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DR STERNER  Good norning. | will now convene
the second day of the VMAC Conmittee dealing with issues of
antim crobial approvals and antim crobial resistance.

We are in the final portion of our public comment
phase. W have two speakers schedul ed this norning.

Representing the American Association of Bovine
Practitioners is Dr. Jim Jarrett, and he will be giving his
view on the questions from the Bovine Practitioners
per specti ve.

Dr. Jarrett.

Publ i ¢ Speakers
Dr. JimJarrett

DR JARRETT:  Thank you, M. Chairnan

| appreciate the opportunity to speak,
particularly at this time. M personal thanks to you for
allowing it.

DR STERNER  Jim | need to interrupt just one
monent, and give your disclainmer.

DR JARRETT: Right now. Next sentence

| have no financial interest in this matter. MW
expenses to this meeting were paid by the nenbers of the
American Association of Bovine Practitioners.

| am a veterinarian. | ama forner dairy owner,

part owner of a 1,000-cow dairy. | practiced for some 30

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




a h

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

years in a dairy practice and still do some practice. In
fact, we will be on the farmone day later this week trying
to explain the proceedings of yesterday and today to a dairy
client .

Currently, nmny day job is the executive vice
president of the Anmerican Association of Bovine
Practitioners, and, M. Chairman, | have an idea that | will
more than likely give back some time that has been allotted
to you and continue with the trend set yesterday with the
early speakers that kept everyone on schedul e.

The Anerican Association of Bovine Practitioners
is an organization of veterinarians with over 5, 6800 nenbers,
mostly in the United States. W feel that the health of
every bovine in the United States is inpacted either
directly or indirectly by one or nore of our nenbers.

W are proud to be a part of an agricultural
i ndustry that provides food for this nation that is the
safest, nost whol esone, |east expensive ever known in the
hi story of manki nd.

We know that in the United States, food from
animals is purchased by the consumer on a voluntary basis.
To think that any producer would do anything to discourage
or endanger that voluntary purchase is to abandon all sense
of reality.

We agree that there could be a problem associated
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vith the use of antimcrobial in animals, but to use the
rernacular of the day, is it a high crinme and m sdenmeanor?
ie don’t know for sure.

At the same time, we would note the many
di sagreenents anong the extremely well-qualified presenters
>f papers fromthis desk yesterday as to the cause and
solution of this problem

You have heard many fine presentations nmade by
highly qualified individuals regarding the docunment under
consi derati on. In order to save tine and reduce the
redundancy of some of these presentations, | would just say
that | agree in principle with the remarks made by Drs.
Burkgren, Apley, Cullor, and Vogel, and the positions of our
sister organizations, the American Veterinary Medica
Associ ation, the Anerican Association of Sw ne
Practitioners, and the Academy of Veterinary Consultants.
So, my comments will be a little nore gl obal

As an organi zation and as individual nenbers, we
have a great concern over this issue. This certainly
i ncludes the concern for the health of the human consuners
of the products produced by our clients. W are dedicated
to the maxi num safety of these products through the health
and wel | -being of the animals we treat.

To reach that goal, we fromtine to tine need

tools such as antimcrobial to treat, control, and prevent
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disease. As an organi zation, we reached early on a
consensus and an understanding that this matter can have a
great inpact on the way we practice and the service we
render.

So, we quickly enbarked on several efforts to
inform and educate our nenbers and others as to its
I nportance, such as including sessions at our annua
conference and other nmneetings regarding antimcrobia
resistance, including itens in our nonthly newsletter on
this issue.

We had a commttee appointed very early on to
fornulate a set of prudent use or judicious use guidelines,
and actually this commttee was appointed and began work
even before the avMa Conmmttee was appoi nted.

We are a part of the financing of the database
project that Dr. Apley mentioned. W are a part of the AVNA
Committee on its judicious use principles, and other
activities which I wll discuss [ater.

We applaud the Center for Veterinary Medicine in
its efforts to reach its stated goals of protecting human
heal th, and heartily agree with the notives, while
di sagreeing with sone of the nethods.

Ve fear that the adoption of this proposed
framework document as it is witten would further restrict

the availability of products needed by the cattle
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veterinarians to reduce and control pain and suffering in
the animals we treat.

Mre inportantly, we feel this action could |ead
to increased ani mal disease, which could create an even
greater risk -- and you notice | have not yet used the

words "risk assessnent” ‘" that

could create an even greater
risk to the safety of the human food supplied rather than
reduci ng than risk.

Particularly, we fear that this would increase the
cost of noving the frontier of know edge in the area of new
technol ogy needed to continue to reduce pain and suffering
in ani mals.

| feel this issue to a great extent nay be based
on what may have happened in the past, and not the way
antimcrobial are currently used on farnms today. The
practice has changed, and as a dairy practitioner | can
attest to that. W do not use antimicrobial in the ways on
farms that we did 10 or 20 years ago.

In the dairy industry, as an example, the advent
of residue tracking. In the dairy industry, as an exanple,
the advent of residue tracking has forced us into using |ess
antimcrobial, and it has been a good thing, because we
have seen increased managenent and inproved nanagenent to

take the place of these activities.

As to specific comments regarding the docunent,
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and specifically the five questions that were posed earlier
first, do the concepts of the docunent provide a sound
scientific basis for achieving the goals of the CVWM  The
answer, of course, is yes, but at what cost in increased
animal suffering and human risk?

Question No. 2 has to do with the categorization
of drugs. This categorization seens to be rather
conplicated and cunbersone, and particularly concerning the
Category | compounds, and could easily be exclusionary in
the availability of conpounds for us to use to relieve pain
and suffering in aninals.

Monitoring, the third question. Certainly sone
monitoring could be helpful in determning any changes in
the susceptibility of mcrobes to antimcrobial conpounds.
There is an old practice axiomthat | use constantly that
says, “If you can't neasure it, you can't nanage it.”

Wwe woul d note again, however, we have concern
about the nmethods, not the notives, for this one question.
Resi stance threshold. W have concern regarding the
definitions of what is resistance and what is a shift in
susceptibility, and who and how breakpoints will be
established, and what actions may be taken once these
threshol ds are established.

The fifth question relates to on-farm testing and

moni t ori ng. Thi s sounds good, however, when and where and
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10
how wi || these sanples be taken? \Wat wll be the inpact of

managenent on individual farnms as relates to the outcome of
the testing on these sanples, and the concern regarding the
fact that these sanples will be taken a long way fromthe
consumer, and could they just as well be or include sanples
cl oser to the consuner.

In addition, we would have concerns over another
| ayer of regulations laid upon the industry especially in
light of the difficulty of the agency to enforce those
al ready on the books.

| woul d point out sone of the areas of extra-|abel
drug use as an exanple of some of these concerns.

Many areas of the document are not clear. The
continued use of words like could, might, maybe, if, and the
jescription Of one speaker, murky area, and it would make ne
sonder if this is an indication of some of the controversy
over the basis for this docunent.

| agree with Dr. Bell regarding the lack of
inderstanding between human nedi cine and veterinary
nedicine. W in the veterinary profession, we in aninal
agriculture, we know that the problemis all in the human
field, and the human profession know that the problemis all
in the veterinary field, when, in actuality, the reality is
somewhere in between.

This lack of understanding has led to a
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11
pol ari zation of two groups that should have the sane goals

on this issue.

| think we can agree, all of us in this room can
agree on a few things as a starting point. No one in this
room woul d knowi ngly do anything to endanger the safety of
the food supply in this country. |n the case of food from
animals, any negative effect we realize could have a direct
effect on the sale of these products.

| think we can agree on the fact that the exposure
of mcrobes to antimcrobial can, not always does, g, |ead
to sonme reduced susceptibility in the area of treatnent. |
think we can agree on the ways and the fact that the ways we
have used antimcrobial in agriculture does need sone
changes t0o mnimze the devel opment of antim crobial
resi stance.

W are already in the process of doing that. |
sould synpathize with the commttee in having to interpret
rery conplex information and make reconmendations to the
vM, however, | feel every confidence that you are capable
>£ doing this, and | would urge the cvM to seriously
consider any recommendations that you m ght make.

| would urge that you deliberate your
recommendati ons regarding this docunent, that it continues
o allow the involvenent of the professional practicing

reterinarian in this effort. Please try not to restrict the
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:0ools of nodern technol ogy needed to relieve aninma
suffering and assure the whol esoneness and safety of the
>roducts of American agriculture.

AABP stands ready to execute and help in any way
he furthering of these goals.

| nmentioned earlier that | would discuss one
idditional area of AABP activity in this area. In an effort
-o inprove the understanding on both sides, in the past year
ve have arranged sonme visits to livestock operations by CDC
>ersonnel.

One such visit was to a famly operated 350-cow
lairy farm literally nmanaged and run by a famly, a nman and
1is wife and four sons. One of the questions that cane up
juring that visit -- and | will close with this illustration

- was, “Do you think you need new products to use to treat
rour ani mal s?”  The answer was, “yes.”

The next question was, "why?" The answer was, "I
jon‘t like it when ny cows die.”

Thank you.

DR STERNER  Thank you, Dr. Jarrett.

You have some time remaining. Are there questions
at this time from panel nembers? Yes, Abigail.

DR. SALYERS: This is a comment on a nunber of
talks in the same general direction. It is something that |

ama little confused about. | have heard a |ot of comments
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13
of concern about suffering of animals and treating ani mals,

and it seens to nme that the reason that confuses me is it
seems to me that one of the things that this guideline would
do is to help to reserve sonme conpounds for l|ater treatnent.

No one seens to be concerned about the fact that
the first victims of agriculturally causes antibiotic
resistance are likely to be the farmers or rather the farm
animal s thensel ves.

| heard of at |east one case of a calf farmin
this case, that had gone out of business because they had
sonet hing, Sal nonella typhimurium strain get |oose that was
untreatable. Are you concerned about that? | pean aside
from human nedicine, that possibly the agricultural use of
antibiotics would create a situation on these large, highly
centralized farnms with crowded animal popul ations, that you
would have organisns |ike the shrinp farmers have over in
Sout heast Asia, have basically run out of antibiotics to use
to treat their animals.

Now, nost people here are not going to shed a tear
over the death of a shrinp, but -- maybe some of the seafood
fans here would -- but what do you think about that? Are
you concerned about the possibility of strains that are so
resistant, of aninmal pathogens that are so resistant that
you mght have problens treating thenf

DR JARRETT: As | understand the question, are we
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14

in veterinary medicine, food, aninmal veterinary nedicine,
particularly concerned on-farmas it applies to out activity
about the devel opment of antimcrobial resistance, and the
answer is certainly yes, and in that regard we feel it is
the activities we are taking so far, as an example, in AABP
and in avMa, comng up wth guidelines, recommended
procedures for use of these conpounds to help reduce that
capability.

We are also concerned that if further restriction
Is added to the devel opment or, as | nentioned, noving the
frontier of know edge in this area, that it could inpact the
availability of products in the future, as well.

DR SALYERS: It just seens to nme that this
framewor k document, properly devel oped, could actually have
nore benefit for the farner than for human nedicine, if
anything. | mean by reserving, by restricting use at the
present time and thus reserving, as we are trying to do in
human nedicine, the front |ine conmpounds for later on when
we need them

DR JARRETT: | think your comment, “properly
devel oped, " | could certainly agree wth.

DR STERNER  Further questions for Dr. Jarrett?

[No response. ]

DR STERNER  Thank you, Jim

Qur final public speaker of the morning represents
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15 |
the National Cattlenen's Beef Association, Ran Smth.

Dr. Ran Smth

DR SMTH  Good norning. M nanme is Dr. Ran
Smth. | ama Doctor of Veterinary Medicine, feed |ot
operator, chairman of the National Cattlemen’ s Association's
Beef Quality Assurance Advisory Board and Beef Quality
Assurance Subcommittee.

It is ny pleasure to be here today and to offer
some brief coments to the Veterinary Medicine Advisory
Committee on behalf of the National Cattlemen's Beef
associ ation.

The NCBA was established in 1898 and serves as a
:rade association for Anerica’ s one mllion cattlenmen with
>ffices in Denver, Chicago, and Washington, D.c. NCBA is a
consumer-focused, producer-directed organization
representing the |argest segnent of the nation's food and
Ziber industry.

Since its establishment, NCBA has provided
.eadership on the national scene to ensure the consum ng
ublic of a plentiful supply of safe, wholesome, .44
iffordable beef.

For example, in the area of food safety, in 1985,
he National Acadeny of Science recomended the U S. neat
.nspection System nove to a hazard anal ysis and critical

:ontrol PoOint approach to inspection.
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NCBA wor ked hard for over 10 years to put this new

sci ence-based systeminto place. HACCP is now enployed in
che nation’s |argest packing plants with inplementation in
nedi um si zed plants to begin this nonth.

In addition, consumer education initiatives, such
as the Fight Back program continues to increase food
safety. These initiatives have resulted in reduction of
disease caused by mmj or zoonotic pat hogens of concern,
nanely, Sal nonella and Campylobacter, to |evels below the
Year 2000 target established by the Departnment of Health and
Human Servi ces.

W are confident that these initiatives the NCBA
supports to inmprove food safety are paying off and reducing
the need to take other action at this tine.

In addition, in 1987, we initiated an aggressive,
i ndustryw de beef quality assurance producer education
program  These efforts have resulted in beef and beef
products which are virtually residue free.

These policy decisions, educational prograns, and
food safety research initiatives are driven from NCBA' S
annual investment of over $5 million, coupled with millions
of dollars of other public and private sector investnents.

In order for drugs to retain their power over
pat hogens, they nmust be used in a responsible nmanner in

human, plant, and animal treatment. NCBA recogni zes that
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17
the use of feed additives and drugs and antim crobi al

aerosols are a necessary tool in efficient production of
| i vest ock.

We encourage FDA to evaluate new products using
clear, logical, science-based systens for approval. Drugs
and feed additives should be evaluated individually using
scientific risk assessnments to determne their likely effect
on public health.

These assessnents should be based for establishing
safe, realistic residue tolerance levels. The increased
ability to detect residue in smaller and snaller |evels
should not automatically result in decreased tol erance
| evel s or renoval of drugs and additives from the market
vithout sufficient scientific proof to establish reasonable
oublic health risk.

NCBA believes that aninal drugs and additives can
>e used by the beef industry to produce safe, whol esonme neat
>roducts for the consum ng public.

W encourage |ivestock producers to use animal
irugs and additives in conformty wth dosage directions,
requirements, and withdraw periods. Through the efforts of
he industry’'s beef quality assurance education initiative,
>roducers conmmit to using sound animal husbandry and
preventative practices to |init the need of antinicrobial.

NCBA recommends and participates in |ong-term
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producer and veterinary education on the prudent use of
antimcrobial in food animals. The beef quality assurance
program is being expanded currently to include greater
enphasis on proper drug use beyond the current focus of

resi due prevention

This effort is being conducted in concert with the
Amrerican Veterinary Medical Association, the Anerican
Associ ation of Bovine Practitioners, and the Acadeny of
Veterinary Consultants.

We are extensively involved in the scientific
di scussions regarding potential for the use of
antimcrobial to generate resistance. NCBA has policy
whi ch supports our conmtnent to proper use of
antim crobial and residue prevention.

Let me enphasize when there has been scientific
basis to support action on behalf of the beef industry, ncsa
has al ways taken aggressive action. W are very concerned
that no such scientific basis exists to support the proposed
f ramewor k

We believe additional research needs to be
initiated to determne the proper course of action. NCBA
supports post-approval nonitoring systens to evaluate the
potential inpact of new animal drugs.

We believe such data and other research will over

time assist the production sector in nmaking accurate
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scientific-based decisions.

The National Research Council in July of 1998
report the use of drugs in food animals, benefits and risks,
states, ‘'Information gaps hinder the decisionnmaking and
policy process for regulatory approval of antibiotics used
in food animals. A data-driven scientific consensus on the
human health risk posed by antibiotic use in food animals is
| acking. ”

NCBA encourages FDA to conduct a conprehensive
scientific risk assessment that takes into considerations
antimcrobial use in all sectors of society. Conpletion of
such a risk assessnent will enable officials to nonitor the
| evel of antimcrobial resistant pathogens in the
environment in a nore efficient scientific manner.

Perhaps an alternative to the action listed in the
proposal would be to work to establish a strong system of
national monitoring for trends in antimcrobial resistance
If trends indicate the number of resistant bacteria are
increasing, APHIS and ARES could work together to perform
epidemiological studies of these bacteria in order to
pi npoi nt the cause of such changes.

As a result of this research, a task force
consisting of industry, veterinarians, public health
officials, and government should work together to establish
practical, meaningful solutions.

MR GGT C Sireet, NoEL
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Products in question should be reviewed py the

-ask force and appropriate changes in | abeling or
di stribution should be made.

In the docunent, a proposed franmework for
svaluating and assuring the human safety of m crobial
2ffects and antim crobial, new animl drugs intended for
che use of food producing animals, NCBA is concerned that
FDA has created a risk assessment tool without first
establishing the risk.

NCBA cannot support the current framework document
and encourages FDA and CVM to continue this dial ogue, as
wel | as engage in additional research before taking action
in this regard

Thank you, Dr. Smth.

Are there questions fromthe panel menbers for Dr.
Sm th?

[No response. ]

DR STERNER  Seeing none, Richard, you have the
floor to make conments on two witten submttals.

MR GEYER: Did you have a question?

DR ANGULO: | believe the last speaker didn't
present his support nor his travel expenses.

DR STERNER  Thank you, Dr. BAngulo.

Ran, that is a detail | overlooked. It's ny

fault. | had intended to ask you your affiliation and your
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support.

DR- SMTH | am sorry, M. Chairman, | should
have mentioned that. | am representing the National
Cattlemen’ s Beef Association, and ny expenses were paid by
the National Cattlenen’ s Beef Association.

DR STERNER Do you have any financial interests?

DR- SMTH | do not.

MR GEYER: Advisory committee procedure requires
that at the close of the public comment period, e summarize
oriefly any written conments that were submitted by those
vho did not make public oral presentations, and | will do
hat now.

We received two witten coments. Copi es of those
zomments have been made available to everyone, and | will
resent a brief summary of them

The first was subnitted by Pharmacia and Upj ohn
r | will refer to themas P and U, provided comments on the
‘ramework proposal in general and on a nunber of specific
-.SSues .

P and U supports the cvM initiative to develop an
appropriate risk-based framework to address the human heal th
mpacts of antimcrobial used in food aninmals, however, »
nd U contends that there is no evidence for an inm nent
wazard fromthe use of antimcrobial in food aninals that
ould demand i nmedi ate changes in the pre-approval process
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for new ani mal drugs.

They would prefer to have a conplete risk analysis
perforned before inplenmenting any changes in regulatory
policy affecting animal drugs. P and U comended CVM for
putting forward concepts of risk characterization and
exposure assessnent, but believes that the resulting nine
categories, such as 1H1M, and so forth, overly sinplifies
t he process.

P and U recogni zes the need for an expanded
surveillance systemto gather nore data. P and U supports
systematic nmonitoring of drug susceptibility patterns and
zoonotic pathogens from animals at the time of slaughter
but enphasizes that such data is insufficient to set
moni toring and resistance thresholds.

The conpany states that on-farm nonitoring of
zoonotic Oorgani snms is not needed at this tinme as a post-
marketing tool to assure human food safety.

A second comment cane from Dr. Kelly Lechtenberg,
a veterinary consultant, M dwest Feed Lot Services.

Dr. Lechtenberg shares concerns over the
continuing energence of antimcrobial resistance. Dr.
Lechtenberg believes that the cost-to-benefit ratio of on-
farm testing will be much higher than collecting the data at
sl aughtering plants.

Dr. Lechtenberg recomends focusing resources on
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four things: first, continuing the process of risk
assessnent; second, educating consuners and neat industry
workers and veterinarians; third, increase support for the
national antimcrobial resistance nonitoring systen and,
fourth, devel opment and inplenentation of judicious use
gui delines for veterinarians.

That concludes the summary of the witten
comments, and while | amon ny feet, let me introduce a
coupl e of people who are at the front table in the first row
here who did not speak yesterday, and they are avail able
today as resource people to us for the benefit of the
comm ttee and consul tants.

To the far left is Joy Dawson, who iS from rpa’s
Ofice of Chief Counsel. At the table on the right, to the
left is Al Sheldon fromthe Center for Drug Evaluation and
Research; and then to the left of Dr. Goldberger is Dr. Kaye
Vachsnuth from the USDA

W have had two others who were here yesterday,
and hopefully will be here later on today, Eric Flamm and
Jesse Goodnan, both from the Comm ssioner’'s Ofice.

Just one nore thing if | mght, Keith, | would
i ke to recommend everyone today, when you speak, if your
name hasn’t been nentioned as you start to speak, please say
your nane for the benefit of our reporter.

Thank you.
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DR STERNER: Now that we have the audi ence

assenmbl ed and things quiet, | need to introduce a nenber of
the Veterinary Medicine Advisory Committee who was not here
yesterday, Dr. George Cooper. Dr. Cooper, would you
background the rest of VMAC and the audience a bit about
yoursel f?

DR COOPER:  Good norning. | am deputy
admnistrator for the Partnerships Unit in the Cooperative,
State, Research, Education, and Extension Service of the
Us. Department of Agriculture. This is ny last official
neeting, | think, with VMAC. | am pleased to be here,
regrettable and sorry that | could not be here yesterday,
out | had an offer related to my job that | could not refuse
on yesterday. | was in Dallas/Fort Wrth. | got in |ast
1ight about 11 o’ cl ock.

Based on what | heard about the neeting, |
>robably coul d have cone by at that tine and participated in
some of the discussions, put | amglad to be here today.

DR STERNER  Thank you, Dr. Cooper.

Questions fromthe Conmttee and
fromthe Floor

We are now at a point where it is the opportunity
‘or the Veterinary Medicine Advisory Conmttee to ask
uestions of invited speakers and public speakers.  1h45e

ublic speakers who remain, p|ease make yourselves available
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to cone to a mcrophone.

| would like to open the questioning, exercising
again the prerogative of the Chair, the questioning to Joy
Dawson, having to do with some comrents that Dr. Vogel nade
in the AVMA presentation yesterday regarding the authority
for regulation of mcrobial contam nants as a food additive,
and could you give cvM’s position on that. Thank you

M. DAWBON : If | understand the question
correctly, it is whether the agency has the option of
regul ating the resistance issues under the food additive
provisions of the statute versus the animal drug provisions
of the statute.

Unfortunately or fortunately, the statute does not
provide flexibility in this area. |f the substance results
fromthe use of a drug in the animal, it nust be considered
under Section 512, which is the new animal drug provisions.
The only way to get it under Section 409, which is the food
additive provisions, we wuld have to establish or it would
have to be established that the resistance was not a result
of the use of the drug for treatnment, that it was separat,
and apart fromthat.

DR STERNER®  And a second question. Does CVM
make a risk-benefit calculation when addressing an approva
I n NADA?

M5. DAWBON:  When you say risk-benefit, do you
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nean the risk to humans versus the benefit to humans or to

ani mal s?

DR STERNER  Yes, that is correct, humans and
ani mal s

M5. DAWSON: No. In the context of a
determnation for approval of a new animl drug, the statute
requires the agency to make two determnations. One is as
to the effectiveness of the drug, and the second is to the
safety of the drug, and |ooking at the safety of the drug,
we are |ooking merely at the risk of the use of the drug,
not any benefits to either humans or animals fromthe use of
that drug.

So cvM and then the new animal drug context does
not do a risk-benefit determ nation as may be done in the
context of a human drug.

DR STERNER  Dr. Barker.

DR BARKER : \Whoever wants to take this question
feel free. | think it would be beneficial to the comittee
to understand sonething about the evolution of the franework
docunent, who contributed to it, who are the primary authors
in bringing this document forward to us.

DR STERNER: | think the departnment director or
Linda, one of the two of you

DR sSuNpDLOF: Let me just go back and talk a

little bit about what pronpted us to engage in this activity
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of devel oping a framework docunent.

