that in the professional judgnment of the attending
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veterinarian, an animal or a group of animals has not or is
not likely to respond to the drug in the desired manner."

kay, we have noved and seconded. Dr. Koong noved
and Dr. Koritz seconded it. Al in favor, say aye.

[ Chorus of ayes]

Opposed?

[ No response]

It looks like this commttee has approved at | east
the first part of this.

M5. HUDSON- DURAN: M. Chairman, | would like to
have a coupl e of nanes of people we can use as a reference
when we start getting calls when this cones out, as to what
this really neans.

DR. LEIN. You can call ne, and | am never
reachabl e --

[ Laught er ]

M5. HUDSON- DURAN: | am not being critical, | am
just very serious because soneone just asked you a question.
We did this six nonths ago and he already had a question
about clarifications.

DR. LEIN. | think what we are | ooking at here is
sonething that will cover veterinary nedicine inits
br oadness basically, and put the need to make these

deci sions back to the profession itself. Now, within the
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profession, within each species group, they may want to cone
up with, or AVMA nmay want sone day to cone up with at |east
desired recomendations for what you use to neet this. Al

of us would like to see, if it was an infectious disease,
that they are going to try and isolate an organi sm and,
where it can be effective, to | ook at the sensitivity
testing. But | know, and if you have ever practiced before,
you don't have that data the day you go out to treat the
animals, and you don't have it the day when animals start to
die and you think, "boy, |'ve got to change sonething here."
You can't wait. So, if we put a checklist in we are going
to mss sonething and we are also going to hanmstring the
veterinarian. |If we tell himexactly howto do this, that
i's going to happen.

The other thing we would like to pronote
eventual ly, and nore of us are seeing this in quality
assurance packages and other things, is that sonetinme we
woul d i ke to have SOPs on what we should be doing with
di fferent disease situations. But that should be for that
particul ar group of animals or that farm because what you
wite for one farmis not going to fit the next farmor the
next operation. It is really going to be at a very | ocal
| evel .

DR. STERNER: W are back to five representatives
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fromC/M | would be interested in hearing fromany of them
if they have any comments with regard to the wordsm thing
that we have done and our definition with regard to point
one in terns of "clinically ineffective" under ANMDUCA.

DR. BEAULI EU. Personally, | agree with all the
changes that the commttee just nmade to the version that
canme out. | wasn't at the last neeting; | didn't hear the
context in which all this discussion took place, so | don't
know whet her this version would satisfy everyone but |
thought it is satisfactory.

MR. GARZA: The conmment is not directly related to
that but indirectly, at what point would you consider the
use "ineffective" if you are using off-1abel? At what point
woul d you consider it an issue that the manufacturer shoul d
be notified of because ineffectiveness may not necessarily
be because it was not a pharnmaceutical designated or
approved for that use? Ineffective could be anything from
super subpotency or endotoxin, sterility issues. So, when
you are using it off-label, as an investigator at what point
do | consider that ineffectiveness due to experinentation by
the practitioner or ineffectiveness because of a
manufacturing i ssue? That is an indirect question but from
nmy perspective it is relevant.

DR. LEIN. That is a difficult one because if you
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are using it off-label to begin with, that could be sonewhat
experinmentation fromthe standpoint of at |east a sub or
m nor species that you may not have a lot of famliarity
with., Usually in that you are trying to go to specialists
to get treatnment advice. | know that happens because at
uni versities specialty people, especially in mnor species,
are used very heavily by the practitioners as to what are we
going to do with this. Cbviously, they try to get a
di agnosis. That has to be a clinical inpression first.
Ani mal s becone sick usually before you have good clinica
| aboratory data to back that. So you are going to use
pr of essi onal judgnment as to how you are going to start that
treat nent because it may take sone hours or days before that
conmes back to you. So, you are working off the professional
part of it. That is why we wanted to | eave that vague.

Then you will go to what has been utilized before.
O, if you are quite newto this as far as a new species
group that you are starting to treat, it surely is
experinental and you are going from judgnent then of what
has worked on a species like that with these conditions. |
mean, that is the only way you can do it basically.

| think once you get data pools that are at | east
i ncreased in nunber, then you can start to be nore

scientific on what you are going to utilize on that.
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think we are leaving it to that judgnent of the veterinarian
that he is going to seek that material. That is why, again,
uni versities, FARAD, USP, any of these where we have witten
materi al woul d becone very inportant in that judgnent. So
that is, again, bringing it back to the veterinarian to
understand that. W are |eaving that vague because it is

i npossible to wite up a scenario for each condition that is
going to be there.