We were faced with a very sticky legal dilema in
that there was significant concern that the use of
antimcrobial in animls causing resistance was at the
| evel where the agency needed to |look at the food safety
aspects of that in making a determnation of whether the
drug was safe.

It was at the request of the aninal drug industry
that the agency take inmmediate steps to develop a policy, a
regul atory framework for review ng these products because
w thout that kind of consistency and specific guidance, they
found it very difficult to get their drugs through the
approval process because the issues seemed to keep changing.

So, as a result of that, we made it the top
priority of CVMto devise what we thought was the best
regul atory framework we could to address the specific issue
of antimcrobial resistance in aninmals, and how to regul ate
that w thout disrupting the process by which we review
ani mal drugs and nove them through to approval.

We recognized very early on that this was not just
a CcvM issue, that this issue had broader ramfications, and
so it was inportant that we involve people outside of cvm,
but within the FDA, and those included individuals fromthe
Center for Drug Evaluation and Research, and Mark Goldberger

was the primary contact person from CDER. Al Shel don al so
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participated.

They were part of the teamthat wote the
document . In addition, we had individuals fromour Ofice
of Policy Dr. Eric Flamm, was |ooking at the broad policy
I ssues and making sure that any policies that were laid down
in this document were consistent with other agency policies.

Dr. Jesse CGoodman participated in that fromthe
O fice of the Conmi ssioner, and Dr. Goodnan has a |ot of
experience in the area of antimcrobial resistance fromthe
standpoint of nmanaging the teaching hospital at the
Uni versity of Mnnesota, where he was responsible for
managi ng how pharmaceuticals were used in an attenpt to
mnimze resistance within the hospital situation.

FromcvM, | participated in the witing of this.
Peggy MIler participated, Linda Tollefson Was a
participant . Sharon Thonpson participated in it. W had
additional help from Marissa M| ler and Kathy Hollinger, and
| am sure | have left out some people, but that |large team
of people was responsible for authoring the document as you
see it.

I[f I can just go on a little bit further pecause
it is apparent that our intentions in witing this are maybe
not well understood. The intention was to develop g3
docunent by which we felt we could nmake a determ nation

prior to approval that there would be reasonable certainty
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of no harm which is the only legal basis that we have for

maki ng the determ nation of approval

We recogni zed that we were dealing in an area in
whi ch the science was not very clear, in which there were a
| ot of data gaps as was indicated in the recent NRC report,
and where there is insufficient data, it is difficult to
make the determ nation of reasonable certainty of no harm

Now, let ne, if I may, just read you what the
statute says. This is fromthe Code of Federal Regul ations,
Title 21, 570.6. It says that before we can approve a drug
-- and this is a food additive standard, so this does not
apply to human drugs, it does not apply to conpanion anina
drugs, it applies to the food safety determnation -- and
then it says, "Safe or safety neans that there is a
reasonable certainty in the mnds of conpetent scientists
that the substance is not harnful under the intended
conditions of use.”

How you make a determ nation of reasonable
certainty of no harm when there appears to be a great deal
of scientific uncertainty surrounding this issue*. W have
heard the concerns of many that we haven’'t done an adequate
risk assessment and that an adequate risk assessnment is
necessary, | can tell you that we have attenpted to devel op
a risk assessnment. W are still doing that. W have under

contract one of the world s authorities in risk assessnent
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wsho IS assisting us with the issues, but in the end, we

jon‘t believe that the data exists out there to be able to
ijetermine the specific inpact of resistance on public

health, and we don’t want to get to the point where we have
Jata that will allow us to make that decision. Once we have
gone there, once we have hard data that shows that
antibiotic resistance as a result of animl drug use has
caused harmto people, then, we have gone beyond the
reasonabl e certainty of no harm standard, we have surpassed
t hat .

So, we have to rely on surrogate endpoints in
order to make the assessnment of reasonable certainty. of no
harm In this document, the surrogate endpoints that we
were considering were surrogate endpoints regarding
resi stance thresholds. Recognizing that those are going to
be difficult to establish, but we felt that it would be
possible to get scientists together who could address the
I ssue and make a determination of what they thought was the
best avail able know edge was a |evel of resistance bel ow
which there is reasonable certain of no harm

Maki ng that decision prior to the approval, so
that we could stay within our statutory framework, so that
we can establish what consider a priori before the approval
to be the reasonable certainty of no harm standard, and we

had a basis for regulating to that standard, and the basis
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woul d be using our monitoring prograns both in animls and

humans to | ook at the devel opment of resistance and use our
reasonabl e certainty of no harm standard as the trigger
point for taking additional regulatory actions.

Once you cross that line, it would be clear that
the standard for reasonable certainty of no harm has been
sur passed.

Wthout that, being able to establish what a
reasonable certainty of no harmis, | don't see how we can
continue to approve drugs based on the assunption that there
is more information comng, that there is an additional risk
assessnent that is going to give us additional infornation
under which we can establish reasonable certainty of no
harm

Reasonabl e certainty of no harm has to be
established prior to the approval. It can't be established
sometime out there in the future past the approval. so if
It was the wishes of this commttee and the aninmal drug
I ndustry and the animal agriculture sector that we shoul d
wait Wth any kind of regulatory framework until such tinme
as there is an adequate risk assessnent, until such time as,
for instance, a blue ribbon panel net and gave us gui dance,
we could do that, but in the interimwe would not be able to
nake that determ nation of reasonable certainty of no harm
>ecause We are still awaiting information
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The only other way around that | see froma |ega

standpoint is that we nake the determnation that there is
no risk, that the agency nakes the determination that there
Is no risk as a result of antimcrobial resistance
devel opnent as the result of antimcrobial use in food
animals, and we have gone on the record -- and that is
Policy Cuidance Document 78 -- that announces that the FDA
now believes it is necessary to evaluate the human health
I mpact of mcrobial effects associated with all uses and
cl asses of antim crobial drugs.

That, the agency has already determned. W have
determned that there is a need for assessment, that there
Is a need to conply with the standard of reasonable

certainty of no harm when making an approval decision.

Nw, | think some of the ideas that we have heard
about risk assessment and science-based decisions, | think
were enlightening. | would just say that if you look at the

way we regul ate residues, for instance, from the toxicologic
basis, those are using surrogates, too. They are not using
the inpact of those residues on public health. You cannot
go through the literature, you cannot go through

epi dem ol ogi ¢ records and find where the residues in food
with the exception of a handful of cases have resulted in
adverse public health inpact.

We use |aboratory aninals as a surrogate nodel for
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humans, and we apply exaggerated uncertainty factors which
we call safety factors in determning what an acceptable
daily intake is, and we don't look at that in the |ight of
how many people are adversely affected.

[f we were doing that, then, obviously, we would
have again crossed the boundary, the standard of reasonable
certainty of no harm

When we do risk assessnments, and there are cases
where we do use a quantitative risk assessnent in the
eval uation of aninmal drugs, and those would be in the case
of carcinogens, and in those cases we use a nodel, a risk
assessment nodel, which is based on giving rats and mce
generally the maximally tolerated dose of the product which
I's suspected to be a carcinogen over the lifetine of the
animals, and the top dose is the maximally tolerated dose,
and there are sone other doses in between, and then
extrapolating well, well below the data to determine the
risk of a one in a mllion chance, an increased risk of one
ina mllion that an individual may devel op cancer.

One of the speakers yesterday tal ked about having
val idated nmodels. \ell, that nodel has never been
validated, that nodel can’t be validated, but they are
model s which are used. They are used for the purposes of
setting standards, of having consistency in the regulatory

process.
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In terms of setting resistance thresholds, that is
anot her area where it is going to be very difficult to
determ ne the absolute cutoff point at which resistance
beconmes an intolerable threat to public health, but | can
tell you that there are a number of policies which are not
exclusively based on science because the science is not
clear.

So, where there is scientific uncertainty, then,
we have to interject policy decisions, and this franmework
docunent once again was an attenpt to establish through both
science and policy a regulatory structure that would allow
certainty, stability within cvwM in the regulation of these
drugs.

It is conplicated. There is a lot of stuff in
her e. It is intimdating, it is conplex, the issues are
also complex, and so | think, you know, maybe that m ght
help the commttee. Sorry for taking so |ong.

DR STERNER  Thank you, Dr. Sundlof.

Dr. Holland, | saw your hand next.

DR HOLLAND: Dr. Goldberger, should the framework
docunent be accepted and inplemented, and m crobi al
resistance problems in humans continue, what is next?

DR GOLDBERGER:  Well, | think that severa
speakers asked yesterday, | think both sone of the prepared

presentations and sone of the speakers during the open
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oublic hearing about the issue of what is happening on the
reman side as opposed to this initiative on the aninal side.

As you can inmmgine, this concern about the
devel opnent of antimcrobial resistance and its inplications
‘or the treatnent of infections in human beings has produced
concern more widely within the FDA than sinmply within the
tenter for Veterinary Medicine, and we within the Center for
>rug Eval uation and Research are obviously quite concerned
about it.

We are also involved in sonme initiatives that have
1ot yet gotten the same degree perhaps of attention as this
neeting al though they have been discussed or at |east
jiscussed in a prelimnary way at a couple of nore open
neetings.

| think things that we are particularly interested
in doing are thinking about how we can provide information
in product labeling that at least will give practitioners
and perhaps patients information and advice about issues
related to antimcrobial use and the devel opnent of
resistance .

We think that that is obviously an inportant
conponent.  Sone things as sinple as just rem nding people
that antimcrobial are not very useful for vira
infections, that antimcrobial ought to be used in

situations where the organismis believed to be susceptible,
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for instance, to that given antimcrobial.

So, that's an initiative that we are currently
wor ki ng on. Anot her initiative that we have been working
on -- and, in fact, this was part of a large public advisory
commttee meeting that we had in this past Cctober -- is
how, for instance, we mght facilitate the devel opnent of
products that are referred to as narrow spectrum products,
that is, new antimcrobial which are nore likely to be
active against sone of the resistant organisns that we are
concerned about, but otherw se don't have the same broad
spectrum that drugs, for instance, |ike the fluoroguinolones
have that m ght encourage these products ultimately to be
used in nore selective circunstances.

One of the issues is how to encourage devel opnment
of such products and also how to do basically clinical
trials of such products since often they need to be conbined
with a second drug. So, that is sonething that we are
wor king on, as well.

| think that what other initiatives mght be
necessary wll depend in part on the success of these
initial ones, but | think that it is inportant to nake clear
that although at the moment obviously this particular
initiative with the Center for Veterinary Medicine is
getting the nost attention. This is a problem that we

recogni ze nore broadly across the FDA.
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The other thing, just as an aside to nmention, is

there is also an interest in seeing what we can do to help
facilitate the devel opnent of newer diagnostic tests that
mght nake it easier to identify and organismearlier in the
course of an infection, and therefore, tailor antimcrobia
therapy nore specifically to that organi sm

One of the issues that frequently cones up in the
management of conplex infections in people is that you are
uncertain what the infecting organismis when the person
cones in who may be quite ill, and individuals end up
getting put on multiple antimcrobial, sometines a clear-
cut cause of the infection is not identified, and people
remain on several drugs for an extended period of tinmne.

One of the goals is if we could identify such
infections earlier, we might be able to tailor antimcrobial
therapy nore specifically to that infection. So, there are
some things that we are doing. | suspect that after these
initial initiatives we wll have to | ook and see how useful
they have been and then decide on what other things m ght
need to be done, as well.

DR. HOLLAND:  The nature of this neeting has
focused on food-borne. | am surprised that no one talked
about pocket pets as being a major contributing source of
Sal nonella to young children. That is just a surprise to ne
here.
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Wat about consideration for such creatures as

pets and pocket pets in the future, as well?

DR ancuLo: W do recognize companion animals as
a source of Salnonella and as Campylcbacter. Qur current
estimate are probably that about 3 percent of all Salnonella
in the United States is attributed to owning pet reptiles
and another smaller proportion of Salmonella cases are
attributed to owning other conpanion animals, particularly
conmpani on ani nal s that have diarrhea.

Campylobacter, We are in the mdst of a nationa
case control study, the first national case control study of
Campylobacter, and we will evaluate nore fully the role of
conmpani on aninmals with transm ssion of Campylobacter. |t is
probably on the sane order of nagnitude in terns of
conmpani on animals being the source of Campylobacter
infection for people.

We do recognize a small risk, but again the
predom nant source of Salnonella and Campylobacter in the
United States is eating contam nated foods, most of which
are foods of food animal origin.

DR STERNER Dr. Tollefson.

DR TOLLEFSON: | would like to add to that, that
the FDA feels also that when you are treating a conpanion
animal with an antimcrobial, there is an education elenent

which is very easy to transmt fromthe veterinarian to the
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serson, to the owner of the pet, recognizing that there is a
risk from the disease in the aninal.

Say, for exanple, that a pet is given
Fluoroquinolones . The veterinarian could advise the owner
chat pet animals do carry Sal monella, it may becone
resistant due to the use of this antimcrobial that is being
ised to treat the pet, and therefore, that humans can take
addi ti onal precautionary nmeasures. That is not the case
when we are dealing with the resistant pathogens arriving on
food, you know, where there is a large disconnections.

DR. STERNER: Dr. Holland, would you care to share
with VMAC the results of some of your own cul ture work,
pl ease?

DR. HOLLAND: Well, we have been to different area
zoos, farms, and cultured animals for Salnonella, and we can
find Salnonella in pets, of course, in the house, in the
carpet, in the basement, in the back porch, you know all
over, SO pets are a mmjor source.

My concern is once again although food aninmals are
a mgjor contributing factor to the food-borne problens, they
are not the only problem and I think we need to also bring
up -- if you are going to make a broad statement, then, we
need to look at all factors, and not just one factor
per haps.

DR aAnNGuLOo: We recognize fully that Sal nmonella
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can be present in the environment and feces that are shed by

animal s that are colonized with Salnonella. W know you can
find it very easily wherever you culture feces. W can
provide the data, if you would like, but it is the

coll ective wisdom and experience from the food-borne and
diarrheal branch at ¢DcC that the ngjority of human

Sal monella infections are largely derived from contam nated
food, and although you can find Salnonella in feces of dogs
and cats and other animals, those feces of those animals
just don’t get into our food supply very frequently.

The way nost Salnmonella gets into our food supply
is through foods of animal origin.

DR STERNER  In the interests of getting as nany
questions answered as possible, | hope that our conmittee
menbers keep their conments as brief as possible.

Dr. Hock

DR HASCHEK-HOCK: | would like to ask Dr.
Tollefson a question regarding the pre-approval process.

Coul d you just briefly summarize the current
regulations in force for determnation of pathogen |oad and
resi stance and what the proposal is for this framework, how
to alter that?

DR TOLLEFSON.  Sure, | would be glad to, but
Peggy woul d rather do this.

DR MLLER  Yes, | amreally the pre-approval
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person. Currently, the mcrobiological safety studies that

| discussed yesterday, which are the Sal nonella shedding
study and the coliform study, which have both a conponent of
resistance and patient load, are required for al
antimcrobial admnistered in the feed for nmore than 14
days .

DR HASCHEK-HOCK: |t was difficult to determ ne
what the proposed changes were from docunent.

DR MLLER  kay. In the framework docunent, we
woul d change that from a broad-based exposure only scenario
to incorporating a public health conponent, so that if an
antimcrobial has no utility in human medicine, they would
only have to | ook at the pathogen |oad conponent, not the
resistant conponent.

DR HASCHEK-HOCK: So, you are actually decreasing
che requirenent, is that correct?

DR MLLER In some cases, that would be the
case, yes. SO, for an ionophore, for exanple, now they
vould have to do the whole 558.15 studies, whereas, |ncle
“he framework docunent, they would only have to | ook at the
>athogen | 0ad conponent of those studies.

DR HASCHEK-HOCK: Thank you.

DR STERNER  Dr. Lein.

DR LEIN: Steve, in a way, the last antibiotic

‘or a food animal being Batril for beef cattle has started
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into this process, and we are |ooking at again a post-
approval nonitoring program

How is that going? Are we |earning sonething from
-hat? That is one of ny questions. The second question is
we do have a very conplex framework here, we all know there
is alot of things that have to be answered in there.

To do this, obviously, we see that there has to be
research that goes forward. \What are your plans for solving
these framework problems, is there going to be noney
avail able for at |east private governnent ARS S, other
research groups, universities, to solve sone of these
problens to go forward? Thank you.

DR. TOLLEFSON: To discuss the first question, the
Batril 100 approval |ast August of feed lot cattle does have
a voluntary post-approval nonitoring program associated wth
it. W have not yet received any results on that. W can't
discuss that in a public forum anyway. Those data are al
owned by the sponsor.

The second question on the research issue, we
actually have received approximately a mllion dollars that
we have put out in extramural contracts for 1998, and we
anticipate doing the same for '99 and 2000, and all of those
I nvol ved research on various aspects of antibiotic
resi stance.

We can get you nore information about that.
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Actually, the awarded programs are on our honme page. e try

to support as nuch as we can on the research end, but are
very limted by resources.

Many times if we do put as nuch nmoney as possible
into the research area or the post-approval monitoring area,
you need to be aware that these funds, assum ng we have
them are often at the expense of other prograns within the
Center which can include the pre-approval area.

DR STERNER Ri chard Wod.

MR WOOD: This is also for you, Dr. Tollefson. |
believe yesterday in your presentation, you talked about the
on-farm nonitoring program |n some of the presentations,
concern was raised about the nature of that aspect of this
framewor k document.

How do you envision the data being collected?

What kind of verification mght there be from the standpoint
of the FDA of that data? wat kind of authority exists to
go on farn? Would on-farm managenment strategies also be

| ooked at in terms of strategies that m ght reduce the
pathogen | oad or the risks of antibiotic resistance
occurring?

If that is not enough -- | would support this on-
farmstep, but | want to nake sure that we agree.

Basically, what is your rationale for including an on-farm
strategy as a part of the framework document?

M LLERS%;?CRTING COVPANY, | NC.

Street, N.E.
Washington, D.C. 20002
(202) 546-6666




aj h

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

44
DR TOLLEFSON:  Qur plans are not well fornulated

at all, like many portions of the framework document, a
great deal of additional work needs to be done to inplenent
any piece of it, and that includes a lot of public input,

But what we were thinking about on the on-farm
studies, FDA was not going to do these at all. That would
be left up by the sponsors. Now, what we envisioned was
that it would not need to be done on a drug-specific basis,
that seens wasteful to us, that probably on a species-
specific basis.

You could nmonitor for many drugs. You coul d
monitor for many pathogens. It is due to the expense, and
we don’t want to appear to underestimte that expense, jt
woul d probably be nost beneficial to have those done in a
cooperative agreement type with drug sponsors of the Animal
Heal th Institute, and a governnent agency, but not FDA,
possibly APH'S, maybe other parts of USDA, such as ARS

FDA does actually have the authority to go on
farm but we are not even thinking about that. W don't
have that kind of expertise or resources to do it. The
reason for those on-farm studies is really to provide nore
i nformation about the actual resistance as it energes.

The national programis a good start, but it is
chronical ly underfunded. W cannot expand it to the |eve
that we feel would nake it robust enough to be able to
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detect a problem should it exist, let alone -- | know a | ot

of concern is expressed about identifying little pockets of
resi stance and going out and doing sone kind of regulatory
action based on that, but in reality, that is not the
problemw th the system

The systemis limted by the amount of information
we can collect on each of the species, the nunber of
pathogens we can collect, the nunber of antimicrobial we
can screen for, and it is really a matter of not having a
| ot of confidence in the data, that if a problemis out
there, we are able to detect it, and that has to do with the
representativeness of the sanple, gas well as the nunber of
sanmpl es being taken.

So, the on-farm studies then would provide nore
i nformation about why that resistance is occurring, and it
is not only due to drug use, we know that. i could be a
wmber of things, and it would allow the sponsors, anil
>roducer Qgroups, veterinary practitioners to go in early and
-ake mtigation steps, some kind of intervention steps to
:ry to control it. That was our thinking.

Does that answer your question? (yay.

DR, STERNER: Dr. Lein.

DR LEIN.  Following Up on that, this sounds a
ittle different than what was presented or what |

nticipated, because it seemed |jke it was drug related to
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the drug that was going to be brought up for at |east

approval for |icensing.

Now, I would buy nore what you are tal king about
from the standpoint of a constant nonitoring program to
I ncrease that nonitoring, and we have all |ooked at, at
| east the national program | think alnobst every one in
here is excited about that, would support that.

I, comng from a diagnostic |ab background, say
that we are mssing a lot of information in those
| aboratories, and today, the |aboratories are under
accreditation. They are following the standards that are
set up through NccLs, at |least a good share of them

| think that material is valuable and it does give
you a wide view of what is happening in several species.
Not only that, but we tend to run at |east human
antimcrobial also in those, because we are fearful from
what you have indicated that we do get resistance com ng
back to these animal industries, not through drug use, but
from contam nation, and some of this from human waste or
human use or pet use or other use.

This brings up the idea that we need to | ook at
this as a society. I think the Iast NCBA statenent here
about societal needs to look at this becone very inportant.
[ think when we first started to talk about antim crobial

resi stance and nonitoring, which goes back sone years now, |
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know | sat in that roomand | was excited fromthe
standpoint that we had human nedicine, veterinary nedicine,
and at |east universities, governnent, others sitting at the
table saying this has to be |ooked at and has to go forward.
| think that has to happen again with industry
sitting at that table along with that societal group.

In looking at that, as we start to |ook at |east
at what is happening today, | think in the United States
especially, we have tal ked about the quality assurance
prograns that are on farmtoday, and this is for all our
maj or producers, that we do have quality assurance prograns
that are really looking at preventive disease nethods.

W are trying to get away fromtreatnent, we are
trying to prevent disease, and this brings in many things,
bi osecurity and down through.

Again, we need to do that in human nedicine, and
obviously we are not there yet, but talking about it, and
that needs to nove forward. At the sane time we have been
doing that, we have been |ooking at the health concerns, and
we then, working with our colleagues -- and | think that is
what has to happen here, too -- is to start to work with
people that are dealing with other environnental issues.

Qur group now is working very closely with our
agriculture environnental managenent, which is |ooking at,
at least other waste problens, be it nutrients, be it
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pesticides, be it other toxicants, and trying to relate
these two as to how we control that.

Becom ng very primary in that is the pathogens,
and | think as we |ook at watershed studies -- and | am
involved with one in New York City -- we have all of a
sudden seen that basically, yes, we have pointed fingers at
farm animals, and they are a part of the crypto and G ardia
problem there, we have done some very good wildlife studies
now, and they are also part of the problem but so are the
humans .

We are doing a lot of work now with filtration
plants, runoffs in comunities. There is the parasite
again. So, the same thing with this, we need to | ook at the
conpl ete societal situation.

so, | applaud you at least as saying let's try to
increase our nonitoring and let’s try to look at the
background that would be there, and try to get education to
the full public on the use of antimcrobial.

DR TOLLEFSON: | would like to make a brief
coment, if | could. There is a lot of confusion on this
drug-specific issue versus a national monitoring program
and part of the problemwth that is that because of the
approvals Of the fluoroquinolones, We are linked tO0 drug-
specific nonitoring programs, but that was an initial
attempt On our part to gather sone sort of infornation, and
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we have learned fromthose that it is not an expedi ent way

to either get information or the maxi mze use of resources.

| also agree with you about the diagnostic Iabs,
and we have started adding sentinel sites, we are calling
them in the national antimcrobial resistance nonitoring
system and we hope to expand that every year, because it
does give different information, but it certainly gives
val uabl e information.

| certainly don’t want to underestimate the
success of the national antimcrobial resistance nonitoring
system because it was landmarked even in the attenpt to
gat her collaboration not only across department |ines, but
several agencies have been involved in that, and it is very
hel pful .

In many ways, the hunman side of the program has
benefitted from the experience of the hospital infection
control prograns that started a decade ago and, you know,
gathered information and then tried to control it all in
their little ecosystem and | agree with you, Don, that we
need to | ook at all aspects of it.

DR. STERNER: Dr. Fletcher

DR FLETCHER | need to ask Dr. Mller to clarify
something for me. If you have already answered this, |
apol ogi ze for asking it, but in the current pre-approval

process, review for me again what is required relative to
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pat hogen | oad.

DR MLLER : For antimcrobial admnistered in
feed for nmore than 14 days, they do a Sal nonella shedding
study, and in the Sal nonella shedding study, in addition to
| ooking at resistance, you look at quantity, preval ence, and
persistence of Salnonella in those animals.

DR FLETCHER  So, Salnonella then is the target
organi smin those studies.

DR MLLER Rght . The animals are artificially
I nfected.

DR FLETCHER. And that is only for antim crobial
given in feed?

DR MLLER  For nore than 14 days.

DR FLETCHER®  (kay. But now do | understand in
the framework proposal or what you said yesterday woul d
extend that to | ook, in other words, the question being what
potential human pathogens m ght be increased in nunber as a
result of antimcrobial therapy? |Is that part of the
proposal ?

DR MLLER  The framework docunent calls for
pat hogen | oad studies. \Wat the framework docunment does is
It separates out the resistance studies from the pathogen
| oad studies, and the Salnonella shedding, it was tied
together, we have separated themout, and the threshold for

needing a resistance study is a human health concern.
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The threshold for |ooking at pathogen load is an
exposur e- based concern. In other words, if | have excess
pat hogens in just one aninal, | amnot going to have a
public health concern, but if | have increased the pathogens
in a whole flock or, you know, 10 herds or 100 herds, then,
there is an inpact on the public health.

DR. FLETCHER: | was trying to get some feeling
for the level of conplexity at which one would | ook, for
exanple, at the first level being an increase in resistance
to those specific human pathogens of concern, Salnonella and
Campylobacter maybe being the primary two at the nonment, but
then the next |evel Dbeing what happens to changes in the
mcrobial flora that m ght change the potential exposure and
al so change maybe the potential exposure to organisns that
m ght beconme resistant. That is an added |evel of
conplexity it seems to me in a regulatory process.

DR STERNER  Dr. Angulo.

DR aANGULO: Many of the speakers yesterday spoke
I n support of increased nonitoring or increased
surveillance, nmeking it nore robust and enhancing the
survei |l ance.

Very few speakers were in favor of tying any
corrective actions to what was detected, and if we were to
I ncrease or continue the same |evel of surveillance, ny

question would be to a historian from FDA or perhaps |egal
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zounsel, the historical question is has there ever been an
I nstance where we have withdrawn, we, FDA, has withdrawn an
intimicrobial off the market, and that is an historical
juestion, and the second mght be to legal counsel or to
Soneone else from FDA, if we were to detect with this
Increased or the sane |level of nonitoring an increase of
resistance that is a public health concern great enough to
vant to withdraw that drug from the market, let’s just

I magine, for instance, with the poultry fluorogquinolone
oroduct, if we were to reach |evels of fluoroquinolone
resistance in Salnmonella associated with poultry, that is a
oublic heal th concern.

Let’s say 10 percent of all Salnonella in the
country 1S fluoroquinolone resistant, much of it com ng
t hrough poultry, if we were to denonstrate that to be the
case, if we wanted to pull the poultry fluoroquinolone
product off the market, if we wanted, how |long would it take
to do that, and would we have the legal authority to do
that, how could we do it, and if it were done, how |ong
would it take fromthe tine of noticing this public health
concern under the current |egislation?

MS. DAWSON. | will try and answer that. To ny
know edge, | am not aware of any antinmicrobial that have
been withdrawn from the market -- nitrofurans, and that was
for?
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DR. STERNER No, they have been banned from use.

MS. DAWSON. They weren't resistance issues. | am
not aware that any of that had been wthdrawn based on
resistance issues. You know, we did have proposals to
wi thdraw certain sub-therapeutic uses. Those proposals are
still pending, and have been pending since the mid-
seventies .

In terms of the withdrawal process, what is
required is that the agency make a finding that a drug is no
| onger shown to be safe based on the information that we
have. At that point, it would issue a notice of opportunity
for hearing, setting out its proposal to withdraw the
approval, as well as the grounds for the approval.

At that point, affected parties could request a
hearing. The second step in that process would be to issue
a notice of hearing if there are factual issues, at which
tine that hearing would take place, and then the agency
woul d make a final determination on whether to wthdraw the
approva

In the context of other approvals that have been
withdrawn, it is quite a lengthy process. | am not sure of
the exact time frames, but nmy sense is that process can run
for several years because of all the due process procedural
requi renents that are avail able.

There is one particular provision in the Act which
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allows the Secretary to suspend a use if it is determ ned
that a use presents an inmmnent hazard, and that particular
standard is quite strenuous. That determination can only be
made you the Secretary, it is not delegated down to the
agency.

| am not aware of a drug that has been suspended
based on inmmnent hazard, but there may be someone el se who
has . But that is a short, that is a quicker method.

DR. STERNER. Richard Geyer has a coment to add
to that.

MR CGEYER | was just going to point out that
there has been just one drug that has been renoved on the
I mm nent hazard provision in all of the years of the Food
and Drug Act, and that was a human drug.

DR ancuLo: A follow up question would be the
conpany could continue to nmarket the drug during these years
or many nonths and perhaps years of discussion about
I mm nent health hazard, is that correct?

M5. DAWSON: In the case of inmmnent health, the
marketing is suspended right away. In the case of other
wi t hdrawal proceedings, you are correct, that the conpany
can continue to market the drug until the agency nmakes a
final determnation with regard to the withdrawal after
goi ng through the due process procedures. That is the

current statutory structure.
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DR.  STERNER: | mght add, Dr. Angulo, as a

practitioner, however, there is another mechanism that stops
he use of it, and that is the inmmediate banning of use in
liethylstilbestrol and nitrofurans, nitroimdazoles, all

come t0 mnd as products, chloramphenicol, whose use was

I medi ately ceased

Dr. Langston.

DR LANGSTON: Sinply, a big concern, of course,
:hat we have heard is the effect of these regulations in new
irug approval, and your need to establish safety pre-
approval.  Your comments on pathogen |oad helped clarify
that aspect sonmewhat. | wonder if Linda or Peggy would give
i1s a synopsis on resistance, establishnent of safety pre-
approval .

DR MLLER | think | addressed that yesterday in
ny talk. | realize there has been a |lot of water under the
bridge since then. W are looking to engage in a public
process to get a lot of scientific input on how those
studi es shoul d be desi gned.

| outlined how, in ny mnd, some of the changes
that need to be made to the existing 558.15 studies in order
for us to get sone data to do a risk assessnment or a safety
assessnent, whatever you want to call it, in order to get
data that has predictive val ue.

W would like to have, depending on how these
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proceedi ngs come out, before we come up with a fina

protocol, we would like to have lots of public input, but we
understand that we are going to have to probably make sone
decisions in the interim and so we will probably not get it
right the first tinme.

DR, LANGSTON: SO it would be safe to say that
those are truly not established.

DR STERNER  Dr. Barker.

DR BARKER  This is for Dr. Tollefson. | ama
little confused. Anyone who knows ne, knows that is a
common state of mnd. | think | called Dr. Sundlof Gary
yesterday, he has such an uncommon first nane.

The on-farm nonitoring program as | understand it
right now, is not to be drug specific, is that correct, it
Is to be species specific?

DR STERNER  The answer was yes?

DR TOLLEFSON:  Let ne explain sonething about
t hat because we can’'t dictate how it would be done.

DR BARKER:  But , obviously, your intent is to
make it species specific.

DR TOLLEFSON:  That is our advice.

DR BARKER  Right . That is ny point. You are
asking private industry for the approval of a specific drug
to nonitor potential resistance devel opment on individual

farms that nay be using a variety of different drugs and nay
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be using a variety of different farm practices where there

may be a potential for individual farm workers to actually
expose aninals to resistant bacteria.

| don't see the reasonabl eness in that given that
they are getting their approval for a specific drug, but
they are going to be monitoring resistance devel opment
perhaps in a very conplex drug use including feeding
antibiotics in a variety of species.

How do you reconcile that with what appeared to
be, as expressed by a number of the different speakers, the
concerns of private industry in trying to conduct that kind
of study on farnf

DR TOLLEFSON:  You have brought up sone real good
points. \What they would be looking at is risk factors that
would be a wide variety husbandry practices, different drug
uses, non-drug, non-antimcrobial drug uses, all types of
things .

| guess that is worth discussing and talking
about, and worth giving guidance to the agency as to whether
you think because of those inherent difficulties, it would
not be wise of us to ask for that in the framework docunent.
W have laid it out as a series of, you know, here is what
we woul d like for pre-approval, here is what we would Iike
for post-approval .

You have valid argunents here. You are asking a
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drug-specific sponsor to buy in, if you will, to a program

that is beneficial to a lot of -- yes, | agree, we have been
struggling with this for a long time. W don't have an
answer .

DR STERNER R chard Wod was seen last with his
hand up.

MR WOOD:  Several of the commentators or
presenters yesterday from particularly the animl drug
Industry were saying that this framework would, in their
m nd, place any new approvals all within Category | drugs.

That has led ne to try to figure out in nmy own
mnd, |ooking at current approvals, where they m ght fall
within the various categories, and | was wondering if
soneone mght identify exanples of where current approvals
mght fall within these categories, particularly dealing
with either residue, particularly at the residue |level, and
in that regard, if you could also identify, | assune and
fromreading this document, that sub-therapeutic uses also
would fall in the sane framework, if you could provide an
exanple in that regard.

A related question is that | understand that this
docunent is only prospective, but if a current approval
moves within any of these franmeworks or any of these
category levels given the results of a NARVS study, would
they at all be involved in this franework?
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DR SUNDLOF:  Let me just answer the last question

that you raised, Richard. It is on page 7 of the framework
document, in the footnote, it says, “FDA anticipates that
the framework, if finalized and inplemented, will be part of
the approval of new aninal drug applications and as
resources permt wll also be used for reviews of uses of
antimcrobial for food producing aninals. ”

Again, as resources permts will allow us to take
a risk-based approach, such that if we saw something in the
NARMS program that caused us concern, we would direct
what ever resources were available at that particular risk
rather than trying to go back and do a big gl oba
reassessment of all the antimcrobial. It would be a risk-
based deci si on.

DR, STERNER: Dr. Flamm.

DR rrLaMM: Something that you had said earlier
that inplied that it is very sinple for FDA to ban the use
of antimcrobial, | found sonewhat confusing, and | was
wondering if either Joy Dawson or Dick CGeyer could clarify
for us the process involved.

DR STERNER  Joy .

M5. DAWBON: | didn’t quite understand what Dr.
Sterner was referring to when he was about banning a drug.

DR STERNER  The extra-label use essentially is
what happens when an inmnent hazard is determned, and the
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most recent antibiotic one that | can think of -- well, |
guess there were a nunber of themthat kind of fell all in
at the same tine -- but chloramphenicol conmes imediately to

mnd in use in food animals.

What you are referring to is does the statute
allow for certain approved drugs to be used extralabely;
that is, for uses that are not |abeled indications? The
statute also allows us to prohibit uses when we think it
presents a public health risk.

For fluoroquinolones, we did issue an order of
prohibition. That does not nean the drug is banned from
mar ket i ng. It just neans that the drug cannot be used
extralabely, legally. So that is a somewhat different I|ist
of drugs.

MR CGEYER Also, | think there was another idea
expressed in there. You mentioned chloramphenicol. That
was a drug for which we did withdraw an approval. It was
for a non-food use and | think that product had been used
extralabely. That was one of the reasons for w thdraw ng
t he basic approval

That w thdrawal of approval, along wth all of the
ot her withdrawal s of approval, whether it be the nitrofurans
or DES or whatever, did take a considerable length of tine.
The length of tine depended upon whether or not the sponsor

requested a formal admnistrative hearing. [f there is that

M LLER 8EP(§T| NG COMPANY | NC.

Street,
Washi ngton, D. c. 20002
(202) 546-6666




at

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

61
request, there is a statutory opportunity for a fornal

admnistrative hearing and that process takes a considerable
l ength of tine.

So the drugs whose approval we did withdraw did
t ake anywhere from several years to a decade or nore
dependi ng upon the circunstances involving each particular
one. Some were antimcrobial but none were withdrawn for
resi stance reasons.

MR WOOD: | didn't quite get an answer to the
first part of ny question. Can | try that again.

DR STERNER: | got the footnote answer. | wonder
if I could get the front end.

DR TOLEFFSON:  Mbst of the current antim crobial
woul d fall into category Il

DR GALBRAITH: About risk assessment. [ndustry
clearly sees risk assessnment as a viable alternative to the
framework and cites a lack of data as a reason for opposing
the framework. In the setting of default assunptions in
risk assessnent, clearly they are there by definition
because there is a lack of data.

If default assunptions are going to be reasonably
protective of public health and neet the reasonable
certainty of no harm you are going to have to nake a

Jecision With lack of data. Doesn’t the whole process just

bog down when you get to that to continue the statenent of
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| ack of data supporting action?

DR McEVEN: | guess the point | was trying to
make in a separate statement yesterday afternoon was that ny
personal opinion, and this is where | amtalking about U.S.
policy which is probably out of place given ny origin, but I
woul d suggest that it would be a msuse of risk assessment
to use it as a way of delaying decisions for public health
benefit, that there is a gradient of risk assessnments, in ny
view, |looking at the way it has been used in other areas,
that the sinplest one could be done using the information
that is in the framework document where you would outline
the four categories with a narrative describing scientific
information, summarizing it, with an analysis in a
qualitative sense based on expert judgnent.

And then the characterization step would be,
perhaps, a categorization of risk in terns of high, medium
and | ow and then judgnent would have to be used on whether
or not that warrants regulatory action or not.

| guess what | was suggesting in ny talk would be
a possible way of using a formal risk assessnment would be to
have a tiered approach, that initially a qualitative
approach woul d be used because decisions have to be nade
about public safety now.  But provision would be made in the
future for incorporating nore sophisticated techniques,
incorporating nore data as they became available, as
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confidence grew, as expertise became nore wi despread.

Also, in the interest of using resources wsely
that a qualitative approach would be used as a screening
nethod. If that, wusing the default assunptions you have
mentioned, showed that there was very little risk, then you
woul d stop there and there would be no probl em

But if the use of the conservative approach showed
that there were grounds for concern, then, perhaps, industry
or other interested groups should have the opportunity to
try to further refine the critical points in the assessnent
that are driving the concern and then attenpt to refine that
through gathering nore data, conducting nore studies, what
have you, and that the agency could reconsider that in a
sort of iterative fashion.

DR LEIN: Com ng back to Linda or Margaret or
Steve, basically as we look at the framework and you go
forward, if it is accepted, in putting together at |east how
that is going to be nanaged, you mentioned that you are
going to use outside expertise.

How woul d that be conposed, say, for the
proapproval or the postapproval, and is there going to pe a
industry representative? |s there going to be a AVMA
representative? |s there going to be a public-health
representative? |s there going to be at |east the group
effort to get all the connections that | think would be
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.mportant in that?

DR SUNDLOF: O course, we have to work within
che law which is the Federal Advisory Commttee Act. Sone
>f the deliberations would be taken on solely within cw but
-hen taking it to outside experts for review. It is the way
ve have to do busi ness.

But, yes; we would seek input fromthe public at
Large and specifically from those stakehol ders who woul d be
I npacted by the deci sions.

DR LEIN: |If | could follow up on that a bit.
Aould there be at |east any synposia that would be worked
around this so there could be a broader context for people
to have comment ?

DR SUNDLOF: Yes. In fact, that is how we plan
to address sonme of these challenging scientific issues is by
having synposia and trying to make sure that we have the
best expertise available in order to help us wth our
deci si ons.

DR LEIN: Wuld there also be an effort in that
to ook at existing programs that have been initiated now to
hel p at |east cut back on pathogens in the food, HACCP,
certainly, which is just instituted in the last year, and
processing plants, herd-health assurance plans that are just
going forward at this point? Wuld those be attenpted to at

| east [ ook at those as ways of reducing sone of this problem
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or as a checkpoint for this problem of at |east

antim crobial resistance?

DR SUNDLOF: | think, initially, we would be
focussing on the specific areas for which we need additiona
expertise and those would be things |ike designing a
proapproval study to give us a predicted value for the
energence of resistance on the postapproval side, how to
design studies or nonitoring systems that adequately capture
the kinds of information that we need, having synposia where
we address the issue of setting nmonitoring or resistance
t hreshol ds.

| think those three would be the ones that we
would focus on initially. Anything that will help the
reduce the pathogen load in animals as they are processed
for food would help us refine our risk decisions on the
exposure assessment.

So we are certainly interested in all of these
different things that are happening; conpetitive exclusion
products, wHaccp, irradiation. A |lot of the things that can
reduce the pathogen load wll have an inpact in refining our
exposure assessnent.

DR. GERKEN. | have a question. |t is not obvious
to me who is going to triage the drugs into the different
categories . If conpany Y has drug X that they are thinking

about developing, is it your intent that they should cone to
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you and justify what category it should be in and then you

should approve that? O you should make the recommendation
with the--1"m nor sure whether the chicken or the egg comnes
first here.

So what was the background for that, if you could
el aborate, please.

DR SUNDLOF: |In terns of determning the
I nportance to human nedicine, we would ask for a
consultation with cpeEr. CDER may, in turn, ask for a
consultation outside of the agency such as with cpc or other
groups who they feel has know edge that would have a bearing
on ranking it as to inportance in human medi ci ne.

So largely that decision would be based on
information in consultation with the Center for Drug
Eval uati on and Research. The exposure estimte would be
determned by cvM in collaboration with the sponsor so that
we would hold neetings with the sponsor, try and determ ne
exactly how the drug was going to be used, try to get an
assessnment of what the incidence of the disease is that the
drug is going to be used to treat so we have an idea of how
many animals may be exposed to the drug and, through that
process, determne the ranking of high, nmediumor |ow

DR GERKEN: | have a subsequent question to that,
then. As you well know, as the drug goes chugging through

the system it is kind of a long period of time. Once that
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classification would be decided, would it be held in that

classification during the time that that is chugging through
the systemor is this a noving target and can change during
the time that it is chugging through the system thereby
increasing the burden or, in the rare case that we just
realized that it mght decrease the burden--I doubt that

that is going to happen very often--but increasing the
burden to industry while it is chugging through?

DR sSunNpDLOF: We would do our very best to try and
give the best guidance we could at the time but recognizing
that things do change. W had a recomendation for the
approval of the drug Synercid. |f that would have occurred
during the time that we reviewing virginianycin, that may
have changed t hi ngs.

| amnot saying that jt would for sure, but as
i ssues cone up, there may be a need to reevaluate the
classification. W try not to do that unless we felt that
there was a clear need. It is our intention to discuss all
i ssues of the approval process, the approval requirenents,
with the sponsors early on in the process. Unless there is
sone conpelling scientific need to change the agreenents, we
honor the commtnents that we make up front.

DR GOLDBERGER:  If | could just also conment on
that. | think that, as far as thinking about the
categorization of human drugs, as a practical natter,
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r1opefully sone of this can be dealt with on a class basis;
chat Is to say, that, once the agency, for instance, has
consi dered a fluoroquinolone, a penicillin, a macrolide, as

axamples, one would normally expect, taking into account
I ssues of cross resistance, et cetera, that subsequent
oroducts that canme in in those sane classes would normally
et the sanme ranking.

I think that the consistency is an inportant
Issue. There may be circunstances where, for instance, a
conpany may claim on the basis of data they have collected
or had experts |ook at, that cross-resistance may be |ess of
an issue or there may be certain other properties of the
drug which would warrant some sort of different
classification.

| think that those, certainly, would pose a little
more in the way of challenges. The other issue that will
produce a challenge, but | think that it is appropriate that
It does so that we come to the best decision, is what
happens when the first antimcrobial of a genuinely new
cl ass comes in.

| think it is legitimate that, obviously, that
receive nore attention. | think everybody would agree wth
that. The exact process of how we would do that, | think
remains to be worked out. As you noticed in the

classification system | think both during my presentation
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and in a little nore detail in the actual document, drugs

with a unique nechanism of action at the nonent have a
default into category I.

But , obviously, that is an area where at |east
there ought to be sone discussion. | think those two types
of issues, a genuinely new class which only will occur for
the first product, normally, of that class and a drug from
an existing class that, for whatever reason, for instance,

I ndustry mght believe has unusual properties, mght be the
exceptions to what we hope would be a relatively consistent
way to classify drugs.

DR FLETCHER  Just a question maybe for Steve.
How feasible is it, or is this an opportunity to put
together a surveillance nonitoring system that incorporates
mul tiple approaches as opposed to being focused solely on
the industry as an industry responsibility.

| am thinking of the FSI'S HAccp prograns within
processing plants, quality-assurance programs by producer
groups as well as the NARMS system and that type of thing.
s this an opportunity to put together sone kind of a
national approach that is nore conprehensive than even
proposed in the framework?

DR sunpLoF: That is a good question, Oscar. It
woul d be my hope that we could do sonething like that, that
there could be a national program that addressed the issue
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f having a very robust system for nonitoring resistance as
t occurs out there and that that could be supported by
hoever has the noney.

[f it is a governnent-funded program | think it
ould be certainly in the interest of the public health to
o that because it is a public-health issue. Wth the Food
afety Initiative, there is an effort in the U.s. to | ook at
ood safety fromfarmto table | think that there are a
wmber of opportunities within the Food Safety Initiative to
yut together sone conprehensive prograns that could be used
o nmonitor resistance and other foodborne issues that occur
m the farm

DR WACHSMUTH:  Just to reiterate from USDA's
oint of view that we are already participating in and woul d
like t0 even increase participation in this kind of
monitoring system W are testing close to 200,000 sanples
in support of HAccp. This is for Salnonella testing. W
von't have that many positives, hopefully, but we are
feeding a certain of those already into the NARVS system

We are beginning to test for Campylobacter this
nonth. So we are going to also send those organisms into
the system In envisioning sonme of the discussions about
on-farm and nmonitoring of clinical isolates, | see this as a
sort of nice doable place in the food chain to detect

sonet hing prehunman, a problem that could focus on farm
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studies, If we can do it in real enough tine, and | think
sossibly, we could do that.

| also haven't spoken up to date, but | do want to
axpress our support for this framework docunment and the hard
work that CDC and FDA are doing to try to harmonize some of
the different issues.

DR. STERNER M conplinents to Dr. WAchsnuth
because Dick CGeyer and | were just tal king about asking you
your opinion on that very question. So thank you for your
comrentary.

W are five minutes into the break. W wll break
for fifteen mnutes and reconvene.

[ Break. ]

DR STERNER. W are going to change the schedul e
just a little bit here and afford--it is obvious to ne that
we have a great deal of collective wisdomin the assenbl age
in the audience. | think that, given that this is a public
forumand a public nmeeting, | amgoing to allow questions
fromthe floor for a twenty-mnute period.

| am going to ask that the questioners be very
brief in their question and that the respondents be brief as
well . We are going to enploy the traffic light again and we
wll allow a total of two mnutes at which time I am going
to go ahead and stop and recognize a new questioner and

responder.
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so, with that in nmind, | think we have enough
sople assenbled here. If there are questions fromthe
loor, the floor is open for questions to invited speakers
t this deliberation.

MR. CGEYER W would ask that each of you conme to
m crophone, one of the standing mcrophones, in order to
sk your question.

Keith, would this include coments or are you just
ooking for questions at this point?

DR. STERNER: It can be either. If you wish to
ake your tine and make two minutes worth of conments,
hat’s fine. However, | think that you may wi sh, for
nrposes of clarification for VMAC, itself, to ask
[uestions.

MR GEYER: Aso, if you would identify your name
ind affiliation, too.

DR STERNER. In waiting for a few nore people to
some in, | wll give VMAC menbers an opportunity to respond
to any of the invited speakers.