MR. GARZA: When | inspect the facilities I | ook
at the conplaint files, and sone are quite vague with
everything froma cocktail under very crude conditions to
numer ous ot her conditions, and ineffectiveness could be due
to various other conditions the animal has, as well as
subpotency. So, at what point do you need to officially
notify soneone so that the investigator on site can nmake an
eval uation to see whether it is, in fact, an issue of a
subpot ency versus ineffectiveness because of any ot her
conditions the animal has, or sone sort of cocktail where
you coul d never know what the contributing cause was?

DR. LEIN. | think that is the experience of the
veterinarian. Basically, he has to have treated enough of
the species basically to understand that this drug usually
wor ks, hasn't now, and what is that change? Is it
subpotency or are we killing animals with the drug? | think
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that woul d have to be his experience and, basically, sone of
the clinical tests after the fact, if the animal lives |ong
enough, may give himthe desired approach to whether this is
a drug reaction or ineffectiveness or subclinical or, you
know, do we have a resistance problemif it is an
antimcrobial or sonething of that nature. Hopefully, that
woul d conme out.

DR. STERNER: As a food animal practitioner,
woul d hope that before it got to the point of going
of f-label I would have net all the criteria of AMDUCA in the
first place, particularly because of the financial
responsibilities that I would be incurring by free-| ancing.
| amgoing to be particularly careful because | am consci ous
of the burden that society places on ne or the
responsibility that it places on ne, before | use that.
t hi nk that docunentation in terns of what has been
clinically ineffective in very simlar circunstances,
sim |l ar geography, simlar husbandry practices are all going
to play arole, and | amgoing to ook at the Iabel on this
drug and have sone probability or have generally sone idea
of the organismthat | amdealing with, and | ook at that
| abeling on that product with the expectation that it would
have sone range of efficacy for the condition that | am

attenpting to treat. Before | went into a nmass nedication
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situation, clearly I would want, as you said, to experinent
on a few before a | arge nunber were nedi cat ed.

DR. LEIN. The other thing you have is a litigious
world that sort of is sitting there too, and that certainly
is here today, and what we are going to choose as treatnent
sits behind all of us.

DR. GERKEN: Well, | would hope that the point of
view that you are |ooking at, whether it is a manufacturing
i ssue or not, would be on the basis of that drug was
approved for and the conditions and the species that it was
approved for, and that if it is ineffective for what is on
the |l abel, that is one point.

We are tal ki ng about AMDUCA, which is off-I|abel
use and | personally don't feel we are in a position to make
a deci sion about how ineffectiveness would play in your
regul atory process. | guess ny own personal feeling and ny
suggestion would be if you could just stick to what is on
the | abel and | ook at whether it is effective for the things
that are specified on the | abel, that would be satisfactory
to me. The ineffective information from AMDUCA is very
interesting for the veterinary profession, but not
necessarily sonething froma regul atory manufacturing point
of view you have to do anything about. Does that nake any
sense?
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MR. GARZA: It makes sense, and the first thing |
do in evaluating conplaints is, is it an expected side
effect? If so, then | don't put as nuch weight on the
report. If it is unexpected, then you try to eval uate how
many ot her reports, how many other practitioners, how many
sanme | ot nunber, different |ot nunbers. |In evaluating the
time and effort, | amgoing to try look into it to see if,
in fact, there is a manufacturer's problem a practitioner's
problem a transportation problem or sone other activity
that nmay have led to that. But when you go to a farm and
you get quite a nunber of conplaints, that is one of the
things | |ook at.

Anot her issue is that, yes, it is off-label and
that is not an issue to be concerned with, but you may still
pi ck up evidence of subpotency because you are using
off-label. That is one thing to consider. |If, in your
estimation or your professional opinion, that is a
contributing cause, you need to consi der whether we shoul d
know about it and begin an early investigation into that
i ssue.

DR. GERKEN: Yes, but that would be for the
| abel ed specifications, not for the extra-I abel
specifications, | would think.