DR LEIN: | just wanted to follow up fromthe
| ast question that we were tal king about at |east |ooking at
antimcrobial resistance patterns and monitoring in saying
that, certainly, if we look further into that, and I think
this was following Dr. Fletcher’'s question of whether this

coul d be a broader use.
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Certainly, as we have worked in the |abs and
rorked With industry, this has gone forward to trying to
standardi ze at least the methods in the labs, and this has
yeen sonewhat through NcCcLS but al so through accreditation
:hat we are seeking, with NvSL, to try to neet at least OE
standards at this point and to become at |east conpatible
vith 1S0 standards, then, to at least try to get consensus
it the National Institutes of Standards Technol ogy that what
ve are doing in the |aboratories would be accepted as a
1ational St andard.

Thi s becomes inportant as public health has wth
:he CLIA |aboratory accreditation, basically, that we can
yet national recognition because of world-trade issues.

What we are talking about today is a health issue
as Wwe tal k about antimcrobial resistance problens, but it
~ill, at some time, |'msure, become a trade barrier, too,
if we have a problemw thin an industry.

We have seen this before so it is very inportant
as we go forward at |least to have these nonitoring systens
and try to prevent these conditions from happening, and to
have at |east the laboratory credibility that will be
accepted worl dw de.

DR. STERNER: Did you with to have anybody respond
to your comment?

DR LEIN: | think this was a statenent, but if
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‘hey want to respond, that's fine.

DR STERNER. | will make the offer one nore tine
chat initially | did and that is, since this is a public
‘orum, | Wl open the floor to questions of any of VMAC
menbers or invited speakers. |If you would cone to the
nicrophone to ask the question, state your nane and
iffiliation and there will be a total of two mnutes
allowable fromthe start of the question to the end of the
respondent at which time | will recognize a new questioner.

Dr. Thornsberry?

DR. THORNSBERRY: Thank you very much. This is
Zlyde Thornsberry, MRL Pharnaceutical Services. | wanted to
nake a point that | dwelt on yesterday. And |let ne say up
Eront that | amnot sure that trying to guess whether or not
we Wl create a resistant and a patient would get infected
with that resistant is a very difficult thing, | think, in a
drug- approval process.

But assumng that you did that and that sonewhere
down the line in your postmarked approval, you found out
that an organism such as Sal nonella was resistant to the
newest fluoroquinolone, if, at that point in time, you
decide to renove the drug, you have got to renmenber--let’s
say it is Salnonella DT104.

You are not just renoving a fluoroquinolone. YoU

are renoving every fluoroquinolone. And you will have to
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renove every aminoglycoside, likely at |east streptonycin.
You wilhave to renove chloramphenicol. You will have to
remove sulfa. You will have to renbve trimethaprim. And
you have to renove chloramphenicol. | think | got themall
in.

| would also remnd you that if you go back in the
history of Salnonella, in the “60's, | think it was, there
was a pandem c of Salnonella infections in Latin countries
and South America. And guess what the resistances were;
chloramphenicol, sulfa, streptomycin, anpicillin.

We survived all those. That is not to say that we
shoul d close our hands, but to remnd you that Salnmonella is
that kind of bug. It comes, it goes, depending on the type
that it is.

But ny main point is that you cannot, where you
have multiple resistance, just dwell on one of the newer
drugs. You are tal king about a whole |ot of other drugs.

DR STERNER  Thank you, Dr. Thornsberry.

DR WALKER: Dr. Walker, Mchigan State
Uni versity. If we take ourselves back in tine a few years,
say, in the 1940's and we were having this neeting, and we
| ook at penicillin, would penicillin fall into category 17?
It probably woul d.

Yet if you look forward, now, fifty years and you

| ook at the problenms with penicillin in the animl world
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versus the human world, we don’t have a problem wth

penicillin resistance in the aninmal population. Qur
st aphyl ococci are |less than 70 percent penicillinase
producers. MRSA is not a problem

The problem with penicillin resistance is in the
human arena. So | think we need to keep sonething like this
I n perspective as we nove forward.

DR STERNER  Thank you.

MR GEE: Good norning. M nanme is Julian Cee. |
amwith Pfizer on the animal health side but, in nmy capacity
on the animal health side, | also sit on various of our
bodi es that |ook at human pharnmaceuticals as well.

Interestingly, the point about penicillin, if you
| ook at Pfizer and its current renown for Viagra, as we nove
into our sort of 150th year of existence, the involvenent in
penicillin and the discovery and devel opnent of penicillin,
I's probably one of the issues about which Pfizer is nost
proud.

As | look at this debate that has taken place
here, and certainly sone of the issues raised this norning
about categorization of drugs--as you |look forward and | ook
at the discovery and devel opment process, mnmuch of what we do
now in the cutting edge of the discovery process pushes us
almost inevitably in the direction of category | drugs.

To invest in a discovery and devel opment program
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neans that you have got to have a first-in-class product
coming out at the other end. As soon as you have a first-
in-class product, the chances are two things are going to
happen.

One of those is that it is going to have a
different node of action. The second is that it is going to
be devel oped for human nedicine. And that pushes you al nost
inevitably towards category |

To respond to the points nmade by Dr. Bel
yesterday, | think there would be great benefit to the
industry, to CVWW and to ¢DC to try and get some of the
scientists fromall the stakehol ders involved here together
to ook at that process and |look at, as we predict to the
future, how this is going to roll out so that the sort of
pl ease made by Dr. Apley, Dr. \WAges and the other
veterinarians yesterday that what we don't do is nove this
in the direction where we won’t have new pharnaceuticals.

Clearly, it is the same concern that we have that
you have. | think that getting the two sides together would
help to nmove it forward.

DR STERNER  That is part of what we are here for
as wel |

DR BARKER  This is a question for Dr. Bell. In
terms of foodborne pathogen disease in humans, what risks

are posed by inports and how many foodborne pathogen
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| seases have occurred and have been docunented as having
ccurred fromthose inports and in how many of those cases

as It due to bacteria that were antibiotic-resistant?

DR BELL: | ask the chair to permt Dr. Angulo toO
espond to that. That level of detail, | just don't know

DR ANGULO | heard two questions. One is the
:xtent that inported food contributes to human illness in

he United States is very much a hot topic. Ve do recognize
mported food and, in particular, inported produce as a
wurden Of foodborne disease in the United States.

We are in the process of trying to understand that
ore fully. We do not know precisely what proportion of
*oodborne illness in the United States is caused from
imported food. We do recognize, though, a significant
»roportion Of foodborne illness in the United States is due
o domestically grown food.

The next question was about antibiotic resistance.
I think that an inportant feature about the is in terns of
support Of this framework docunent, as you know, CDCis in
sharge of the human surveillance portion. W have begun an
initiative to interview all people who have certain types of
resi stance of public-health inportance through the Nationa
Antimicrobial Resistance Mnitoring System

One of the key questions that we are asking them

is if they had travel ed before they became ill because we
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/ant to be very sure that we try to elimnate the effect of
ncreasing resistance due to international travelers.

We are also interview ng them about whether they
ook antibiotics before they became ill so we can try to
:ontrol for that factor. But what is very difficult to
control is we Wil not be able to ascertain if we know that
-hey were not international travelers and we know that they
lidn’'t take antibiotics before they becane ill, we would
assume that they becanme ill fromeating a contam nated food,

although we cannot elimnate the possibility of a conpanion

animal contributing to illness.
But if they became ill, the likelihood that they
oecame i1l fromeating a contamnated food, we will not able

to determ ne whether that food was domestically raised or an
I nported food.

But , as you know, being famliar with neat and
poultry in the United States, there is very limted, in
general, there is very--

DR STERNER  Dr. Angulo, exercising the two-
mnute rule and the prerogative of the Chair, thank you for
your conmments.

DR anNGuLo: In all fairness, let ne finish the
sentence. There is very limted neat and poultry inported
into the United States as a general rule.

DR STERNER  Dr. Burkgren, you had a question?
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DR BURKGREN. | would like to return to Dr.
roleffson’s comments as far as educating conpani on-ani ma
>wners. | guess | would like the FDA's view on things |ike

sork-quality assurance where there has been denonstrated
results from education of producers. Food animal owners,
also .

DR. TOLEFFSON: What | neant by that comment was
to try to differentiate between a known hazard where an
owner is giving a pet animal an antimcrobial versus the |
will call it risk through food where the consumer of the
food is expecting that food to be free of resistant
pat hogens.

So the link between the veterinarian and the owner
of the pet animal is direct and is a neans to let the human
know that there is a risk associated with giving that small

animal, that companion aninmal, an antibiotic. That was ny

only point.

DR STERNER:  Further questions?

DR LEIN. Just to follow up on that a moment,
too. | agree with you but keep in mnd that that may have
not happened on the farm It has the continuum of Dbeing

added all the way through the processing and at the hone.
DR BARKER: | would like to return again to
inmports for just a nonent because | don’t think ny question

was answered and that, in itself, nay provide the answer
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-hat | was looking for. W are asking to consider a

‘ramework document that addresses CFR 52 170.6, reasonable
zertainly of no harm

As part of the calculation of determ nation that
chere iS harm we are basing this on statistics from
Foodborne pat hogen di sease in humans. | would like for the
pc to tell us, if possible, and perhaps this is not
cossible, what percentage of these numbers that are part of
the statistics are derived from non-neat production, that do
invol ve, perhaps, other forns and perhaps do come from
I mports.

If we cannot distinguish between disease factors
arising frominports and disease factors arising fromthe
farm how are we to really assess this reasonable certainty
of no harm requirenent and, of those foodborne pathogen
di seases that have been identified and deaths have occurred,
how many have occurred from antibiotic-resistant bacteria.

| would prefer to get this answer from Dr. Bell,

I f possible.

DR BELL: Perhaps | should clarify the roles that
Dr. Angulo and | have at CDC. | work in the Ofice of the
Director of the National Center for Infectious D seases. |
coordinate CDC S efforts to deal wth the problens of
antim crobial resistance.

| do not have all the expertise, nyself, in any of
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t he nunerous areas that CDC is confronting this issue. Dr.
Angulo IS CDC’s subject-matter expert on the issue of
f oodbor ne zoonotic pat hogens and the resistance that is
associated with them

[t is his branch that conducts the scientific
studies. So | don’t know this information. | would
respectfully request that Dr. Angulo be permtted to answer
because he is the expert and | don’t know.

DR. BARKER. Then, in as brief statenents as
possi bl e, how many of the foodborne pathogen diseases
| eading to death are known to occur from antibiotic-
resistant bacteria whether of US. or foreign origin?

DR ancuLo: Could you restate it?

DR. BARKER.  How many of the foodborne pathogen
di seases that have led to death in humans have been
identified as foodborne pathogen diseases and were the
result of antibiotic-resistant pathogens either of U.s or
foreign origin?

DR. aNcuLo: There appear to be a couple of
questions in what you are asking.

DR BARKER: No; there is only one. How many?

DR aANGULO: W estimate that there are thousands
of deaths of foodborne illness each year in the United

States. W are developing nore precise estimate of that.

Many of them -
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DR BARKER | amsorry to interrupt, sir, but I

m really just trying to get a very sinple answer. Perhaps
:his has already been answered. | believe that some others
iave stated that there are not any deaths on record that
wave occurred fromantibiotic-resistant bacteria in
‘oodborne illness; is that correct?

DR ANGULO: That is not correct.

DR BARKER  Coul d you identify--

DR ancuno: | wll give you just an anecdote and
[ would be glad to show you the data. Just last month, we
i nvestigated a fluoroquinol one-resistant Sal nonella
sutbreak, the first fluoroquinolone-resistant Sal nonella
butbreak in the United States.

There were seven patients ill, three of whom died
-wo of whom di ed due to fluorogquinolone resistance because
chey were treated with fluoroquinolone. This data has been
presented in an abstract at the Epidemology Intelligence
Service at CDC

That is one instance. | could cite--

DR. BARKER: That is sufficient. Ws that of U.s
or foreign origin?

DR anNGULO: It was an instance in which the
clinical consequence of antibiotic resistance resulted in
the death of the patient. It was a foodborne pathogen. In

this instance, as far as our epidemioclogical evi dence is
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able to show, it was an instance where the infection was
acquired in a foreign country. The initial case was in a
foreign country.

We had another case, to give you the |ast
anecdote, at the end of last summer in a child of a
veterinarian in the Mdwest. That child had only a
gastrointestinal illness, did not have an invasive illness,
was resistant to all antibiotics approved for use in
children in the United States.

Had that patient had a bl ood-stream infection,
whi ch occurs in a certain proportion of Salnonella
infections--had that child had a bl oodstream infection, it
woul d have been an untreatable infection in that child.

DR, STERNER:  Further questions fromthe floor?
Speak now or forever hold your peace.

M. LISTERSON:  Sarah Listerson at Agriculture
Commttee. There have been a number of comments about
i ncorporating the progress that we have made in HAccp and
the opportunity for irradiation of food into a bigger
picture about the threat that is posed by antimcrobial
resistance, | just want to add what might be a counterpoint
to try to balance that.

Using the exanple of our School Lunch Program the
School Lunch Problemis required, by nmandate, to purchase

di sproportionately from small neat plants. Wile we are
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hoping that we get the same performance in pathogen
reduction fromthemthat we have fromthe large plants, we
don’t know yet the performance of that sector of neat and
poul try processing industry.

In addition, the School Lunch Program doesn’t have
the funding to purchase neat or beef that is either steam
pasteurized or, in the future, irradiated. So | ama little
bit concerned. | amgoing to add additionally that we
al ready know that people and children who live on farms or
who have visited farms are at a higher risk of infections
from the so-called foodborne pathogens presumably because
they are at risk both fromfood and from nore direct contact
with the animals.

| ama little bit concerned that we not justify
HACCP as a reason to make it okay that we increase the
environnental contam nation of resistant pathogens, the ones
we call foodborne, because we nmay be shifting the burden of
illness to rural and otherw se nedically underserved
popul ations .

So | would suggest that, as we |ook at the
performance of HACCP, we al so need always to keep our eye on
FoodNet and Pul seNet and listen to what it is telling us
about who becones ill, who truly is becoming ill and, to the
extent that it can, why they are becoming ill

Thanks .
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DR BARKER ~ This is probably ny last question.

No guarantee. This has to do with categorization. Under
CFR 521 70.6, reasonable certainty of no harm we have had a
good bit of testinony about how bacteria can transfer
resistance fromone strain to another between different

pat hogens.

Gven that that is the case and the very fact that
any antibiotic selects for resistance, would not all
antibiotics be expected to surpass the reasonable certainty
of no harmcriteria and be expected, at sonme time in the
future, to produce resistance and perhaps be considered
unsaf e?

Whether it is in category IIl or category II, it
coul d possibly pass along by sone as yet unknown nechani sm
or even known nechani smresistance to category |, that the
categorization of antibiotics into three different
categories and then subdivision into nine categories is a
somewhat artificial categorization, that the reasonable
certainty of no harmcriteria should apply equally to all
antibiotics given the possibility of transference of
resi stance.

DR. STERNER  Wio in the agency or el sewhere would
like to respond to Dr. Barker’'s conment and question?

DR SUNDLOF:  That would be counter to our prem se
that there is a risk associated with certain antibiotics for
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which the risk is not as great as for others. It is true

that resistance will increase over tinme. The idea of
setting resistance thresholds on a conpound-by-conpound
basis was intended to be comensurate with the risk of the
| oss of that antimcrobial to human medicine.

It is a bug-drug, so it would be a specific
antimcrobial and a specific organism that would be what
reasonabl e scientists would be consider to be below what is
reasonabl e certainty of no harm

The passage that you referred to, 570.6, also says
that, w1t IS impossible in the preSent State O Scientific
know edge to establish with conplete certainty the absolute
harnl essness of the use of any substance. Safety nust be
determ ned by scientific procedures or by general
recognition of safety.”

What that says is that the standard is not based
on no possibility of anything bad ever happening. It is by
reasonabl e scientists who can get together and agree upon
what they think, in their best scientific opinion,
represents a reasonable certainty of no harm

DR. BARKER  Does that data current exist?

DR sunDLOF: | would say it does not. In fact,
part of this process--if it is agreed to that the franmework
should nmove forward, then we would have to go to the next

step which is defining, on a drug-by-drug basis, what is the
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reasonabl e certainty of no harm of resistance for that
particul ar drug.

That would be part of a proapproval decision,
woul d be to set that standard for what is a reasonable
certainty of no harm | think in the framework docunent we

| ooked at a category | drug and we said that resistance in
Sal nonel l a to fluoroquinolones woul d cause us concern.

Right now, wunder the NARMS system we have not picked up any
resistance to fluoroquinolones in Sal nonell a.

So there is an exanple of a drug, at |east based
on those criteria, Salmonella and resistance, that, at this
point in time, that drug nmeets the criteria of reasonable
certainty of no harmif we were to apply this standard.

DR GOODMAN:  Just one other mnor clarification
The way the franework is witten, in response to your
question; a drug is called class Ill or class Il if it is
not known to induce resistance to a class | or a class |
drug. So it wouldn’t be in that category if it was felt
that it was going to induce resistance to a higher-class
drug.

Therefore, the feeling is that the standard of
reasonabl e certainty of no harmcould be net at some |evel
of resistance occurring because of the availability of
alternative therapies. So | think there is a clear

distinction between those essential drugs for which there is
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no alternative in those other drugs.

Now, if a new drug conmes along and it is in class
[1l and in vitro and in vivo studies show this induces
resi stance to glygopeptides through sone uni que cross-
resistance manner, then | think, to be protective of human
health, you are absolutely right, the framework, as it is
constituted, would say essentially that is a class | drug.

DR STERNER.  Since we have usurped via VMAC
questions here the last of the time for floor questions, Dr.
Val ker, we will give you the opportunity of the last floor
comrent or question.

DR. WALKER: | have three. Nunber one is | would
like to thank cvM for acknow edging the need for a national-
w de on-farm nonitoring system | think that if such a
systemwere in place, we would have an answer to a |ot of
these questions that are taking place; how prevalent is
antibiotic resistance in bacteria isolated from aninals.

We woul dn’t Dbe guessing. W would have hard data
to document that. The second statenent is in regards to
categories of antibiotics. One of the big things we are
tal ki ng about today is the fluorinated quinolones. There
are studies underway now where they |ook at nechani sns of
resi stance of bacteria to the fluorinated quinolones.

Because the fluorinated quinolones are totally

synthetic, chemcal nodifications can be nmade to those drugs
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that bypass these resistant nechanisns. There are studies
going on today where they are specifically |ooking at these
mechani sns of resistance, nmaking nodifications to counter

t hose mechani snms of resistance.

At the last Interscience Conference on
Antimcrobial Agents in Chenotherapy, they were talking
about the Son of cCipro. This is a nodification of
ciprofloxicin that w |l address these resistant organisms.

The third and last thing is directed to Dr.
MIler. In the drug approval process, it seems |ike we have
two diabolically opposed factors that we have to deal wth.
One is the residues issue. In order to mnimze residues,
we want to use the mniml anount of drug.

But , in order to do that, we maxim ze the
potential for resistance. On the other hand, to mnimze
resistance, we want to kill to organisns. To kill the
organi sms, we want to use the maxi mum amount of drug.
Studies clearly show that there is a relationship between
concentration of drug and MicC.

If we have concentrations of eight to ten tines
the MC, we end up with dead organisnms. Dead organisns are
not resistant. So, in the approval process, which takes
precedence, resistant or residues?

DR MLLER | have heard that a lot, that the

problemis that food safety is prohibitive. But | just
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don‘t think it is true because we have a very valuable too

which is called the withdrawal tine. Provided an ADl is
anything reasonable, the product, if we just wait, the
ani mal netabolizes the drug and it is excreted into the
envi r onment

so | don't see that there is this problem here.
Wiat ever the tox study says is the ADI is the ADI. et her
you have to wait three days or fourteen days--and that is
the time period we are talking about--really doesn’'t nake
much difference.

DR OBRIEN. To the second question, the
possibility that a nodified fluoroquinolone woul d evade the
resi stance nmechanisns to an earlier fluoroquinolone, | think
the answer to that is there has been a |ot of experience
with that kind of thing in the beta lactam famly of
antibiotics which has been a succession of resistance
mechani sns pursued by a succession of new classes of beta
lactams each of which was successful as a therapeutic agent
until the next generation of resistance mechani sms energed.

The fairly sinple way, | think, that that was
managed everywhere, by susceptibility testing and | would
guess by FDA regulation as well, is that they were
considered a different class of agent and were treated as
such , a different category for resistance testing.

| am sure--1 amnot sure, but | would inagine that
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the FDA woul d make that distinction.
MR GEYER: The answer was “probably?”
DR MLLER W think we can.
DR GOCDMAN:  The distinction is nade in the
framework in ternms of generations of cephalosporins, for
instance, and their inportance to human nedicines, | think,

where they are distinct classes. O course, it is niceto
rem nd people also that when quinolones came al ong and were
first marketed, there was going to be no resistance to
quinolones because they were a new class of agents with a
uni que chromosomal nmechani sm of resistance that had a very

| ow frequency. O course, that turned out rapidly not to be
true.

DR. STERNER  That concludes the opportunity for
two-m nute conmmentary. That dragged a bit |onger but that
Is the way of these neetings.

| would like to afford an opportunity to the VMAC
panel at this time to conclude their questions of they m ght
have of invited speakers. | wll just go ahead and start
right around.

DR COOPER: | have a question for Dr. Sundlof.

In responding to Dr. Barker's earlier question about the
category of drugs, | think you indicated that you probably
don’t have the research sophistication yet to provide a

response to all of the questions.
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My question is why do we need to subdivide the

three categories by three subcategories and what do we gain
by doing that at this particular stage. If we look at the
research needed to justify this, if you were in either
category, then what will you get from the sophistication of
dividing it into three subcategories?

DR SUNDLOF: | amgoing to ask Dr. Toleffson toO
answer. Actually, at one time, we had twelve categories so
we are getting better.

DR TOLEFFSON: What we anticipate is that the
different exposure categories will allow different types of
mtigation strategies that the sponsor could submt to us on
a proapproval basis that would give us nore assurance that
the product will be safe proapproval. So you are right in
that the requirements are going to be simlar.

Say you have a II-H drug versus a II-Mwith the
exposure categories being high, nmediumand [ow. But they
can be managed in very different ways.

DR COOPER  What would you gain from that
process? | guess if you look at the |evel of
sophistication, wll there be any val ue gai ned?

DR MLLER | think we have that in the franework
docurment al though there have been so many refs, it is hard
to renenber what is in what. But we talked about it, and |

mentioned it yesterday, that if you have a high-exposure
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scenario, so you do your worst-case scenario, and that ends
up to be not a problem then anything that is a |esser-case
scenario can be covered by establishing the safety of your
wor st - case scenari o.

So if you have a high-exposure drug and a species
that has a high pathogen |oad and you are able to determne
that you can establish safe conditions of use, that can,
then, be applied to the other species that have a |esser--a
fornulation that is going to be used less frequently and in
a species that has |ess pathogen | oad.

So you go with your worst-case scenario. |f
that's safe, then the rest falls out.

DR COOPER  Wuld this be viewed on the part of
the sponsor as an objective assessment or would it be a
subj ective assessment once you determne the category? And
woul d all sponsors have to neet the same criteria if you
| ook at the three subcategories of either category?

DR MLLER  Yes. Al sponsors would need to neet
the same--1 mean, | think we would try to have transparent--
we tried to do this, lay out a points-to-consider document
that would direct a sponsor so that they would know. But it
just got too conplicated as a first-brush cut.

But | think that we would be consistent in our
categorization and | would propose that a sponsor run

through a points-to-consider document. | think we left in

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




at

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

95

here points that you would consider to categorize your
irug, then conme in and discuss it with the agency as to why
sou came up the way you did.

DR GOLDBERGER: | think that, and many people
save touched upon this, the issue with the categorization of
antibiotics IS not actually wth the categories per se. It
iswth the inplications that will ultinmately conme from
oeing in a certain category. That is really the bottom
l'ine.

| think that, of course, it would have been
possible to have no categories and just, on the one hand,
either say that all new antimcrobial wuld have to do, for
I nstance, what is proposed for category I, which | think a
| ot of people would object to, or, alternatively, all new
antimcrobial would have to do what is proposed for
category Il which a lot of people, although probably other
peopl e, would object to.