DR WOLF: | can see Dr. Garza's point. Wat it
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cones down to is that | may be using a drug that is not
| abel ed to treat urinary tract infections but |I have ny
culture and sensitivity data to say that it ought to work in
this particular patient. Once | have ruled out all the
patient factors -- it doesn't have a urinary stone or
sonething |like that which is an underlying cause that |
haven't dealt with, if the drug is ineffective based on
culture and sensitivity data, then even though | amusing it
in an off-label manner | m ght nake that report because that
may be a subpotency problem So, | don't think that that is
goi ng to change.

MR. GARZA: Right, and | appreciate those type of
coments and in your professional opinion, if that is
rel evant, then we should know about that.

DR. LEIN. | think the other thing too is that
data is collected on the off-Iabel use basically, or
shoul d say extra-|abel use, as nuch as we can, and | am sure
specialty groups do this, because | have sat on sone of
those where that data is shared, that this is sonething that
we are seeing today that at least is responding to an
extra-|abel use, especially in those species where we have
no licensed drugs, or mnimal. Certainly that is shared
usual ly by the species group. W see that done quite
frequently.
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DR. STERNER. M. Garza, inplicit in the AVDUCA is
the fact that ny therapeutic decision process there puts nme
in uncharted waters. However, it again gets back to
prof essional judgnment. |If there is an adverse reaction that
clearly could not be foreseen, either in terns of subpotency
or a suspected contam nation incident where we had taken
reasonabl e precautions to assure that we would garner an
expected response, then, in fact, it seens reasonable to
report it as an adverse reaction. But | guess, as a
practitioner, ny expectation would not be that you are going
to necessarily hold production of this pharmaceuti cal
product for |abeled uses, but it mght certainly nerit
investigation in terns of a contam nation or containing sone
product whi ch caused those adverse reactions.

MR, GARZA: Well, as | said back in May, there are
numer ous other GWP issues that would conme into play if |
were to consider all the off-1abel uses that you in the
field are actually using. Right now, if you expand
of f-1abel use to the point of perhaps relaxing some GW
controls, you could have different scenarios to consider.
Thank you.

M5. DUNNAVAN: | would like to comment on Dr.
Sterner's first question about CYM comenting on this
definition. | don't believe | am speaking incorrectly here,
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| believe that we were seeking information fromyou on this
topic with the thought that we woul d be providi ng gui dance
on this issue, either separately on this subject or as part
of a broader gui dance docunent, and that would clearly be a
| evel | docunent that would get further comment. So, even
though we may think it is wonderful right now, |I think there
will be some further discussion not only within the Center
but fromthe public.

DR. LEIN. OQher comments on the first part of
this question 1? Hearing none, we will go to question 2:
"How should a veterinarian go about determ ning whether a
drug is clinically ineffective for a | abeled indication,
i.e. what steps should he or she take in making that
determ nati on?"

VWhat canme back from AVMA is that "practitioners
shoul d use their scientific training, experience and
clinical judgnment to determ ne when a pharnaceutical product
has been or would be deened clinically ineffective. There
is an extraordinary scope of species and clinical
ci rcunst ances which are of a subjective nature. |In general
use of the veterinarian's oath may serve as a guideline."

We have essentially the sane thing:
"Practitioners should use their scientific training,
experience and clinical judgnent to determ ne when a
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phar maceuti cal product has been deened clinically
ineffective. There is an extraordi nary scope of species and
clinical circunstances which are of a subjective nature. 1In
general, use of the veterinarian's oath may serve as a

gui deline."

So, | don't think anything is changed there. o
ahead.

DR. CLELAND: | guess ny question is, after having
changed the | anguage on the first one to "is not likely" do
we need to do sonmething simlar to "or would be" which was
added because, again, it is the sane sort of thing as "has
been or is not likely to be deened" -- or "is likely," |
guess, "to be deened."”

DR. LEIN. Yes, | see what you nean. O hers?

Yes, Dr. WoIf?

DR. WOLF: Just a couple of syntax things, we need
a conma after "experience" in the first sentence. and, if
we say "has been or would be likely," should we just say
"l'tkely to be" not "likely to be deened to be clinically
i neffective?" Just take out the "deenmed?"

DR. LEIN. | like that but maybe we w il find out
i f soneone el se doesn't like it.

DR. STERNER: Now you are specul ating on the
future and this is after you have used it and your judgnment
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now says that it is clinically ineffective.

DR WOLF: Well, they have "would be."

DR. STERNER: But "woul d be" neans after you have
| ooked at it and found it to be clinically ineffective.

DR. WOLF: Can we get back to that in a second?
Let me just ask you about a couple of other things. The
second sentence, "there are an extraordi nary nunber of
species and clinical circunmstances" and change "which" to
"that are of a subjective nature."”

DR. LEIN. Sounds good.

DR. WOLF: To nmake our cases match.

DR. LEIN Right.

DR. WOLF: "There are an extraordi nary nunber of
species and clinical circunstances that are of a subjective
nature."

DR. LEIN: You are changi ng scope to nunber?

DR. WOLF: To nunber.

DR LEIN. Let's go back to "would be" and "is
i kely" situation. Dr. Fletcher?

DR. FLETCHER It sounds like it would be
"determ ne when a pharnaceutical product is or has been
clinically ineffective." Then we wouldn't be projecting into
the future. It is a fact right now

DR LEIN "lIs and has been."
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DR. WOLF: That sounds good -- "or has been" or

"and has been?"

DR, FLETCHER. | think "or."

DR. LEIN. It can't be both. W are taking
"deenmed" out of that. "Likely" is out of there too. Let ne
read this and see if | have this in ny mnd: "Practitioners
shoul d use their scientific training, experience and
clinical judgnment to determ ne when a pharnaceutical product
is or has been clinically ineffective. There are an
extraordi nary nunber of species and clinical circunstances
that are or a subjective nature. 1In general, use of the
veterinarian's oath may serve as a guideline.”

DR. GLOYD: Do you mnd pluralizing nunber?

DR. WOLF: There are a nunber.

DR LEIN:  Yes.

DR. LEIN. If you just said there are nunbers, but
if you say there are an extraordi nary nunber.

DR. GLOYD: That is why | say, you don't say there
are a nunber.

DR. WOLF: There are a nunber.

DR. LEIN. Are there other concerns?

DR. KEMP. Does the termclinical judgnent have
the sane breadth as does professional judgnment? | am not
trying to pick on clinicians in the group.
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DR. STERNER:. dinical judgnent, to nme, inplies

that you have, in fact, |ooked at these animals, nade
exam nations and cone to a determnation on site involved in
t he di agnosis of the case, rather than from afar

DR LEIN. Wy don't we just add "trai ning,
experience, professional and clinical judgnment?"

DR. WOLF: Then in the first statenment we just
used professional judgnent to cover the clinical situation.
Is it different in the second circunstance?

DR. STERNER: Because you can gi ve professional
judgnments from afar w thout having seen the animals. | give
nmy professional judgnent all the tinme on the tel ephone.

DR. LEIN. Bob brings out that putting in
scientific training, experience and clinical judgnent al
cone back to professional

DR. WOLF: So, just say "professional judgnent"”
and elimnate the rest of it. It makes sense.

MR, GQUI DCS: Professional judgnent enconpasses
those three criteria and those three criteria may define
prof essional judgnent referred to in your first definition.
Practitioners should use their professional judgnment,

i ncluding scientific training, experience and clinical
j udgnent .
DR. STERNER: The discussion, as | recall, |ast
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time related to using those tools that we, as professionals,
are trained to use in nmaking the clinical judgnent category
rather a priori coming up wwth this is not likely to be
effective. |In other words, we were going to enploy our
scientific training, not just sone subjective criteria for
determ ning clinical effectiveness.

DR. FLETCHER | think what Keith said nmakes sense
to me, to leave it "clinical judgnent” here. In the first
statenent we had "attending veterinarian" and, to ne,
attendi ng veterinarian conveys the veterinarian-client
relationship. So attending veterinarian gets at the
clinical judgnent. Then in the second one | would prefer
"education" but "training" is okay. W do nore than just
trai ni ng.

DR. KEMP: | agree with you. Training, you think
about dogs and horses and stuff. W l|like to educate the
veterinari ans.

DR. STERNER: | have been call ed unteachabl e by ny
spouse!

[ Laught er ]

DR. LEIN. W could do education and training if
you want to get a lot of words in here. Education includes
training. So far | hear that "professional"™ is out of this
second statenent.
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Let me read it again: "Practitioners should use
their scientific education, experience and clinical judgnent
to determ ne when a pharmaceutical product is or has been
clinically ineffective. There are an extraordi nary nunber
of species and clinical circunstances that are of a
subj ective nature. In general, use of the veterinarian's
oath may serve as a guideline."