This is an effort, | think, to produce a
differential set of requirements depending on the given
product. \Wether it is entirely successful or not, | think
that is an open question and | think, obviously, w thout
knowi ng what these inplications are, it is hard for people
to have a real feeling for it.

But it needs to be looked at like that. It is a

goal so that the requirenments are not the same for all new
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oroducts comng in.
DR. GOODVAN: W have heard a | ot about the
concern that there sort of be some risk assessnent end to
this . In essence, this second categorization that nmakes for

the nine categories that you referred to. The high, medium
and | ow exposure categories is a qualitative risk assessnent
of then not only how inportant is that antibiotic but what
happens to it and is that likely to result in problens.

For instance, as in the docunent, an exposure of
huge nunbers of animals wth |ots of foodborne pathogens
over long periods of time qualitatively results in a high
risk assessnment. That subcategorization of H would have
nmore stringent requirenents on the sponsor than for
treatment of sick animals specifically, individual animals.

so, in awy, it affords sponsors an opportunity
to use these drugs in ways that are safe without having to
necessarily go through all the hoops that they would have to
go through for higher risk uses. So it is, in essence, an
attenmpt. FDA is really looking for input into what is, in
essence, a qualitative risk assessment enbodied in those
categories .

DR FLAMWM To anplify what already has been said
On the exposure estimate, the main difference in ternms of
proapproval studies would be in the pathogen |oad

requirenents. So | ow exposure wouldn’t have the pathogen
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oad requirements proapproval studies as high and nedi um
xposures woul d.

So there is an automatic distinction if you fal
nto one of those categories. Regarding the categorization
p-front as to the high, mediumor |ow inportance, we have
already had some discussion of how we intend to do that and
‘hat is should be in a transparent process.

W didn't go, in the document, much into process
ind how one woul d acconplish these things |argely because
his is supposed to be the first go-around and we want
mput . But one of the things that we have considered is
-hat we woul d do rulemaking to establish the criteria by
vhich a drug would be considered high, nedium or |ow
I nportance for human nedicine.

Rulemaking, obviously, is a notice and coment
?rocedure that gets input and provides for input from all
interested parties. Assumng we were to go this route,
chere woul d be a regulation that establishes the criteria by
wshich a drug is judged as to high, mediumor low. And then
?erhaps, one mght have gui dance docunents that woul d be
referred to in the regulation that would actually |ist drugs
or drug classes and where they are.

The reason we would contenpl ate doing that aspect
in guidance as opposed to regulation is because of the issue

that circunstances change and then a drug might nove into a
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hi gher or lower category. And it is much nore difficult to
change regulation than to change gui dance.

So the ideal would be that there would be a very
transparent process to establish the criteria and, based on
that criteria, a transparent process as to how we use that
criteria and then sponsors would know, assuming they are
devel oping a drug that falls into one of the classes that
has been categorized, they would know up front where it is.

Now, granted, things can change and things nmay
nove, but that is just the way it is. That is not something
that we can nodify. To sone extent, there is a noving
target to the extent that the science changes and the uses
of drugs change. But we are trying to nake it as limted a
moving target as possible and as transparent and as
consi stent a process as possible.

DR. OBRIEN:. Do | understand that exposure, then
means anticipated volume of use--this is two-sided--
anticipated volume of use in animal care and/or anticipated
volune of use in the care of humans

DR. rFrLamM: Peggy and Linda should answer this,
but , essentially, we are talking about exposure in the
ani mal use.

DR OBRIEN. kay. This inplies sone kind of
ongoi ng neasure of what that exposure is, and that is

mentioned in the document. That appears not to have been
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controversial . At least, we didn’t hear much. It was
scarcely nentioned in the discussions of the |ast day and a
half .

| don't think it is clear how it wll happen but
at least the idea that there should be some nonitoring of
vol ume of usage of different agents in aninals is an inplied
part of the process. Am| right?

DR TOLEFFSON: Yes. The exposure categorization
is really trying to get an assessnent of a prediction of the
exposure to humans of the resistant pathogens. But the way
we deternmine that is based on the use in the animal. Then
the requirenent for use data submtted in the drug
experience report is nore to validate that and also to help
us predict in the future.

MR WOOD: | think I have one final question.
Antibiotics, of course, are one tool, particularly for
therapeutic use, for use in treating animal health.
Yesterday, there were several presenters that raised the
concern that this framework document did not address aninal
health and, as it was interpreted to us this norning, or
today, the document is intended to focus on no harmto
humans .

Does the docunment exclude consideration of animal
health and, if it does, it does not exclude that

consideration in the normal drug-approval process; is that
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correct?

DR SUNDLOF: The issues that we are dealing with
here are how do we satisfy the human food safety
requi rements of an approval of an animal drug for food-
produci ng ani mal s. In making a food-safety assessnment, we
do not take into consideration any benefits that may accrue
to the animals. It is purely a risk-based decision.

In determning the benefit effects of the drug in
the animal, there is a separate determnation in which the
drug has to be safe and effective for the animl for which
it is intended. But this document that we are talking about
here today is strictly concerned with the food safety
| ssues .

Sone of the other questions that have cone up, and
unl ess you understand that that is really what we are
dealing with, it can be confusing; why aren’t we applying
simlar kinds of constraints to conpanion aninals. The
reason is because there is a different standard for
conpanion animals, a statutory standard, that we are dealing
with a food standard and, for that reason, companion animals
don’t fall into that.

DR. STERNER  Cenerally, given certain cultural
consi derati ons.

DR LEIN: | have two. One is the nmitigation. O
course, it is not clear how that is going to be set. As we
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.ock at that, are we looking at increased resistance in at
Least the nmonitoring of the human side or do we | ook at it
on the veterinary side. If it is increasing in the human
out staying |ow on the veterinary side, what happens with
hat, versus maybe higher on the veterinary side and not
juite yet at the human side.

| can see where | would look at it but | am
wondering what the concerns of FDA are with that.

DR. TOLEFFSON: | will try to answer that. You
are really tal king about resistance thresholds.

DR LEIN: Right .

DR TOLEFFSON: O monitoring thresholds. of
course, that is going to depend on--

DR LEIN: How is that going to get pulled and
shere IS the triggering level for that.

DR TOLEFFSON: What we envision, although we
really don’t have any answers--that is going to require
probably quite a bit of public input and many nore neetings.
Nhat we envision is tiered thresholds so that we would start
threshol ds on the animal data sinply for the aninal issues.
If you reach a certain level that is agreed upon, some sort
of mtigation would need to be inplemented, such as an
education program whatever.

And then, maybe, possibly another |evel, again on

the animal side. That struggle we have really been going
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-hrough--we coul d design all kinds of scenarios that woul d
e most beneficial for the animal side of the equation. The
1ltimate threshold, if you are speaking of one that we woul d
request Wi t hdrawal fromthe nmarket or restricted
distribution, that sort of thing, would probably need to be
inked to the animal data.

Here, | am speaking as an epi dem ol ogi st because |
>elieve that the human data are nuch nore robust and we can
sontrol for that. Dr. Angulo nmentioned the case-control
studies that are already ongoing. | have nore confidence
-hat the human data are nore valid. So there would be
several t hreshol ds.

DR. LEIN. That bothers nme because there is not
the direct avenue of fromfarmto table. You have always
3ot the problemof where is this comng in, basically, as we
| ook at that processing.

DR TOLEFFSON: That is why it would be beneficial
to the sponsors to have on-farm studies where they could
identify where it is comng in.

DR MLLER That is it not comng fromthe farm

DR LEIN.  That is why | say if it is low at the
farmlevel, you cannot see it, but it is high at the human
| evel, how would that be |ooked at? | suppose it depends on
the quality of that nmonitoring, that is what you are trying

to say.
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DR TOLEFFSON:  Correct.
DR LEIN. M other question is to Dr. Vogel
Being a veterinarian, | amvery interested how he sees AVMA

if we go forward with this framework, being involved in at
| east hel ping FDA cone to, hopefully, the conclusions that
are going to make this successful for veterinary nedicine
and for human nedi ci ne.

DR VOGEL: In ny discussions yesterday, 1 did
bring you up to date on the current activities of AVMA in
formng a steering commttee to devel op judicious-use
principles and to guide the profession forward in devel oping
continuing education prograns and devel oping infornation
sources for veterinarians to make w se therapeutic choices.

The AVMA has several advisory bodies that guide
the profession in these areas. There is a Council of Public
Health and Regul atory Veterinary Medicine which, from its
title, you can tell enphasizes public health, food safety,

t hose aspects.

There is another Council on Biologic and
Therapeutic Agents which advises the profession on the wse
use of drugs and biologics. So both of those advisory
groups would help AVMA in devel oping policies, positions and
advice for the agency. | think AVMA woul d wel cone the
opportunity to enter into any sort of dialogue with the fpa

with CDC, with any other groups to help us nove forward jn
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this issue.

DR LEIN.  Wuld this include industry support,
then, too, Dr. Vogel?

DR VOGEL: The steering commttee does include
|'iaisons from the producer organizations. \W have invited
|'iaisons fromthe American Society of M crobiology, the
Infectious Disease Society of Arerica. There is a liaison
from the animal-health industry.

So | think our steering conmttee has the broad
representation of all the stakeholders in this issue.

DR LANGSTON:  You have probably noticed 1 keep
comng back to establishing resistance thresholds. pggtp the
docunent and several people have acknow edged tnhat that is
not now possible. M question, then, becones js it
possi bl e.

Steve nentioned that you have a risk-assessnent
consultant . In a sidebar, did | hear--not with you but with
someone else--that there is at least a prelimnary nodel
al though it is not validated that would give sone
correlation, or at |east an association, between animal drug
use and a human heal th outcone?

DR MLLER  Yes. | think one of the things is
shoul d we be doing thresholds, which is the question for

this group. But , certainly, if you |ook back in history

about how peopl e have established thresholds, and we had
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this conversation, the first way we do it is what is out

there now. W say, okay, that’s the threshold and then we
go ahead and do some further investigation to establish
whet her that is too high or too |ow and make adjustnents
there follow ng that.

That is what we did in Haccp and the FDA has done
that repeatedly in the past. W have gone ahead--and the
way | view this is there is a burden of pathogens and
resi stant pathogens in the animal, and there is a pipeline,
whi ch peopl e have tal ked about, through food processing, to
the consunmer and then the consuner gets sick.

What we have is a nodel which is saying we agree
that there are all these things |like dose. But those are
al | beyond our purview. And so we have sinplified the risk
model to what is the burden at the slaughter plant and then
what does that translate into in sick hunmans.

Then the assunption that we are going to nake is
that resistant organisns travel down this pipeline or though
this slope at the same rate as susceptible organi sms. Then
we will nodel. We will say, let’s say resistance is
1 percent in the humans; how does this translate back into a
resistance |oad at the slaughter plant.

Once we have that level, then we will go back and
make sone prediction about how much you could have on a farm

to reach that threshold in the slaughter plant. That is
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shere We are at with the process right now

DR, LANGSTON: The second question relative to
that, then, is if that may be possible, since we are talking
about requiring these thresholds proapproval, can it be done
before the drug is released, or is that strictly a
postapproval process?

DR MLLER we will build the nodel--is going to
be on how does Campylobacter travel from a chicken carcass
into getting sonebody sick. And then the nodel wll take
Into account--assune that the resistance is 1 percent in
humans--we will have to have sonme discussion about what
woul d be acceptable in humans--how does that translate back
to what | can allow at the poultry facility.

That can all be done because that is just
assunptions.

DR LANGSTON: so, admttedly, your initia
threshold may be somewhat--1 hate to say arbitrary, but at
least a SWAG -and then it will be refined. SWAG is better
than WAG | guess. And then it will refined as the node
becones clearer and gets nore and nore data.

DR MLLER | don’'t think we have come to a fina
decision yet of how we would set the thresholds, whether we
woul d go out and monitor for what is the existing |evel of
resi stance now and we would work from that, whether we would

work off of our pipeline nodel. | think those are open for
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di scussi on.

One of the questions | think we had in there is
should we look at the level in humans, should we base it on
the level in animals. Maybe that is an issue for a
subsequent neeting about how would we go about setting these
t hreshol ds.

DR. STERNER  Editorial time. Wiile | laud the
detail of the answers, in the interest of conpleting the
rest of our VMAC nenmbers’ opportunity to ask their
questions, please be as concise in your responses as you
possibly can so that we can get through the entire panel

DR. GERKEN: M question is for Dr. Angulo. [Dpes
cpc have antimcrobial resistance data from processing-plant
envi ronments and/or from humans in those plants and, if you
do, what are the results of those data.

DR ANGULO: The short answer isS no. The
explanation is that we participate in the Nationa
Antim crobial Resistance Mnitoring System and the USDA has
data on antimcrobial resistance in slaughterhouses. W do
not collect sanples from healthy people in ternms of the
current NARMS. W do not collect sanples from people
working in processing plants .

DR GERKEN.  Then | have a second question. Do
you have a concern in that area? | think there are sone

ot her people who do. And do you have any plans to do this?
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DR ANGULO W have begun sone studies, piloting

sone studies of healthy individuals |ooking at enterococci
fromhealthy individuals. It is not a high priority to
focus on processing-plant individuals because it is our

I npression that the feces of processing-plant individuals
don’t frequently get into the food that they are processing
and so we don't think that they would serve as a reservoir
for antimcrobial resistance to any great extent.

DR GERKEN: | wasn't inplying that the feces from
those humans was contaminating it. Byt the environnment, you
are saying that that is USDA and USDA has the information on
the antimcrobial resistance in processing-plant
environnent; is that correct?

DR. ANGULO | may have misunderstood you; not the
environment but the finished product. The slaughterhouse
sanples is part of HACCP that are collected. They have
those sanples. There is not sanpling being done in the
environnent of a processing plant that | am aware of. It is
not a part of NARM.

DR GERKEN. Do you believe that there may be sone
contam nation, some environnent issues, in the processing
plant that may or could be responsible for this human food
contam nation rather than the aninal that comes from the
farmand that this nay be an inportant issue in trying to
decrease this antimcrobial resistance?
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DR ANGULO | fully agree that antimicrobial-

resistant organisms can enter the food chain anywhere al ong
the line. But there is strong epidemiclogical evi dence of
where the primary source of introduction of contam nation in
the food supply is.

The environnment does not recognize it as an
i mportant reservoir for such contam nation and, because of
that, the HACCP reqgulations inplemented by FDA FSIS did not
focus on the environment in processing plants.

DR CGERKEN: So that data is based on the DNA
typing or is it based on your epidemiological data?

DR ANGULO It is based upon the wealth of data
avai l abl e from epidemiological field investigations,
sporadi c case-control studies, nolecular fingerprinting,
epi sodes--it is well established in the literature where the
primary source of foodborne pathogens which enter our food
supply are from

We fully recognize that there are exceptions to
this domnant role. W recognize that sewage effluent from
a human treatnent plant could contam nate and enter the food
supply . W recogni ze that as a possibility. But it is not
the dom nant source of contam nation in the food supply.

DR HOLLAND: | have no further questions.

DR. HASCHEK-HOCK: | have two questions. One
relates to on-farmnonitoring. The proposal is for
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monitoring by the sponsor with FDA giving advice to the
sponsor. | am wondering is that going to lead to uniformty
of data and, if it does not, whether that data would be
useless to be considered in evaluating further resistance

| evel s.

DR TOLEFFSON: We would prefer one study, not a
sponsor-specific or a drug-specific study. W could attenpt
to standardize the protocol such that the data would be
about as uniformas we could hope for. Actually, R chard
Wod asked this question and | neglected to answer it. W
woul d have to put into place sone kind of validation
procedures, quality control.

DR. HASCHEK-HOCK: The other question deals with
t herapeutic and subtherapeutic use of drugs. This has been
addressed to a very small extent at this nmeeting and | am
wondering is it proposed that the categorization of drugs
takes into account these uses by the high, medium and | ow
exposure to hunans?

It seens |like there are other considerations as
well; for exanple, that subtherapeutic use is not under
veterinary control and we have heard about the judicious use
of drugs being established for the veterinary profession.

But , obviously, this would not be in place for
subt herapeutic use.

DR suNDLOF: The document really doesn't
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Di stingui sh between therapeutic and subtherapeutic uses
1lthough, because of the exposure assessnent,

jubtherapeutics pay a penalty. Their use would not be
imited to that segnent of the population that is i1l froma
sppecific bacterial disease. Al animals in the population
potentially would benefit.

They are generally used for |long periods of tine
ind S0 the exposure assessment picks up that. The issue of
-egqulating therapeutic and subt herapeutic drugs differently
s an issue that really doesn't fit within the FDA s
urview.

We do not make val ue judgnents on specific uses.
the criteria that we have is that the drug be safe for the
inimal and the environnent, the user and the public, that it
>e effective, that it does what it clains to do and that it
neets certain quality standards.

The agency does not have the authority to make
value judgments as to which use is a good use and which use
is a less than good use or inprudent use. | think you can
inderstand that a nunber of the products that FDA regul ates
are controversial in nature, are offensive to some people
Eor various reasons.

Yet, that is not the type of decision that | think,
you want a bunch of regulatory scientists making, naking

t hose kinds of value judgments about what should be approved
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nd what should not be approved. If there are issues that
leal With values, those are better dealt with outside of the
‘DA scientific regulatory process .

DR FLETCHER. Steve, a question about timng.
rou nentioned, | think, yesterday that the end of public-
:omment phase was April 6. \Wat do you see in terns of a
cime frame on this framework noving toward inplenmentation?
that woul d happen after that public-coment period ends and
oy What time--or do you have a tine in mnd in which you
vould expect that this is when we would inplenent this.

DR. SUNDLOF: After the coment period concl udes,
in fact we will be looking at the coments as they come in
and trying to address the coments--a lot of the comments
#ill say the sane thing so we will address those as a group
some of themw |l be individual coments and we will try and
address all of the comments and nake a conclusion as to what
we think the advice of this conmttee was based, on the
comments that you nmake in this venue and also the comments
that we receive fromthe public.

Based on what we interpret as the directive on the
document, if it is go forward, then we need to start
i medi ately dealing with the specific issues of things such
as how do you design a proper proapproval study, how do you
set nonitoring and resistance thresholds, what kind of

surveillance system woul d be nost appropriate?
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We want to do these just as rapidly as we can so
that we have a stable regulatory environment and so that
irug-company Sponsors can conme to the agency and know fairly
specifically what is going to required of themif they
decide to go through the approval process.

W have made this the Center’'s nunber-one
priority.

DR STERNER  Any further questions?

DR GALBRAITH.  Just one question. There has been
sone suggestion that surveillance data, if it raised issues
concerning current uses, that the framework woul d be
utilized. Does FDA plan to get the statutory authority to
Wi t hdraw drugs? Shoul d that be indicated?

DR sunpLOF: W do have the statutory authority
to withdraw drugs. Generally, when we nove to wthdraw a
drug because of a public-health problem we get into |ong and
extended debates just as we have with the resistance issue
as to what is a public-health threat, when does it rise to
l evel of harmto the public that would require us to take
action.

Those issues are never very clear-cut and there
are always debates on both sides of those issues. Drug-
conpany sponsors do have the rights to exert their due
process activities in protecting their products and so we

get into long scientific debates.
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Wth the framework docunent, the establishnent of

proapproval thresholds will allow us to nmake a determ nation
up front whether or not these products have exceeded what
has been agreed upon prior to the approval as the point at
which it no longer nmeets the criteria of reasonable
certainty of no harm which should greatly expedite the
renmoval of the drug fromthe market with nuch |ess debate
than we usual |y consi der.

That is why we think that is a very critica
i ssue. So, taking drugs off the nmarket that may rise to
that level | think would be nuch nore clear-cut once we have
a standardized policy in place in which to be able to
eval uate those.

DR. GALBRAITH: So you believe your authority is
adequate as it stands currently.

DR SUNDLOF: Yes .

DR STERNER:  Dr. Barker, vyou indicated that you
m ght have placed your |ast question but | seriously doubt

that. The floor is yours.

DR BARKER ~ You know nme too well. W are dealing
with a framework docunent. | think it would be worthwhile
to underscore that in our deliberations. It is obvious from

the comments nade from private industry and from the agency

that, clearly, this is a cup that is both half enpty and
hal f full.
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| think both sides agree that the cup is half

enpty of adequate science, details, specificity. | ndust ry
may also see it half full of unknowns and regul atory
horrors, but | think the FDA sees it half full of pronise,
of also addressing, perhaps not finally but at least to sone
degree, this issue of antimcrobial resistance and their
requi rement to provide safe, effective and reasonable
products to the market.

Either way, this cup is apparently full of

somewhat bitter drink and we will have to find some way to

sweeten it. | have upheld my promise that that was ny |ast
question. | just had a comment.
Thank you.

DR NORDEN. That is difficult to follow. Sitting
next to Dr. Barker has been an education. That's a
compliment . | have, really, one point of substance which is
a question for the FDA and a couple of comments. | will
keep them brief.

| am particularly concerned on page 14 under
mcrobial safety, there is a sentence that says, “Gven our
current understandi ng of nechanisns of resistance, FDA
believes that generally it would not appear biologically
plausible for resistance to be transferred from ani mal

enteric pathogens to the human respiratory pathogens.

| think that Dr. Salyers’ comments and
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presentation yesterday, and other data, would give pause to

that. | would be happy for the FDA to respond. pyt my
concern, and | think the concern of those of us who are
taking care of patients, particularly in nosocomial
settings, is not so much with foodborne pathogens, although
| would hate to see multi-drug-resistant Sal nonella

epi dem cs, obviously.

Qur concern is wth Staphylococcus and wth
Pneurpcoccus right now, and VRE to a |esser degree. | think
it is very clear that resistance can be transferred from
enteric organisms to non-enteric 0rgani s, ppoumococcus
being the best exanple of it right now

So ny suggestion would sinply be that | don't
think that passage or that paragraph should remain in the
document for scientific reasons.

My other concern, and | think Dr. Hock raised it
and it is appropriate, js that--and maybe it is not the
FDA's purview. | understand about subtherapeutic use, but
subtherapeutic use is the best way | know in the test tube
>r in vitro to induce antimcrobial resistance.

If you take an organism and repeatedly expose it
o a low contam nation of antibiotic, you jnduce resistance.
[ would see that that may well be happening in aninals and,
herefore, SiNce antimcrobial resistance is the subject of
“his meeting and what we are all trying to deal with and
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reduce, | would suggest that subtherapeutic use may be an
I nportant issue.
Finally, just as a general conment, | have found

this an absolutely fascinating nmeeting and this is not an
abstract comment on ny part because we deal with this. |
keep hearing the terns “human” and “ani mal” nedicine
expressed as though they were exclusive.

They are not. Human is all of us in this room and
outside this room These are very real issues. The animal
part may be a very snall part of the resistance problem
Again, | will acknow edge the role of physicians in this
problemis huge, nyself included. But | don't think we
shoul d be tal king about human and ani mal medicine as though
they were separate.

DR. STERNER It is said, “He who laughs |ast
| aughs best.” Dr. Angulo? |t is your opportunity to |augh
and nake the best statenent.

DR ANGULO: Thank you. | have three short
questions which follow up very nicely, | believe, with px.
Norden's points. The first question is | have serious
concerns about what is witten on page 14 about the
possibility of recategorization. CDER has explained an
el aborate procedure for establishing the categories. But
then there appears to be an option to recategorize a

category | drug to a category Ill drug based upon a
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subj ective opinion

To phrase this as a question, it is a question to
Eric Flamm. Wuld this recategorization, if this were to go
forward--would this be part of the regulatory framework that
you pointed out and the guidance docunents that you have
poi nted out so that these considerations would be in that
process or would it be after that there would be a
recategorization later on downstreanf

DR FLAM  To sonme extent, it is premature to say
how it would work. But , certainly, ny concept of how it
woul d work would be it would be up-front and it would be
part of the criteria of how one establishes the criteria for
categories I, Il and Ill and then the drugs would be put in
t he gui dance documents |isted where they are.

| cannot envision any process that FDA woul d use
that would ever be sinply we neet with the sponsor behind
cl osed doors and something is shifted and there is no
expl anation and no one knows what happened or why.

DR ancuro: | think we have very clear paranmeters
on how to categorize based from COER  But this paragraph
inmplies that there is some other unknown paraneter that
could be worrisomne.

DR FLAM  Just to clarify there. That was one
of our considerations of how we mght categorize drugs.

Based on coments, we will review whether that concept
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should remain. Again, it was intended to be used in
specific circunstances where we thought a specific drug/bug
conbi nation was such that it mght not cause a drug that

ot herwi se woul d be category | to be category I.

This is not supposed to be some secret mechani sm
by which we change categorization of drugs.

DR ancurLo: The next question was the framework
docunent asks for additional detailed drug sales infornation
t hrough the drug-experience informtion. Isn’t the drug-
experience information currently confidential and would it
remain confidential in the framework docunent?

DR, TOLEFFSON: Yes; it would remain confidential

DR ANGULO: So there would be detailed drug
information but not available to consumers.

DR TOLEFFSON: That's correct.

DR ancurLo: | would disagree with that process.
The last point is the categorization--I actually have
greatest concerns on how we categorize category Ill drugs
because | just foresee a controversy in the future and that
Is if category Il drugs are categorized such that they are
those little used in humans or not used in humans, we wl|
forever debate what little used neans, or also other
questions about little inportance.

| would strongly encourage, and | would like to

ask if you have considered this, strongly encourage that
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either we have a fourth category that is drugs not used in

humans which we could all agree to put ionophores in and we
coul d set ionophores aside and elimnate themfromthe
debate, or to take category Il and have two parts to
category IIl, those of little use and those of no use.

Have you considered having a category of drugs not
used in humans?

DR TOLEFFSON: W did consider it. W thought we
sonewhat took into account your concern by our recognition
that this docunent or the categorization of drugs would be
dynam ¢ so that as new drugs cane on the market--and it
would require a great deal of interaction between CDER and
CV as to what is in the pipeline.

A subcategorization of category IIl is a way that
we could handle this and we will take that comment into
consideration like all other comrents. But our idea that
this could in no way be a static docunent | think is worth
consi deri ng.

DR ancuLo: M final commentary is | think, in
the interest of trying to have a vision of comng in line
with what is occurring in Europe in ternms of growth
pronoters, it would be very prudent to have a category of no
use in humans because they, of course, have a category of
drugs which are not used in humans.

I think that we could try to adopt what they are
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doing in that categorization. So | would strongly encourage

having such a categorization because ionophores just
shoul dn’t be included in the same debate as Bacitracin oOr
sone of the other drugs which are used in hunans.

DR STERNER W are at exactly the noon hour when
we are scheduled to break. | will afford the panel nenbers
one last opportunity for any burning question that they need
to have answered in order to address the five questions
posed from vMAC.

DR WACHSMUTH: One last question. USDA does run
the Residue Mnitoring Program although FDA enforces any
residues above the allowable limts. vour comment about
chloramphenicol Struck me in that setting particularly. Why
was the chloramphenicel banned and what was that process?

DR STERNER  Because of its ability to induce
fatal aplastic anem as in humans who nmay have been exposed
to the drug. And the second part? Wy was it banned?

DR WACHSMUTH: To ne that is even nore of a dire
situation than the energence of a resistance at that |evel.
3o then it was very easily banned?

DR STERNER'  Yes; Lester Crawford just said, “You
zan‘t use it anynore. And that was jt."

MR GEYER: It wasn't quite that sinple.

DR STERNER  You can tell I'ma practitioner

MR, GEYER: The drug was approved for use in snal
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animals and it was being m sused extralabely in calves.

There was the aplastic anem a problem that Keith nentioned.
But we did have to offer the sponsor an opportunity for a
hearing. They did not elect to pursue that opportunity so
we were able to renmove the product fromthe market fairly
axpeditiously perhaps in a year or so fromthe tine we first
started the process.

But we did need to provide an opportunity for the
sponsor to exercise their due-process rights.

DR ANGULO | know things have changed
dramatically in terns of food safety in the last severa
decades, but there was a chloramphenicol-resistant
Sal nonel la outbreak follow ng the ban or use of
chloramphenicol and it was traced to dairy farms jn
California that were using chloramphenicol.

Qur branch did do a survey of dairy practitioners
anonymously in California and found a significant anount of
chloramphenicol use following the prohibition of
chloramphenicol .

Agai n, things have changed dranatically but the
prohi bition which took a period of time did not inmediately,
of course, cause the immediate withdrawal of the product
fromusage. That data is in the New England Journal of
Medi ci ne.

DR STERNER | wll editorialize for just a
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Wth that, we stand adjourned until 1:00.

[ Whereupon, at 12:00 p.m, t

recessed to be resumed at 1:00 p.m]
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AFTERNOON S ES S I ON

[1:00 p.m]
Presentation of Awards

DR STERNER At today’s neeting, we would like to
recogni ze three of our distinguished menbers for their
contributions to the Veterinary Medicine Advisory Conmttee,
I will just start and go sequentially around the table.

On ny left, Dr. George Cooper has conpleted his
term Dr. Donald Lein has conmpleted his term  You have set
the mark very high for chair of the conmttee. | hope to at
| east follow somewhat in your shadow. To ny immediate
right, Dr. Diane Gerken has conpleted her term

Dr. Sundlof, are you available to make your
presentations?

DR sunpLor: W have some plaques and ot her
assorted paraphernalia for our outgoing nenbers. Time goes
by so fast and it just seens |ike you get on the commttee
and three years is up and you are gone. Diane, would you
cone on and accept your award.

This is in appreciation for all the hard work you
have done and com ng back and pulling extra duty.

DR GERKEN:  How could | resist with topic of
di scussion? Thank you. [ Appl ause. ]

DR. SUNDLOF: Dr. George Cooper, come on down.

This is in appreciation of your years of service to the
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Veterinary Medicine Advisory Committee.

DR COCPER :  Thank you .  [Appl ause.]

DR sunpLOF : And for our outgoing president, Dr.
Don Lein. W have a special award for you. You get the
certificate of appreciation.

DR. LEIN.  Thank you.

DR SUNDLOF: And, in addition, you have a speci al
gavel with your nane engraved on it.

DR LEIN: Thank you very nuch. [Applause.] |
just want to mention one thing and that is that Keith has
superseded hinself. Handling this is going to be, 1 think,
a very inportant thing that he has done and he is doing very
well .

DR SuNDLOF: One nore, and we don’t have a plaque
as yet, but | want to recognize Dick CGeyer for his years of
service as the executive secretary for the Veterinary
Medi ci ne Advisory Committee.

DR STERNER  How about a standing ovation.

DR sunpLor: | think that is even better.

[ Standi ng ovation. ]

MR GEYER: | am surprised. Thank you very nuch,
Steve, and thanks to all of you. It has been a great tine
and | have really enjoyed it. M best to all of you in the
future. Three nore hours and | amreally retired.

DR sunpLorF: Dick was my nentor when | was on the
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Veterinary Advisory Commttee. So it is sad to see you go,

Dick. W really do appreciate all the efforts you have gone

to.

Thank you, M. Chairman. 1 will turn the meeting

back over to you.

Committee Deliberations

DR. STERNER. | have just a few editorial comments
to make and we will proceed with the questions. | think
that it is clear, listening to the speakers of yesterday and

the comrentary and questions of today, that there are very
strongly held views on this issue and we bring many
different opinions to bear on this issue.

| would recall the words attributed to a cowboy
phi | osopher of an earlier tinme here in the United States and
those were the words of WII Rogers. “It ain't so nmuch what
people don't know, it’'s what they do know that just ain't
so.”

| think that when we [ook at the interpretation of
scientific data it is very clear that people fromdifferent
perspectives in industry and regulatory and practice see
these issues vastly differently. | didn't nean to ignore
consuner-interest groups as well. W all bring different
baggage to the table here. To quote Dr. Bell a bit from
yesterday, it is time to nove on

Wth that as a preanble, Dr. sSundlof stated when

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




at

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

127
1e first came to chair the Center for Veterinary Medicine as

director that it was cvM’s goal to have nore new animal drug
approvals rather than |l ess so that veterinarians and the
issue industry had safe and effective products to use and
chat the public health was provided for and protected by
?roducts that had gone through the approval process.

| think we need to keep that goal in mnd as we
structure our recomendations, as this commttee structures
Its recommendations, to the Center.

| would also remnd the commttee that our charge
here is not to debate the issue of antimcrobial resistance.
That item that phil osophy, has been published in the
Federal Register |ast Novenber. The tinme to comment on that
or to debate that issue with the Center. The 30-day comment
period was passed with regard to the CVM position on that.

| see a head shaking, but that is a done deal
That is correct, Steve? So the issue rather deals with the
framework document, | think, as an initial starting point
and to give advice on where the agency or whether the agency
shoul d proceed.

It is obvious fromthe presentations made
yesterday and the questions asked that nost of us have
| ooked at the framework document and drawn widely differing
conclusions as to its suitability in correcting the issue
much less the need for it in the first place.
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In review ng the comrents, certain salient points
seem to surface again and again; anong them and to name but
afew, the ability to consistently define resistance in
animal bacterial populations as it affects human health.

Two , the need for an expanded and enhanced NARMS
or simlar programthat, over time, helps to provide a
dat abase for scientific public-policy decision nmaking as it
applies to veterinary drug approvals. The pitfalls and
chal | enges here are daunting and, clearly, there will never
be a unanimty of agreement on the validation of such a
moni toring program

The anticipated economc costs of the current
f ramewor k- docunent proposal and uncertainties associated
with the future approvability of an NADA cast serious doubt
on future veterinary antimcrobial conmpounds ever being
submtted for an NADA with a food-aninmal indication

Dr. sSundlof has further elaborated in his comments
the need for tinmely progress on this framework document in
the light of the Novenber Federal Register notice. In the
interim | will draw the conclusion of the inference that
there will be no new antimcrobial approvals.

Underlying the whole issue of antibiotic
resistance is the issue of subtherapeutic and growth-
pronmotion issues which, while viewed as intrinsically bad by

many, serve to obscure the nore critical issue of most
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stakehol ders with regard to therapeutic uses. W nust
wei ght carefully our deliberations so that our
recommendations, no matter how well intended, do not result

in unintended dimnishing of the public health status of our
human and food-ani mal popul ati ons.

There are nunmerous historical exanples of attenpts
to address one wong that have resulted in an even greater
one being created. | think that the nenbers of this
committee are capable of evaluating their own objective
bi ases and coming up with what is best described as the
right thing to do with the information at hand. W will
never have the conplete answers.

W have a document before us and all that renains
are the details and the devil is in the details. Wth that,
Dr. Sundlof, | turn the floor to you to ask the commttee
t he questions.

DR sunpLOF: Thank you, M. Chairnan. |
appreci ate those opening remarks.

The first question--we will go through them and |
wi Il read the question and then turn it back over to the
chair--there it is right up on the screen. “The FDA'" s goal
is to protect the public health by ensuring that the
efficacy of human antim crobial therapies is not conprom sed
due to the use of antimcrobial in food animals while
providing for the safe use of antimcrobial in food
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ani mal s.

The question to the commttee is, then, “Do the
concepts laid out in the docunent entitled ‘A Proposed
Framework for Evaluating and Assuring Human Safety of
Microbial Effects of Antim crobial New Animal Drugs Intended
for Use in Food-Producing Animals’ provide a sound
scientific basis for achieving this goal if inplenented?”

DR. STERNER  The floor is open for comrents from
the Veterinary Medicine Advisory Conmmittee. | would like to
canvas the menbers.  How many of you have a comment to nake
vith regard to Question No. 1? jyst a show of hands. In
chat case, | amnot going to canvas every nember and | wl|
just start to ny left since | happen to be |ooking in that
lirection.

Richard, | think that you were first.

MR WOOD:  When | raised nmy hand, | didn't want to
e first. W applaud FDA and cvM for taking this step and
stablishing this framework docunment.  The framework
locument, overall, has us all nervous which is probably a
jood thing. Because it is a framework, it is not as
;pecific as any of us would like to have.

But , in a way, that is a good step because that
eans it is a transparent process and that we have been
yrought in at an early point in that process to provide

nput and direction. So we also applaud that step not only
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of establishing the framework but allowing us all to be a

part of the early formulation of that franmework docunent as
vel |

We woul d hope that that kind of transparent
process would continue through the ensuing steps that follow
today’'s neeting. The scientific focus of placing the
framework around human health inplications from a lay
perspective looks to us as sound. But from a consuner
perspective, | think I need to say that we, as consumers,
read the newspapers and then we sit down and we feed our
children or, in ny case, ny grandchildren fromtime to tine-
-as of Saturday, one nore.

Qur concern is not first and forenost has good
science brought this food safely to ny table but sinply is
the food safe. W, as consunmers, are aware of what is
happening out there in terns of what we read in the
headlines. So what we bring to this table is a sense of
urgency that we do nove forward in policy, regulatory
policy, in developing some response to the realities of
antimcrobial resistance that is out there.

We are concerned that it be based on good science
organi zational ly but, as consuners, we want forward novenent
and at |east sone framework by which to address those
concerns.

Regarding risk assessnent from the experiences
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chat we have had in that light, we applaud the need for
aaving ri sk assessments but often find themto be a del aying
tactic or, not necessarily, a tactic but a process of delay.
In another area, we have worked as an organization very |ong
and hard on Salnonella testing of shell eggs. As sone of
you may know, the risk assessment |eading to that rule which
still is not in place has been a |long one.

Qthers can point in other areas where sone risk
assessnents have not been enabling but rather have been
di sabling processes. In that regard, we appreciate the way
in which risk assessnent is incorporated into this framework
where it evolves as the condition and need evolves. And we
support that kind of relationship.

Thank you.

DR LEIN M statenments won't be |ong but ny
interest is saying, scientifically, is this a good
f ramewor k. | think the framework, if the implementation
foll ows good science--what | meant by that, when this is put
t oget her--we have tal ked about a lot today but | think it
needs to be repeated again that outside council should be
sought and that the science needs to be good for this to be
scientifically sound.

so, in putting this together, | think working with
the industries, working with, again, other governnent

agencies, universities, down through where the expertise is,
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along with your expertise, should be utilized in putting
this together.

DR LANGSTON. | would just like to say this has
been a conplex problem As was said earlier, | don't think

anyone on one side is either trying to penalize the aninal
heal th industry or agriculture nor, on the flip side, would
any veterinarian honestly put the public at risk in their
own m nd

Havi ng said that, we do have two totally opposing
viewpoints, it seems, one saying that there is no proven
problem so why ask ne to solve sonething that may not exi st
which, froma scientific viewpoint, | tend to agree with for
the nost part that we do need nore research and risk
assessment .

On the flip side, the idea that for certain
i1l nesses and drugs, the stakes are sinply too high to wait
for a proven human effect--i.e., a human fatality--and that
possibly that hasn't occurred because either it is very hard
epidemiologically to prove and, to a certain degree, w
until now, we have been able to discover new drugs to
suppl ant the ones as resistance devel oped; for exanple, the
fluoroquinolones t0 repl ace chloramphenicol.

So | amtorn between wanting to protect those
drugs vital to human public health while not willing to

endorse a systemthat relies somewhat on threshol ds that
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-end to be, at best, guesses.
To me, | think the scientific basis of it is what
zauses e SOME concern. | would probably, since | have to

nake a decision for some form of very strict definition of
category | such that diseases that are life-threatening or
rave Serious residual injury associated with them and there
are No other legitimate choices in their treatment would be
so designated and those would be relatively few.

Regrettably, that may have sone inpact initially
on new drug devel opnent. Also, since we do not have a
nethod of firmy establishing thresholds for those drugs,
there will have to be sonme best guess made with the

realization that those wll be changed as things go along.

For category Il and IIl, | do appreciate the
concept of the category. | like that but | do not know t hat
threshol ds should be established for that. | think sinply

setting a background |evel and nmonitoring trends that would
be reviewed by the agency or an outside blue-ribbon panel
woul d be nost appropriate.

DR GERKEN.  This document and this problem has

caused ne a trenmendous anount of angst in the last two days.

| nust say that it seens with every mnute, | learn either
more or renenber |ess of what |--something like that. But
even at lunch, | learned nore new information that changes

per specti ve.
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| guess | view the document as kind of a straw man
to put out there for discussion. \Wat was brought out this
morning was that it was actually a conposition of nany
organi zations within the government getting together and
deciding what to put in this. | think that is really good.

| would think that you should go one step further
and bring advisory committees together. | know that sounds
like a whole | ot of hooey-hooey, but if nothing else, of al
these different groups, it brings it out into the public so
much nore discussion can be had so that much nore
communi cation can occur and education can occur of the other
perspectives .

We all cone in with a certain perspective, not
necessarily really emotionally involved, but certainly wth
a perspective. M perspective has been influenced by a |ot
of different things in the last two days. So | think that I
woul d like to suggest that there be nore joint neetings
among the three or four groups, CDC, USDA, FDA, and have
t hem be nore publicly oriented.

There were probably things that could have been
discussed in the last two days that weren't such as where
t he European community is with this and how we conpare. My
concern right nowis that we will not have any new drug
applications for food-aninmal use and that if we go back and
review the ones that are currently being used, we may not
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have any of those.

Wthout having any drugs, that kind of bothers ne

as far as the veterinary oath is concerned. | don't know
the solution to that. | think this is a foregone concl usion
that sonme of this document is going to survive. | guess the

best guess here is to continue to try to work with all the
agencies to understand all the perspectives and to work out
an agreenent and try to get as nuch public conmunication and
education as possible involved in that process.

DR HASCHEK-HOCK: | would like to echo pretty
much what other people have said. | think the FDA shoul d be
commended for their innovative approach. In answer to this
question, | think that part of the question is does it

provide a sound scientific basis for achieving this goal if

I npl enent ed.
At the nonent, | think it provides a scientific
basis . The “sound,” | think, is still to come. | think

there is as lot nore information that has to be gathered. |
would especially like to encourage a rapid identification of
areas where information is mssing so that this could be
gathered so that a nore sound deci sion-making process can
ensue.

| think that, certainly, this conmittee--it has
been a difficult task for this conmttee. W cone fromall
different backgrounds and, certainly, | think experts, which
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you have already approached for information but, as you nove
forward, you need to nake use of the expert jnformation
available in the specific areas that need to be addressed
for this to be a sound scientific basis.

DR. FLETCHER: | have reservations about whether
the framework provides a sound scientific basis. | think
the coments we heard yesterday from various groups reflect
that concern. 1 think that what | would say is that there
I's an opportunity that | am sure the agency woul d take
advantage of to engage in further dialogue wth those
various concerned parties.

| think the question is providing for the safe use
of antimcrobial in food animals. | just want to reflect
that concern that we still have opportunity for safe use of
antimcrobial in food aninals.

The other response to that question 1 would nmake
Is it obviously depends on where you sit and where your view
Is as to whether or not it provides a sound scientific basis
or not. The trick is to try to bring together enough of a
consensus to be able to nove forward in this whole arena and
address the critical issue and that is what can be done to
mnimze the risk to a level that allows the agency to neet
Its statutory requirements

| would have to say, Steve, | didn’t fully

appreciate that until you nade the comments this mornina
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about what the statutory requirenents are which put a little

bit of a different context that | think we have to westle
Wi th.

| think there may be, as we go through other
questions, sone sections that seemto me to be on a |ess
sound scientific basis than others, pathogen |oad being one,
perhaps establishing a threshold. But | think that that can
be done probably picking the target organisns that would be
a basis or logical reason for doing that.

So just looking at the general overview, the other
comrent | wanted to make is | think we need to be sensitive
to the fact--and realizing that you can find in the
literature whatever you want to find to support your point
of view-but in the presentation of the document, it cones
across as a selective identification of references to
support the agency’s point of view.

|"m sure that those who wote it realize this,
that there are other peer-reviewed references that can be
cited that go counter to sonme of those approaches. g
don’t know that that necessarily hel ps make any progress but
there needs to be at |east an acknow edgnment that there is
that difference of opinion supported by whatever one woul d
choose to be able to find in the literature to support that
point of view.

But the sensitivity to the availability of
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appropriate antimcrobial for veterinarians to use in
?rotecting the health of food aninmals is critically
I nportant because that does have, in a broad sense, an
I npact on public health as well.

DR GALBRAITH: | think with all its problens and

conplexities that the framework is, indeed, an innovative
approach and provides a sound scientific basis for action.

| think FDA should be conplinented for the framework even
with all the challenges that remain. | think waiting for a
body count sinmply is not an option.

The alternative, which seens to be proposed, risk
assessnent, | think, is, perhaps, an issue for tonorrow and
not an issue for today. | think you will get into the same
problens comng up with default assunptions that you have
for not accepting this framework and goi ng ahead and setting
t hreshol d.

I think FDA does not have in place now an adequate
framework to protect public health and I think it would be
irresponsible if they did not nove ahead. [f history is any
guide, just within the last ten to fifteen years, state
health departments tend to act when the federal governnment
does not act.

Don Lein’s need for good science which I back up
that is not a good onen when you have ten states going in

ten different directions. This is not an issue that is on
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the horizon, on the radar screen of public-health officials
right now and the public, but | think it coul d becone one
very easily.

| think one could argue that FDA is not noving
aggressively enough on the current issue, on the current use
issues . It is not at all clear that the existing statutory
authority is adequate. Assuming you had justification for
renmoval of a drug, with all due respect to what Steve said
earlier, | think it could easily be a two-to-three-year
process.

So | think FDA is to be conplinmented and
encouraged to go ahead with this framework.

DR BARKER  Does the franmework docunent provide a
sound scientific basis? It depends on what kind of
framework is being perceived as being created, in part. Is
this a framework for a Gothic cathedral or a framework to
build a parking |ot?

Some would like to have it just be flat and a
parking | ot and others would like to bring to it much nore
t han, perhaps, needs to be present. Sone of the supports
that we have in our framework are missing. They may be
essential parts of the frame that would help keep up the
met aphor that | am going to continue with

The franme may be mssing lintels and lallies. It

may be missing a major support wall. It is missing sone
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scientific support. It is mssing industry support. |t is
mssing some decisions that need to be made. But , clearly,
the frane in which this is going to be placed is a solid

f oundati on.

The FDA has responsibility to neet its
requi renents of assuring safety and effectiveness. The
foundation is sound. That is not the question. Should we
build a Gothic cathedral or should we build a nore nodest
honme in which we can all live nmore confortably. Once we get
to that point, let's bring in the interior decorator and
start picking out color's.

An awful lot of the details are left to be filled
inand, to a large extent, | think that has created the
controversy. No one is clear exactly what we are building
here. Hopefully, in the process of our discussions and
del i berations in which we take up each of the individual
questions, we will be able to do that.

I's there a sound scientific basis as the others
have already described? Certainly, we would be satisfied
with nore science, with nmore foundation, with a sounder
f ramewor k

DR aNecuLo: | amvery encouraged. But as | think
back on the discussion yesterday, and trying to think of
what the main coments people said against the framework,

there were sone what | kind of view as peripheral statenents
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such as that there would be no new drug approvals or that

there would be antimicrobial available for food-aninal
practice, even, although not stated but perhaps even
inplied, that there would be no FDa/cvM if that woul d be the
case.

| don't think any of those are actually true. It
is certainly not the intent of the framework docunent. |
think that it is not as dire as those pictures paint.

One of the things, though, that | did understand
and a critique well taken was the statement that sone
t hought that the background information provided in the
framewor k docunent did not adequately defend the need for
the framework docunment. There have been many statenents
made about the lack of data or the uncertainty of the data.

Perhaps that was an error on the public-health
agencies part because we did not present at this meeting
convincing data that there is a risk or the trend is
increasing or why it is so essential to nmove forward now.

W have presented those before at neetings and we
t hought that including themin the background docunents
woul d be sufficient. Suffice it to say, we do believe that
there is strong evidence of a risk and that the trend is
rapidly emerging and that we do need to act now.