DR. KOONG | guess when you change "training" to
"education,” as | read this again, "practitioners should use
their scientific education" -- is there unscientific
educati on?

DR WOLF:  Yes.

DR. LEIN. You could put professional there nowif
you want to, instead of scientific.

DR, FLETCHER:. | was going to say econoni cs.

DR. LEIN. This is getting a little bit too
bi ased!

[ Laught er ]

| s everyone happy with what is there?

DR. KOONG  So noved.

DR. WOLF: Second.

DR. LEIN. D scussion?

MR KOONG M Chairman, | have a question that is

not directly related to the verbiage here. Wen a
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practitioner, obviously based on experience, has found that
this particular drug is clinically ineffective is there a
requi renent for docunentation of that specific case?

DR LEIN. Well, it is certainly going to be in
the records that are kept at the farm He has to do that.

DR. KOONG Ckay, so there is.

DR. LEIN. There is docunentation, yes, under
AMDUCA. O her questions? Yes?

DR. BEAULIEU. | hesitate to insert nyself into
this discussion --

DR. LEIN. No, please do.

DR. BEAULIEU. | am having a hard tine
interpreting species of a subjective nature.

DR. WOLF: | thought that was two separate
st at ement s.

DR. BEAULI EU: And circunstances are of a
subj ective nature?

DR. LEIN. dinical.

DR. WOLF: dinical circunstances.

DR. GERKEN: | see what he says, though.
Can you shorten it to, if that's what you want, two separate
things; clinical circunmstances of a subjective nature which
means you elimnate that other phrase which may nodify both

species and clinical circunstances.
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DR. LEIN. So we are nmeking this into two
sent ences, then?

DR WOLF: No.

DR, LEIN. Ckay.

DR. WOLF: W need a journal editor here.

DR. LEIN. "There are an extraordi nary nunber of
species in clinical circunstances of a subjective nature."
Shall | read the whole thing again? Basically, does the
nover and the seconder--

[ Arendnent noved and seconded. ]

DR. LEIN. Let's just stay with the |laws here.
"Practitioners should use their scientific education,
experience and clinical judgnent to determ ne when a
phar maceuti cal product is or has been clinically
ineffective. There are an extraordi nary nunber of species
and clinical circunstances of a subjective nature. 1In
general, use of the veterinarian's oath may serve as a
gui del i ne."

DR. KEMP: Why do we need "of species" in there?
Clinical circunmstance incorporates all these different
t hi ngs, and species is just one of those vari abl es.

DR. STERNER: | think because it inplies the
extraordi nary breadth of what a veterinarian may be called

to make a clinically ineffective judgnent. It isn't just
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the circunmstances but the fact that you may have a species
whi ch reacts uniquely, or doesn't react in this case
uni quely, to an expected outcone.

DR. KEMP: You want sone enuneration of at |east
t hat one circunstance.

DR. STERNER: That's correct.

DR. KEMP: That's fine.

DR. STERNER:. The fact that different species may,
in fact, not show the expected clinical response under our
AMDUCA pri vi |l eges.

DR. LEIN. Oher questions? Hearing none, all in
favor, say "aye," please.

[ Chorus of ayes.]

DR. LEIN. Opposed, sane.

[ No response. ]

DR. LEIN. So, unaninously, we pass this onto
CWM

DR. GLOYD: Could you read it one nore tinme?
think I slept through it.

DR. LEIN. It has been voted on, Joe.

DR GLOYD: | just want to know what it said.

DR LEIN. No; I'll doit. ™"Practitioners should
use their scientific education, experience and clinical

judgnent to determ ne when a pharnaceutical product is or
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has been clinically ineffective. There are an extraordinary
nunber of species and clinical circunstances of a subjective
nature. In general, use of the veterinarian's oath may
serve as a guideline.”

DR. GERKEN: Don, the real test is if, at the next
meeting, you read it and everyone wants to accept it as it
i's, we have done sonethi ng, maybe.

DR. LEIN. Hopefully, I won't read it at the next
meet i ng.

DR KOONG M. Chairman, | think that question is
legitimate because | think we, as a nenber of this
commttee, should recognize this as an advisory commttee.
Anyt hing we pass along to CV/Mis advisory to the Director.

DR LEIN. Exactly.

DR. KOONG The staff have a choice of whether to
accept it or nodify it.

DR. LEIN. W may see it again, or in a different
form

DR. STERNER: The people who sign off on this are
not present.

DR. LEIN. | amsure it will be discussed within
CVM and, obviously, also our profession is going to | ook at
it. If it holds, basically, they will also be |ooking at
it.
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DR. STERNER. But isn't it also remarkable, M.
Chairman, that it did go through both DAC and COPTA,
statenent 2, and there were no wordi ng changes.

DR LEIN:  True.

DR. STERNER: (Qovi ously, they had no journal
editors.

DR. LEIN. W are open for any other additional
i ssues that people would like to raise although it came up
really stating that these were issues fromthe 1997 My
nmeeting of VMAC.

DR. HUDSON- DURAN: | have to go back and address
this problem-1 have talked internally, but | still don't
know a solution. W have a nunber of enbryo transfer
veterinarians that have no FSH and | really don't know how
to handle this. W have tal ked about this but if there
could be sonme--if | could go back and say, "W are working
onit. W are following up onit," or sonething because it
is a tremendous industry in ny area. Right now, we are
havi ng probl ens getting FSH

DR. GLOYD: | think sonmebody el se wants at this
table to answer that question a |ot better than I can. Wy
don't you go ahead with it.

M5. DUNNAVEN: The only thing | can tell you is we

did lift the inport alert because the product was not
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available. W lifted the inport alert which said it can
cone into this country from sonmewhere el se and we woul dn't
object to that.

Now, | understand from our conversation that there
is some problem beyond that between the two conpani es about
getting the product in. The only thing |I can tell you in
response to that is that | can take a | ook at that and try
to get sone further resolution.

Qur intent here is not to make this product not
avai l able and we were trying to nake it available by lifting
the inport alert. So we are working on it, if that hel ps.

It is not really a very good answer for you, but, at this
monment, it is probably the best | can do.

DR. GLOYD: | would advise you to either contact
Dr. Hol zer or Don, who is the executive secretary of the
Enbryo Transfer Associ ation.

DR. LEIN. | amtrying to think of his name, too.
Dr. Holzer's address, | think, is on this letter, isn't it,
Sue?

DR. HUDSON- DURAN:  They are having problens. |
have been there a long tine. W have practitioners all over
the United States. M understanding, as of right now, is
that the Canadi an conpanies will not sell to us because they

are afraid of litigation by the product. Even though it is
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not currently available, it is being nmarketed.

DR. GLOYD: The litigation, as | understand it,
this is froma phone conversation that | had with Dr. Hol zer
yest erday, has been nore or |ess been dropped.

DR. HUDSON- DURAN:  Thank you.

DR. LEIN. O her problenms, concerns, statenents?
Hearing none, | would |ike to again thank our nenbers that
are leaving the Board; Dr. WIf, Dr. Koritz, Nancy Jaax who
is not here but will hear this, I'"msure, fromDr. Sundl of,
and Sue Duran, for all of their help. W may see you back
on here again as a consultant or god knows what.

But, again, thank you very nmuch and, for those
that are still nenbers, we will try to see you again in
anot her tinme frane.

| don't know about next year's neeting. 1Is there
going to be a spring neeting, do you know?

MR. GQUIDOS: There is nothing planned at this

DR. LEIN. There is nothing planned at this tine
or any topics at this point.

MR GUIDCS: No.

DR. LEIN. So we will hear nore fromthat--at that
time, we have a chance to, at |east, talk about conflicts of

dates or other things if that is going to happen.
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O her than that, why | thank everyone and the
audi ence that stayed to the end, here, and those that |eft
before for their participation.

Thank you.

MR GQUIDOS: | just want to let you know that |
enjoyed ny Acting position here and I will carry back the
conplinments that were extended to Dick CGeyer for the hard
work that he and Jacki e Pace and others have done to prepare
for this neeting. | thank you all.

DR LEIN. Also, if you would relay our synpathy,
the coonmttee, to Dick Geyer--I think that is very inportant
at this point--on the loss within his famly.

MR GUDCS: | will do that.

DR. LEIN. Thank you everyone. Have a safe trip
hore.

[ Wher eupon, at 11:45 a.m, the proceedi ngs were

concl uded.
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