So, in closing, | think that | am very excited and

encouraged by this docunent. | do believe it is the way
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forwar d. | think it is a visionary docunent by the FDA and,

as a nenber of the U S. Public Health Service, | am very
proud to be a sister agency of the FDA for them to have put
forward such a thoughtful and visionary document.

DR STERNER | have asked our previous chairnan,
Dr. Don Lein, to be our wordsmth for a moment. | think
heard a unani nous consensus that the answer to the first
question is yes with caveats.

Have you distilled the comments that you heard
into additional sentences of instruction to the agency that
this advisory commttee would recomend.

DR LEIN: | wll read that and then, certainly,
the commttee should add or delete or whatever they want to
do. “The proposed framework to protect public health by
ensuring that the efficacy of human antimcrobial therapies
is not conprom sed due to the use of antimicrobial in food
aninmals while providing for the safe use of antim crobial
in food aninals provides a basis for achieving this goal.

“But the sound scientific basis nust be put
together with a diverse group of experts from governnent,

i ndustry and academia to create this objective. This should
be acconplished w thout hindering application for new
antimcrobial that are in the process at this tine.”

DR STERNER Do any of the conmittee menbers w sh

to disagree or to add their commentary to the suggested
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wor di ng?

DR GALBRAITH | think the statenent is a good
statement. | think, also, though it leaves it w de open for
the debate to go on for another forty years.

DR LEIN: \Wat would you like to add?

DR GALBRAITH: | think the consultation is
absolutely essential but I think that there needs to be sone
affirmation that this is a reasonable framework to build on
and nove ahead with adequate consultation as you have
poi nted out.

DR aNGULO: In the final clause of this statenent
which is just to suggest they should go forward with the old
framework is nonsensical. That ignores the fact that we are
in an energent situation. |If you endorse the need for the
framework, then, obviously, you shouldn’t continue business
as current business.

If you acknow edge we need to change things, then
we shoul d change things not go on--

DR LEIN: Let ne debate that a bit. Basically,
if you were a conpany and you come in all good faith to FDA
and you start a proposed antimcrobial to go through | t
was accepted. It was put together. It was en route and all
of a sudden soneone said, “No; we’'ve got a new gane here
today. W are going to stop now and wait.”

Do you think that is fair? Do you think that is
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:he way business should be done? What if this does take a
jreat deal of tinme and veterinary nmedicine is withheld from
>ossibly getting an new antimcrobial that we all feel is

| mpor t ant ?

DR ancuno: That final statement is encouraging
continued debate because what it is saying is that we are
yjoing to continue doing things the way they are now until we
jet the franmework the way that everybody likes it which, for
sverybody wWho |ikes the current situation, it is in their
sest i nterest to never conme to consensus because, if they
ntever COME to consensus, they will stay with the current way
that business--it doesn't nake sense.

It is not a question that was asked of this
commttee and | don't endorse that clause,

DR. BARKER | couldn’t disagree nore strongly.
we are involved in a process of creating a framework
Jocument Si nply. It has been conpleted by the consensus of
this coonmttee, | believe, that there is presently, and as
stated by nost of the people who put the docunent together,
just not enough information to, at this time, and perhaps
not for six nonths, a year or |longer, have the information
that is really necessary to make deci sions.

I think it is relevant to the question how this
shoul d affect current applications when it has not been

clearly denonstrated that there is, indeed, a problem I
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vould endorse this statenent as presented.

DR STERNER  If | may, let me editorialize here
or suggest that what you are tal king about is grandfathering
and that for those applications, there may be plenty or
there nay be none in the pipeline, that they be
3randf at hered under the previous rules and that new
applications, before you would consider them would have to
andergo the scrutiny of the new framework docunment as it
comes to bear on new ani nal drug-applications.

DR TOLEFFSON: Could Dr. Lein repeat the
st at enent ?

DR. LEIN. The last part or the first part? The
whol e thing? “The proposed framework to protect public
health by ensuring that the efficacy of human antim crobial
therapies is not conprom sed due to the use of
antimcrobial in food animals while providing for the safe
use of antimcrobial in food aninmals provides a basis for
achieving this goal

"But the sound scientific basis nust be put
together with a diverse group of experts from governnent,

i ndustry and academia to create this objective. This shoul d
be acconplished w thout hindering application for new
antimcrobial that are in process at this tine.”

DR aNGULO: | understand your concern. M

request would be that you divide that into two statenents.
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The first statement up until the final clause |I would

endorse fully. The second clause | would, whatever is ny
priority here, not endorse.

[f you throw that all into one clause, then it
doesn’t seem-just make two statements and then we could
di scuss them separately.

DR STERNER  we have four nore questions to deal
with. Dr. Langston?

DR LANGSTON. | want a point of clarification
relative to new drug approval. pidn't | hear Dr. gundlof
say that basically, in its present form they weren't
satisfied with the approval process and probably no new
drugs woul d be approved if we stayed with the current
systenf

DR STERNER: If we stayed with. PBut he didn't
say about those that are already in the pipeline.

DR, SUNDLOF: Let me address that since ny name
sas invoked. \Wen we approve a drug, it has to neet the
criteria Of reasonable certainty of no harm If we have
information that we think is necessary in order to make that
determnnation, then we are able to ask the proper question.

What | nean by that is that if there are specific
juestions that we have regarding the safety that have not
>een satisfactorily addressed, we always reserve the right
:0 ask the conpanies for additional information or
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idditional studies.

| think, in this case, there may be certain pieces
£ information that would be helpful for us in making that
determ nation that would not require a |lot of additional
iork by the sponsor. SO for instance, if we needed sone
zind of information on the proapproval side that would help
15 make the determnation that those drugs could be safely
1sed, even knowing that we don't have the whole systemin
>lace, | think that we would want to have the option of
oeing able to request that.

DR GALBRAITH: | think the recommendation that
you had woul d make sense. | think that Fred' s point is well
taken. Perhaps if the statement contained something to the
affect of, “encourage FDA to |ook at current uses and any
1ew applications that are--" go ahead with the existing
system leave it in place until a new franework conmes on
Li ne, but encouraging FDA to |ook at current uses as data
oecomes avail abl e.

Then you can have the two existing systens go
ahead and there is a commtnent to |look at those under the
new framework when it comes along.

DR BARKER: My consideration of that |ogic may be
faulty, but if we extend it a little bit, we are saying that
new drugs in the pipeline are nore of a threat than existing

drugs that are already approved. Is there sonmething wong
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with that [ogic somewhere? |f we are considering applying a

very flexible, ethereal rather moving target for drug
approval for new antibiotics when we already have a fairly
| arge nunber of antibiotics that are in the narket and are
al ready assunmed to be in category | or category II and a
possible threat, then howis it that this will only be very
specifically applied to drugs that are in the pipeline.

There is an issue of fairness in that as well as
scientific soundness and a reasonable basis for proceeding.

DR STERNER M rationale for suggesting it was
to merely put a focus on a date that everybody could
under st and. It would be at the end of the conment period, |
t hi nk something |ike Decenber 11 or 12, if Novenber 11 and
you had a 30-day commrent period.

Just for ease of accounting, if it said that the
rules are now different, the rules have changed, are in the
process of flux and we, in the interest of at |east seem ng
fairness, if you had an NADA in the pipeline by that tine,
then you woul d be |ooked at under the old rules. |t just
seenms fair.

Further comments?

DR, BARKER: | actually would agree with that,
that grandfathering of drugs in the pipeline and our
existing drugs, until this can be better defined, is a

reasonabl e thing.
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DR. STERNER: The cutoff date woul d have been at

the end of the comment period so any drugs, for exanple,
that were submtted for an NADA today would be subject to
the new rules and it just gave a focus to a time that
everybody could relate to in the |egal process.

Dr. Lein, have you done any wordsmthing?

DR LEIN. Could you repeat what you said?

DR. STERNER: Dr. Angulo?

DR aANGULO: M point is first, in the framework
docunent, it talks about a risk-based approach where they
woul d eval uate drugs as resources becone available in a
retrospective manner also. So that is already there. But
my key point is that this issue is peripheral to the
question that we are asked.

The question is do you support the framework in
concept.  Your point, | think, is a question of
I mpl ementation, not of--it doesn’t nmake sense to nme why you
woul d pick this one thing. If you are going to pick on this
one point of inplenmentation, why don't you talk about sone
of the other very worrisone parts of inplenmentation. W
could cite many exanples of people worried about how this
woul d be i npl enent ed.

Wy do you pick this one point?

DR LEIN: | think those will come up. | think

what we were worried about is there is no tinme frane that we
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have seen for this to be acconplished. If it does take a

year or two years, | think I, as a veterinarian, and
thi nki ng about at |east aninmal health, we would like to see
at least any applications that are in there for new drugs
proceed, not be stalled waiting for a new system and proceed
under the old system

| have no problem w th FDA asking for other
requests to insure that this is going to be safe fromthe
standpoi nt of human health. In a way, they have done that.
W all know what happened with the fluoroguinolone,
basically, that Bayer went forward with and there were
things there that were asked above and beyond what ot her

applications have had.

So | amsure that will take place. It is just
that you don't want to see something sit and sit. | am
t hi nki ng of industry now. | amthinking that, really, we

want to pronote industry to work with us but we also don’'t
want to hinder our situation of discouraging them from their
applications that they put into the pipeline because | think
they have invested noney into this.

They, again, are sitting with something that does
take a year, a year and a half. | don’t know what it is
going to take. They are losing noney on that, basically.

DR ANGULO: So a conpronise for consideration

because your point, vyour clause that you want to add, is out
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>f deference to the industry. | think we could bal ance that
clause out of deference to public health by having another
clause that is sonmething along the line that of a strong
jesire to have finalized the framework document as rapidly
as--sonme urgency of tineliness.

My concern of the clause is that it encourages
stal emate because, if things are stalemated, everything
continues the way it is. So you could bal ance your point
sith some urgency for public-health concerns.

DR LEIN.  But, still, to proceed with the
applications that are in the pipeline.

DR STERNER Dr. Flamm? | amgoing to stop this
oecause We have four nore questions to go through and we are
at a point where we have bogged down. You had a comment to
nake and then | am going to ask for the commttee to vote on
the statement as Dr. Lein has it and you are free to

di sagree, and we will note that.

DR ANGULO : | am wounded because it is ne agai nst
the world. | put forward a conpromise. Wuld you consider
the conpromise and have some discussion? | think it is very

Unfair, because of time constraints, to nmove forward so
rapidly at this critical junction.

DR STERNER  Dr. Angulo, | have tried very hard
to keep this commttee on task and nove through. W are

going to nove through. We wll vote on your anendnent to
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divide this into two sections.
Dr. Flamm, you had a coment to [gke 2
DR FLAMM: VYes. | amnot that suyre how critical

the issue is because the question really, to the committee

Is does this framework provide a sound scientific basis, ot

the inplenmentation deadline. gyt | think the thing that is
Important to recognize is that the framework in no way
changes our statutory obligation.

Wiether we have this framework not, we are
joing to be reviewing new applications. anq tnhe standard
chat the drugs will have to neet is a reasonable certainty
> no harm  This franework is a way for us to--we are
contenplating that this would be a way for us to establish
:hat reasonable certainty of no harm

Unl ess we can establish a reasonable certainty of
10 harm no new drugs will be approved. g5 whether it is
yy the old method or the new nmethod, you can’t approve a

lrug unl ess you can establish a reasonable certainty of no

iarm.

DR STERNER  You heard Dr. angulo’s request of

he conmttee that we divide the statement into two parts.
woul d ask for those in favor of voting that we divide the
tatement into two parts to signify by saying aye.

[ Chorus of ayes.|]

DR LEIN: | did put in sonething with haste.
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Maybe you want to stay with taking your comment. | .. o a4d

that and see what you think of it.  «The proposed framework
to protect public health by ensuring that the efficacy of
human antim crobial therapies is not conprom sed due to the
use of antimcrobial in food aninmals. wi|e providing for
the safe use of antimcrobial in food animls provides a
oasis for achieving this goal, the sound scientific basis
nust be put together with a diverse group of experts from
jovernment, industry and academ a to create this objective
with haste.

So we are saying let's do it quickly, period.

Second, "We encourage FDA to proceed with
ipplications i n progress and ask for additional information
o accomplish--" | didn’t finish this yet--"accomplish safe
wman antimcrobial therapies, “ something of that nature. |
im trying to bring in that they could add to this at |east
hose which they are going to do anyway to acconplish a safe
oublic-health aspect.

So |l will finish that off.

DR STERNER | will give Don just a nonent to go
thead and wordsmth it so we do have something in witing to
educe it to.

DR ANGULO: Wiile we are wordsmithing that,
)ecause We are answering a question that wasn’'t asked, coul d

just ask cvM‘s i npression of answering questions that they
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jidn’t ask us to answer?

DR STERNER:  Sure. Dr. Sundlof?

DR SUNDLOF: We want answers to the specific
questions but we are also open to conments, any comments
that the conmttee thinks would be beneficial in helping us
make any determnations on this particular issue.

DR. STERNER. There is an intrinsic sense of
fairness about the rules as they apply, and the suggestion
about a date or a time in which people could focus on seens
the right thing to do in terms of not changing the rules
capriciously or arbitrarily.

Dr. Lein?

DR LEIN. “We encourage FDA to proceed with
applications in progress and ask for those additional
information needed to ensure a safe human antim crobi al
therapy. "

DR. COOPER  There was a comment nmde early this
mor ni ng. It does not relate to the question but it m ght
help us as we go through this deliberative process. There
was a question raised of Dr. Sundlof as to the authors of
this framework docunent and why.

He made two statements that | think are
significant in getting us beyond this. Perhaps as we | ook
at the history of the decisions that we are nmaking now, | am

concerned about making sure that there regulatory process
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mai ntai ns some accountability.

The first statement he made is that this was in
response to a legal dilemma that they had with a animal-drug
i ndustry in approving new antimcrobial. The second, he
said that it proposed a regulatory framework that is
consistent in the drug-approval process. And he said, and |
m ght just say parenthetically, wthout disrupting the
current process.

When we make this decision, if we aren't careful,
for those of us who are outside of the process, if we don‘t
have that preface, in terms of the basis, then the decisions
that we make are sort of going in several directions. But
as we |look at how the revised document mght be witten, |
think it would be inportant to have a preface just to
establish that as a basis.

For those people who are not a part of witing the
docunment or reviewing the document, if they review it, then

they understand the basis from which this whole process

started. | think that woul d, perhaps, neutralize the
conflict that we have in having a No. 1 and No. 2. It sets
t he stage.

Then if we have any approval action fromthis
point, then it has a referent from which we set the stage.
It is not to disrupt the current process. But the comment

that Dr. Flamm nade is that we are assuring that whatever

M LLER REPORTI NG COVPANY, | NC.
507 C Street, n.E.

s kggﬁfn54§?§66 0002




at

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

157
happens in this regulatory process is that there is a

reasonabl e certainty of no harm

| think that fornms the basis of everything that we
do. Having that preface statement, | think, wll be
somewhat useful in explaining the actions that we take here
t oday.

DR STERNER:  Wuld you like to draft that
stat ement ?

DR COOPER: | have ny notes; yes. Basi cal |y,

what was said was that in |ooking at the framework docunent,
it was to help FDA in its regulatory role respond to a |egal
dilenmma fromthe animal industry in approval of'drugs. They
were proposing this framework for consistency in the drug-
approval process and, parenthetically, wthout disrupting
the current process.

So it nmeans that it can be different. |t \would
assune that there will be some difference in this process
conpared to what is presently taking place. | can wite it
the way | said it if that would be acceptable.

DR STERNER:  Yes . W have not been exactly
operating under Roberts Rules of Order here. s jpitjially
entertained a vote here. W will go back and address Dr.

Cooper’s comment here. W all are aware of that. pyt |

think we are at a point where we need to | ook at the

division of the statement and the wllingness of the
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commttee to divide it into two.

Can | see a show of hands of those who prefer to
see our comentary divided into two parts.

Those in favor of seeing it divided?

[ Show of hands. ]

DR STERNER  And those opposed?

[ Show of hands. ]

DR STERNER: It is 4to 6. So it is divided into
two parts. | said that backwards, didn't 1? ¢ g 4

| amrushing you, Dr. Cooper

DR HASCHEK-HOCK: Could | make an alternative
suggestion?

DR STERNER  Yes .

DR HASCHEK-HOCK: Perhaps what we should ask is

chat the cvM make a specific determnation of how it handles
current and new applications so that everybody knows how it
joing to be handled but that this commttee not make the
specific recommrendati on?

DR. COOPER: | would agree. | am not naking a
specific recommendation for setting a referent. | woul d
igree W th your statenent.

DR STERNER 211 those in favor of that raise
heir hand.

DR HASCHEK-HOCK: Does that mean it is place of?

am not sure whether | am phrasing this quite right but
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what | would like to do is that the conmttee recomend that

the cvMm state how it wll handle current and future
applications until this process is conpleted.

MR WOOD: And that is a substitute to the second

section?
DR, HASCHEK-HOCK: Correct.
DR STERNER Al those in favor raise your hand.
[ Show of hands. ]
DR STERNER  You will go ahead, then, Dr. Cooper
and give that to Don who will, in turn, give it to Richard‘

Any further conments on Question 17?

MR GEYER  Just to nmke sure on where we are on
this, is the committee adopting the first part of what Dr.
Lein wote?

DR. STERNER  The answer is yes.

MR GEYER: And then they are substituting for the
second part what Dr. Haschek-Hock st ated.

DR STERNER  That's correct.

MR GEYER  Then | amnot clear as to where Dr.
“ooper’s statenment will fit into that. |5 that a pref ace?

DR COOPER | was proposing it as a preface.

MR GEYER: And there is consensus on that?

DR STERNER  yeS. Dr. Sundlof, we are ready for
juestion No. 2.

DR LEIN: Before we go forward, are we going to
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hear their statement to the question, of how they are going

to handle the applications in the pipeline?

DR STERNER Dr. sSundlof says, “Trust ne.”

DR SUNDLOF: | thought that the idea was that a
recommendati on cane from the conmttee that the Center
shoul d make public that information; is that correct?

DR LEIN: Right .

DR STERNER  The committee is recomending to the
Center that they make that information public. That is just
a reconmendati on.

Dr. Sundlof?

DR SUNDLOF:  Question 1. “Categorization of
Antimcrobial Drugs;" and that says "for Human Medicine. "
thi nk what that probably would be better stated as, and
pl ease correct me, CcvM people, if | amwong, that it should
be “Categorization of Antimcrobial Drugs Based on their
| mportance to Human Medicine. " Ckay. So if you could make
note of that because it isn't clear. It’ sounds |ike we are
trying to regulate the approval of human nedicines.

“The agency is proposing that the categorization
of antimcrobial drugs based on the inportance to hunman
medi cine take into account the useful ness of drugs in both
f oodborne di sease and non-foodborne infectious disease when
evi dence exists that the use of the drug may result in the

i nduction of resistant pathogens or the transfer of
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resi stance elenments to hunman pathogens.

"This approach recogni zes not only the well-known
risk of resistance transfer through classical foodborne
pat hogens but also the threat of transfer of resistant
bacteria or resistance genes from other intestinal bacteria
of food-producing aninals resulting in resistant infections
of humans with other types of pathogens; for instance,
resistant E. coli or Enterococcus.

"Does the conmmittee agree with this approach?”

DR. STERNER  How nmany menbers of the commttee
wi sh to nmake comments to Question No. 2? Quite a few

| will start wwth Dr. Angulo this tine.

DR. ANGULG:  The short answer is yes. Concerns
are, again, on page 14, the way of once categories are being
established, then recategorizing. And the exanple they give
Is the respiratory patient in humans. It doesn’'t match with
this paragraph as stated. So | agree with this paragraph
but not what was witten on page 14, the recategorization.

The last part is | think the category Il drugs--
or we should have a fourth category--but there should be a
category of drugs which are not used in human nedicine
because we can all, | think, agree on nore |enient policies
on those that are not used in human medicine rather than
being clouded by those that are “little used in human

medi ci ne.
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DR GALBRAITH: The short answer is yes. | agr ee

wth the characterization.

DR. BARKER | believe the characterization is
overly conplex. It would seemto be a little bit sinpler
matter based on the statements that are made here to take a
slightly different approach. Qearly, different drugs fall
into categories that are of simlar structure and node of
action as those used in human medicine could be considered
to be npbst of interest.

Others, certainly, that have no use in human
medi cine may be of less interest. It is reasonable to have
categories I, |l and 111. However, the statement, itself,
says that when evidence exists that use of a drug may
result. Until that evidence 1s actually present in the form
of the monitoring program where resistance is starting to be
noticed, should it then be determined whether it is of high
risk, low risk, noderate risk and maybe nove something from
one category to the other.

| would like for the cvMm and the people who put
this together to try to find some nmethod of combining both
the sinplification of the categories based on specul ation
and expectation but then underscore that with actual
evidence collected fromfield studies, either fromthe NARVS
program or as part of the original approval application
where a conpany will exam ne, for l|abeling purposes, ipe

M LLER REPORTI NG COMPANY, | NC.
507 C Street, N.E.

Washi ngton, p.c. 20002
(202) 546-6666




at

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

163
effect of their antibiotic on a range of different pathogens

into any further consideration about its category or any

real risk.

DR HOLLAND: This is the one itemthat | had some
anxious nonents over. | just didn't feel that data were
presented to support some of the categories. | would |ike

to see nore information or nore data presented to support
the categories that have been proposed.

| also have sone questions relative to
consi derations given to categorizing drugs for use in
aninals. We have major animals and then we have m nor
animals. Where would all the minor animals fit into this
equation?

DR STERNER  Coul d sonebody from the agency
address the issue of mnor aninmals since it has not
previously come up in discussion? Dr. Sundlof?

DR SUNDLOF: | have three people beside me that
want to answer it. That minor use would fit into the
exposure category such that mnor species--they are
consi dered m nor because they are not eaten very often or
they comprise a small, very relatively snall, proportion of
the diet conpared to beef, pork, chicken and turkey.

So, from the exposure assessnment side, they would
benefit, mnor species would benefit fromthis approach as

opposed to other species. The benefits would be greater for
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ninor species just because the exposure would be |ess.

DR STERNER  Does that answer your question, Dr.

iolland?

DR HOLLAND:  Yes .

DR STERNER  Further comments? Dr. Lein?

DR LEIN: | was just trying to formulate what |
have been hearing here. | think | agree with Dr. Holland

and wanted to bring that up. How do we consider this. |
think if we |ooked at fluoroguinolones and their use today
and knowi ng what we know in the human and what is needed
because of the class of organisns that are resistant and
could cause death, you can see where it fits into category |
before we know nuch about what it is going to do in animls.
But if you |look at the rest of this, and 1 don't
know how this categorization would work, then, are you
| ooking at the concern of a drug as it starts to increase in
resi stance and whatever is going to be the warning point--I
don’t know if we know that at this point--and this is

beginning to be seen in at |east the human part as well,

does that nove it into the category, then, of |, basically,
even though it mght have been a |1, sonething of that
nature ?

Does that change the category? | think that is
where Dr. Holland was coming from too.

DR STERNER  Any commrents from agency personnel ?
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DR TOLEFFSON: W& are not sure what you are

aski ng.

DR LEIN.  Let’'s say penicillin started to show a
| ot of resistance in the food-animal industry. | don’'t know
where penicillin would be today is your categorization? [I1?

Medi un?  Hi gh?

DR TOLEFFSON: It would depend on the use. An
injectable form of penicillin would probably be 1low.

DR LEIN: But if that got high in the low, would
it nove to a different category?

DR TOLEFFSON: No. The resistance, as it occurs,
doesn’t have anything to do--the categorization is based
only on inportance for human therapy.

DR LEIN: Wuld this bother you, Fred, if it
noved? Say we had 80 percent resistance--

DR ANGULO. | think a point that is not clear tg
nany people is the categorization is going to be heavily
wei ghted towards category |l drugs. There are going to be
very few category | drugs and very few category IIl drugs
shich | think would alleviate a |ot of people’ s concern.
Most things are going to be wapped up in category Il and
there are not that nmany that are going to be category I.

DR LEIN: |If we look at that--1 have been driven
sack to Dr. Thornsberry' s statement that we |ook at these
mltiple resistance situations and, in his mnd, it puts al
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of theminto category I. At least that is what | heard when

| listened to him

DR TOLEFFSON:  But he is not correct. Jesse, do
you want to say sonething?

DR GOCDMAN: | think the intent here was to make
category | drugs, as stated, those that are essential for
treatment of serious or life-threatening diseases in humans
where, in general, there is not an equally safe and
effective alternative therapy available. That is the main
category of drugs trying to be captured here.

It is also recognized that if a drug is a unique
menber of a new class or there is very little resistance to
that drug that it would probably be captured in this
category.

The issue you are raising about increasing
resistance, actually that would tend to make the drug | ower
In category because it would tend to nake it becone |ess
useful in human nedicine

DR LEIN: As long as there is an alternative.

DR GOODMAN:  As long as there is an alternative
t her apy.

DR LEIN: | think Cyde wants to defend his--

DR. TOLEFFSON.  But it would have been a
category | drug anyway.

DR GOODMAN:  Right . If there is not an
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alternative, it is not going to nove up. Now it could
becone that, let’'s say, X drug, previously there were
multiple alternatives to it but resistance develops to al
those alternatives, a drug could nove up in category.

DR LEIN. Because that is all you have |eft.

DR STERNER.  The chair recogni zes Dr.

Thor nsberry.

DR. THORNSBERRY:  Thank you for letting me defend
nyself . If you look on page 9, if | read this right, it
says any antimcrobial that can induce or select for cross-
resistance for a category | drug would be considered a
category | drug.

What | said was if you sel ect fluoroquinolone as a
category | drug because of resistance to DT104, then you
al so, based on that statenent, have to make--Linda is
shaki ng her head, but what does that sentence nean, Linda,
if it doesn’ t nean that?

DR TOLEFFSON: That is not what it nmeans. \\at
you are talking about is the multi-drug-resistant cassette.
That would actually come into play for the threshold, for
reaching the threshold, probably more quickly but it
woul dn’t when you first characterize that drug.

For example, if you are saying that automatically
puts anpicillin into category I--correct?

DR. THORNSBERRY:  Yes.
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DR TOLEFFSON: Because of DT104. That is not
what we meant .

DR THORNSBERRY :  Yes; but that is what it says.

DR MLLER: Let me tell you what | think we
meant. We were thinking about sonething like if there is
chloramphenicol resistance and, |let’s say, chloramphenicol
was very inportant in human nedicine and we had sonet hing
that was a structural analogue of that and it didn't cross-
react with chloramphenicol, then it wouldn’'t be a type I.

But if it did cross-react with chloramphenicol and
sel ected for chloramphenicol resistance, then it would be a
category |. That is what we neant by that.

DR. THORNSBERRY: That is what | just said, |
t hi nk.

DR OBRIEN. | think naybe a distinction that
wi Il help you, the distinction between selection for a
resistance gene by its product, by its gene product in self-
selection, as opposed to coselection Which is selection of
that agent for other genes that happen to be linked to it.

Both are inportant but | think, for the purposes
here, you are tal king about selection only, not coselection.

DR. THORNSBERRY: But how do you separate the two
because it doesn’t make any difference. Fluoroquinolones,
Tom would be no nore of a selective agent than would
chloramphenicol Or anpicillin.
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DR. O BRI EN: The circunmstance, | would think--

Dr104 would be a good exanple. | you now have DT104 which
IS reasonably prevalent in the United States and other parts
of the world with its four or five drug resistance, what ever
it is, if you now had a subclone energe, which is what you

are describing, a subclone that is al so quinolone-resistant,
then it is true that all of the agents still select for the

DT104 but only quinolones Will favor that subclone over its

cousi ns.

DR THORNSBERRY: No, no, no. Not true. The
subclone woul d be selection by fluoroquinolone and
anpicillin and sulfa and streptonmycin and every one of
t hose.

DR OBRIEN:  Again, it depends what you select
them against. |f you have got a neutral popul ation; vyes.

If you are conparing it to other DT104s, pen only quinolone
vill make that subclone--

DR THORNSBERRY:  There is no case in what you are
saying, Tom where fluoroquinolone would be the only
selective agent. When you add fluorogquinolone, YyOUu are
idding one nore to the five that are already there.

DR OBRIEN.  Again, selection is always in terns
f what the conpeting population is. 5 you put one of
:hose DT104 organi sns that has the quinolone resistance in a
‘hemostat W th other DT104s that don’t have it, only
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quinolone woul d favor it.

[f you put it in a chenostat with another
Sal nonel | a typhimurium that doesn’t have any of these
resistances, then any one of themwould favor it. So
think that there is a difference depending on what the
conpeting popul ations are.

DR STERNER W are proving, at this point, what
Dr. Thornsberry predicted last night that this portion of
the debate is the subject of mcrobiologists. Few of us
here are m crobi ol ogi sts.

DR. THORNSBERRY: | expected the mcrobiologists
to agree with me. That's all.

DR STERNER  That points out the need, as we npve
down--in the future, as this document gets fleshed out, the
need for those very argunents to go ahead and be self-
satisfied. 1 think Dr. Thornsberry brings up a very valid
point . The | anguage says one thing, and he certainly
interpreted it one way, and cvM says no, that is not what it
means .

That is why Dr. Lein said, in our opening answer
or caveat to question No. 1, that these groups do need to
get together down the road and come to sonme reconciliation
of these issues. It detracts fromus as a conmittee

answering these questions. Yet they are very, very

I nportant questions.
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If the folks at the agency ignore this kind of
debate, then a lot of what we spend our tinme on here is
wasted. So take note of this. | trust that you will. It
| ooks to me like the |anguage needs sone revision so that
the microbiologists, at least, don't say that this document
is B.S. End of discussion there.

| have further panel-nmenber opportunities to
comrent on this question.

DR. COOPER  As | read the docunment, this was the
one question | had this norning. | sti|| think that,
perhaps, this three-by-three concept is overly conplex. But
| accept the guidance that | was given this nmorning fromthe
staff .

The encouragenment that | nake as you | ook at an
I npl enentation strategy, sometimes, | would encourage you to
be on the side of the public, the people who have to use the
regulation.  Sonetines, you have to be sinple in conveying
che meaning of this conplexity that you have here.

So, as you nove ahead, | would encourage you to
:ind ways to sinplify this so that the public will have a
>etter under standing of how this categorization is used for
.. Il and I'l'l and what you perceive as subcategorization

| am convinced that, pecause you have already
oved it down to a three-by-three froma larger factor, t hat
ou Wi Il consider that as you move forward. | ,ould j ust
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give that as gui dance. It is one thing to have regulatory
responsibilities . It is another thing to convince the
public that you know what you are doing in a way that they
understand what you are doing.

DR. STERNER:  Thank you. | heard comments
starting with Dr. Angulo and | would ask the committee to
| ook at page 14 and the language in the mddle of the third
paragraph that says, “Gven our current understanding of the
mechani sms of resistance, FDA believes that generally it
woul d not appear biologically plausible for resistance to be
transferred from animl enteric pathogens to the human
respiratory pathogen.”

| believe your nove was to strike that sentence?

DR ANGULO:  Yes .

DR. STERNER  How nany woul d agree with what Dr.
angulo had to say? Show of hands in favor of agreeing that
we strike that sentence fromthe docunent.

[Show of hands. ]

DR STERNER It |ooks like the “ayes” have it.

So that sentence is recomrended to be stricken fromthe
framework docunent.

DR BARKER: To follow up on Dr. Cooper’s
statement, | think it would also be quite beneficial, and it
woul d appear that at |east sone of this information is
already in the mnds of the framers of this framework
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document, to provide exanples of existing drugs that are

al ready approved as to which would be in category |, which
woul d be in category Il, which would be in category III,

whi ch ones are already considered to be high-risk, |owrisk,
medi um ri sk.

It would have been very hel pful for our
del i berations had that been provided earlier on. But |
think, at this point, certainly for the guidance of private
i ndustry to understand where their new drugs may be going,
certainly where the approved drugs may already stand in the
mnd of the FDA, would be quite useful

DR STERNER Dr. Aangulo indicated that he al so
woul d prefer a fourth category, a “no human use” veterinary
cat egory.

DR aNGULO: Either a subcategory IIl or a fourth
cat egory.

DR. STERNER: | will, just for purposes of
conplexity, suggest that a fourth category of no human use
be proposed in this framework docunent. Those in favor of a
fourth category signify by saying aye.

[ Chorus of ayes.]

DR STERNER:  Those opposed, the sane.

[No response. ]

DR. STERNER:  Then we would reconmend a fourth

category or whatever you wish to incorporate into the
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document. Don, you are recording this?

DR LEIN.  Yes.

DR. STERNER. W heard several coments from many
menbers regarding sinplification of categorization. | am
not sure that | heard any clear-cut exanples as to a
proposal, but our charge to you would be that, if possible,
in working out the details in future semnars, you, to the
extent that it is possible, attenpt to sinplify.

| enphasize the word “attenpt” because that nay
sinply not be possible.

DR BARKER  As part of the sinplification, |
think what nakes this conplicated is that right now people
don’t understand what the criteria really wll be to put
themin the categories that do exist. One of the reasons
that it seens extrenely conplex is because we don't know
what we are dealing with just yet.

The guidelines, the criteria, for putting
different drugs in these different categories, are not
there. | would suggest that once that is clear, once those
criteria are well defined and spelled out, that it is not
real ly that conplex.

DR. STERNER  Point well made.

Further comments? Is it the consensus of this
commttee that question No. 2, as it reads--does the

commttee agree with this approach with the provisions that
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we had with regard to striking the sentence on page 14 and

recommendation of a fourth category, no human use, g
sinplification, where possible, be our recomendations to
you .

Al those in favor of question No. 2, or in
agreement with, signify by saying aye.

[ Chorus of ayes.|]

DR STERNER  Those opposed, the sane.

[No response.]

DR. STERNER Dr. sundlof, the floor is open for
question No. 3.

DR LEIN. Do you want a statenent on this?

DR STERNER At the end of No. 3, | wll assume
you will be able to read No. 2.

DR LEIN: | made it very short.

DR STERNER: Il will go back, then; Dr. Lein, if
you just read it.

DR LEIN: “categorization of antimcrobial drugs
for food animals, considering the inportance of this
antimcrobial drug for human medicine, is accepted by the
conmmttee as a workable category for the inportance of
antimcrobial resistance. A fourth category of only food-
animal drugs be considered by FDA " or | could make it “not
auman dr ugs.”

DR ANGULO: Just in the first sentence, | would

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




at

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

176
request that you al so say--because it says inportance of

that drug. But actually there are concerns about cross-
resi stance of drugs of the sane class. The framework
docurment captured that kind of |anguage, but if we want to
be specific, | think we would include that |anguage in your
statenent.

DR LEIN: | was trying to |leave out the working
parts of it. But you think that is inmportant to put it in,
to leave it to the conmttee, just that categorization was
going to depend on how inportant it was to human nedi cine,
basically. Whether it crosses over or not--

DR ANGULO: The way that statenent reads, the
categorization for virginianycin would be zero. |t would be
the | owest possible because it is of absolutely no
inportance to humans. But Synercid is of extrene
inportance. So it is not virginianycin that causes it to be
inportant, it is an analogue.

DR LEIN: Gay. So | will add that other part

Why don’t you go on with 3.
DR STERNER  We will revisit question 2.

DR SUNDLOF: Question 3; “Monitoring Threshold

Level s, whi ch was contained on pages 15, 16, 18 and 20 of

the framework document and has two parts.
“Should multiple monitoring threshold |evels be
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establ i shed and should they be based on aninmal data, human
data or both? Should the levels be tied to specific
actions--for instance, need for further investigation, need
for mtigation strategies, need for wthdrawal of product
fromthe market?”

The second part of that question is, “What
organi sm or organi sms should be the basis for the nonitoring
thresholds? In the interest of cost-containment, would a
sentinel organism be designated or should foodborne
pat hogens be used?”

DR STERNER | guess | repeated twice to the
left. Dr. Angulo, you are up again first.

DR ANGULO.  The answers to this question, in al
honesty, CDC has not fully considered. | don’t know what is
best, whether to use aninmal data or human dat a. CDC will be
| ooki ng at human data and we woul d hope there would be
actions based upon what we find in human data.

But the first question really goes way down the
road in kind of inplementation. 1 agree there should be
monitoring thresholds which do result in corrective actions,
but what those nonitoring thresholds are based on, whether
it be animal data, human data or both, | would just hope to
defer to another opportunity for us to nore fully evaluate
and have people talk about the surveillance systens and how

robust one part is versus another part, et cetera, which we
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have not had much di scussion about the intricacies of the

surveil |l ance systens.

Personal |y, quite frankly, we haven’t answered
this question yet.

DR BARKER  Should multiple nonitoring threshol ds
be established? Should they be based on animal data or
human data or both? Cearly, | think that you will have to
establish multiple nonitoring threshold levels for different
actions. So the first part of that question and the second
part of that question, should the levels be tied to specific
actions, need for further investigation, mtigation
strategies, et cetera, would be incorporated into the need
to do nultiple nmonitoring thresholds.

Shoul d that be based on animal data and human
data? Absolutely. If we are mainly talking about the
effect on human microbe antibiotic resistance or hunan
pat hogen antibiotic resistance, we would want to observe
that as well as seeing it occur in animals.

So | would think that you would want to nonitor
both, that you would want to have nultiple thresholds and
that those thresholds would be tied to specific actions.

VWhat organi sns should be the basis for nmonitoring? | am not
of the opinion that it should be sinply a sentinel organism
| think the devel opment of antibiotic resistance and the

transfer of this resistance between pathogens clearly
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requires that other, more inportant, foodborne pathogens

al so be monitored.

To sinmply do a sentinel and to mss the actions
that would be occurring on the biochem cal |evels of other
types of pathogens would be remss on the part of the
agency.

DR FLETCHER | think this is an area where there
Is a trenmendous opportunity to partnership with severa
different approaches to nonitoring. | would urge the agency
to take advantage of that opportunity.

W heard yesterday froma | ot of groups that are
tal ki ng about the kinds of things that they are doing. |
think it ought to be incorporated in this approach. | think
it needs animal data and human data and there needs to be
sone conparison and sone correlation

This is also an area where there needs to be a |ot
of additional work in the next few nmonths to answer some of
these questions. W have been tal king about Sal nonella and
Campyl obact er. It was suggested yesterday that Proteus
m ght be a sentinel.

| think there needs to be additional work done on
what organi sns should be the targets. But | see a
t remendous opportunity to use nultiple sources of
information and tie it together in some kind of national

database or national network. | would urge the agency to
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take into consideration the comments that various groups
nade yesterday and try to put that package together.

It goes, maybe, beyond what sinple regulatory
requi renment would be and | don't really know who would play
the lead role in that, but | see an opportunity here. | do
not think that it should be the burden of the drug industry
al one to do the monitoring.

So | think there needs to be sensitivity to that.
There are the issues of who is going to do it and who is
going to pay for it.

W have nentioned in our questions | think a
nunber of different possibilities, the diagnostic lab
network that already exists, the FSI'S HACCP programwithin
plants, the quality-assurance prograns that the various
associations are inplenenting need to be tied together in
some way, in ny opinion.

DR HASCHEK-HOCK: | think the sinple answer to A)
Is yes, both animal and human data shoul d be used and the
| evel s should be tied to specific actions. But , obviously,
we don’t have data here to make any nore recommendati ons.
And | don’t think we have enough data, really, to make any
statenents about what organisns should be the basis for
moni toring threshol ds.

DR HOLLAND: Again, | think the sinple answer is

yes, as well. But | have trouble in seeing how a lot of the
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mechanics of this will be worked out. W can only trust
that the mechanics wll be worked out.

| think that we should |ook at the animal data,
the human data, the pet data, as well as the vegetable data
because feces from nost farms, as an exanple, just don’'t
stop with the aninal. It goes out into the environment at
some place. So we have got vegetables and fruits that you
may want to consider there as well. But that is not a part
of this.

| think we need to be cognizant of the financial
constraints that some of these studies may put on the
phar maceutical industries and |ook to government support or
ot her supports to help finance these.

Regarding to organisnms? Who knows? | think that
Is one that you really have got to get down and get dirty.
When | say “get dirty,” get out on farms and really | ook at
what is going on. At Mchigan State, we |augh about the
epi dem ol ogists. W tell the ones that work and the ones
that work at their conputers because they have dirty
coveralls on. And they are the ones that you trust their
data, by the way.

DR GERKEN. | think this is one of the areas
where a lot of us have a probl em because of what we perceive
to be animal data-gap, or the data being missing, and the

mssing link of making these things fit together in the
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under pi nnings of this document.

At any rate, | believe, wholeheartedly, that the
animal data need to be collected along with the human data
in order to see whether this grand experinment really is
going to be the way people think it wll turn out.

| would like to see, at the end--or, not at the
end but during this mddle tine, that this be revisited a
little bit about whether there is actually the animl data
to support the human outcome or whether there is no change
in aninmal resistance patterns but there is change in human
resistance patterns, that this nay be made public so that we
all could understand a little bit nore about what actually
IS going on.

| just don’'t think the data is there. As far as
the organisns, | think this is definitely a m crobiol ogist
field and | defer to those people.

DR LANGSTON:  Should nultiple nonitoring
threshol ds be established? Again, the short answer is yes.
Again, the short answer, we don't know how to do it quite
yet. Hopefully, it can be done expeditiously.

Animal data, human data; | think you have to | ook
at human data, obviously. But , because of the potential for
magni fi cati on where undercooked hanburger in one pot of

spaghetti may cause 100 cases, you absolutely have to have a

animal data to correlate it wth.
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From what | know, | would argue nore for pathogens

rather than sentinels. But | think that would be a better
question, again, for a mcrobiologist panel.

DR LEIN: Yes. Again, both animl and drug data.
Certainly, and | have said quite a bit about this already,
but increasing the power of the national antibiotic group at.
this point in their antimcrobial resistance survey. A so,
| think, utilizing the diagnostic lab data would be
Inportant if that can be standardi zed and put together

| think a third conmponent, and cClyde Thornsberry
made reference to this, too, would be to have an independent,
group with a centralized lab that would at |east be
responsible also for some of the on-farm data that could be
col lected from nornalized aninals basically or nornal
groups .

The diagnostic lab data is, at this point, pretty
bi ased toward sick animals so it would be good to have sone
monitoring of a sentinel-type system throughout the United
States. Again, | feel that this should not all be left up
to industry to support but needs a w de basis of support,
both industry and, hopefully, government support for these
initiatives

MR WOOD: Just briefly, as a lay person, | don't
really feel equipped to deal with particulars of this

question, but do support the establishment of thresholds. |
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most particularly want to say that as thresholds are created

and determ ned and established that consumer groups have the
opportunity to be a part of those discussions and
particularly to review the decisions that are nade because
we also are stakeholders in this whole process and that kind
of participation is inportant.

DR OBRIEN. | think yes, you do need sone kind
of thresholds to give it structure although | think exactly
how those will be arrived at will have to be on a case-by-
case basis because we can't anticipate--again, we can't
anticipate what the bacteria wll do.

The sane is true for sentinel organisns. | don't
think you can pick sentinel organisns in advance and, as
much as you can afford, you have to look broadly. | think
who woul d have guessed Enterobacter faecium would be the
sentinel organism for avoparcin or who would have guessed
Campylobacter for fluoroqui nol ones.

These things pop up at sone tine and they are very
unpredictable. So | think you would have to | ook broadly
rather than at a few sentinel organisns.

DR. COOPER: | have one question before | answer
it. If you turn to page 15, third paragraph, where it says
monitoring threshold, | believe the statenent, “If a
resistance threshold can be established, " should not pe

t here.
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To me, if you read it for a category | drug, “The
agency woul d establish nmonitoring thresholds for resistance
devel opment in animals to guide the postapproval nonitoring

program for these products. s that so? O should that
statenment be in?

DR LEIN: |Is that No. 4?

DR COOPER  Yes; where it says nonitoring
t hreshol d, on page 15.

DR LEIN: Aren’t we going to answer that in No.
4?

DR TOLEFFSON:  Dr. Cooper, it should be there.
That woul d be established proapproval if we could establish
a resistance threshol d.

DR COOPER.  Ckay. M assunption was that you
woul d al ways establish a resistance threshold. That is not
so?

DR TOLEFFSON: W would. But if we couldn’t--

DR COOPER  But the reason | raise the question
I's when you look at the way this statement is witten and
you |l ook at the sanme paragraph for category Il and
category IIl, it is not witten that way.

DR TOLEFFSON:  Correct.

DR COOPER so if that is the correct way, then |
don’t--

DR TOLEFFSON.  For category Il and category |11,
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it is not required at all. But for category 11, we could

define--we are assumng we could define a level, a

resistance threshold proapproval that would be protective of

public health.
For category I, we mght be able to for sone
drugs . we may not be able to for other drugs. |n other

words, it would be zero for the ones we couldn’t establish a
threshold. That is the transfer of resistance fromthe
animal to the hunman, that threshold.

DR COOPER  That answers my question.

DR STERNER  \Wen in doubt, the answer s zero.

DR. COOPER  (kay. | would say yes.

DR LEIN: Could | conme back to one nore statenent
on this and that is | also agree that we shouldn’t select an
i ndi cator organismor think of one organism | think that
cane out again from our mcrobiologists that you need to
| ook across a group of organisns for resistant changes.

DR ANGULO | agree. (ne of the weaknesses of
our current system of NARMS, right nowis that it is al
G am negative -spectrum organisnms and there is not a Gram-
positive. 1 woul d encourage that we nove towards having
sone Gram positive-spectrum organi Sis.

But | think, as | have heard conments, there is
sone confusion about what the nonitoring thresholds are

because there have been increasing statements that industry
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shoul d not sponsor this alone. But ny understanding of who

I's sponsoring the monitoring threshold part is that this is
largely going to be the sponsorship of FDA through the

exi sting National Antimcrobial Mnitoring System and it
woul d not be a major burden for industry.

|'s that the vision of the--

DR TOLEFFSON: Yes .

DR ANGULO M inpression is that these
nmonitoring and resistance thresholds, in ny understanding,
have no industry sponsorship. I ndustry sponsorship is
called into question in question No. 5, the on-the-farm
survey. M understanding is the on-the-farm studies are not
part of the thresholds; is that right?

DR TOLEFFSON:  They could, actually, give us nore
i nformation about approaching the threshold. But, no; yQU
are right, Fred. Your concept is right that since we know
we have the NARMS, we would use that to monitor, for the
moni toring threshol ds.

DR STERNER  Inplicit in that, however, is the
ability to devote resources to a greatly expanded program as
described here. W nay or may not have those avail able
through the Food Safety Initiative.

DR ANGULO.  The last clarification, with such a
strong statement for the animal data, which | wholly

endorse, | think there is agreenent that the best quality
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animal data are the ones at slaughter because those are the
closest towards to consuner. So we are very encouraged that
FSIS is so supportive of this and has offered to nake those
HacCP or slaughterhouse sanples nore readily avail able.

DR. STERNER Dr. Barker, you indicated a
question?

DR BARKER  Just to follow up on Dr. 2Angulo’s
stat ement. | think in any statenent that we make about this
question that it should be nade clear that the monitoring
wll a part of existing programs and would not be expected
to be part of the approval process for private industry.

DR STERNER  So be it.

DR LANGSTON: | sinply wanted to echo what Dr.
Lein said in that | think we are wasting a val uable resource
in our diagnostic labs not only in terms of ability to track,
potential trends for public-health purposes but realizing
when we are tal king about judicious use, you are talking
about enpirical use.

It is inperative that you know the probable
pathogen that is going to be isolated in a disease and its
probabl e antibiotic, in a biogram. So | would strongly
encourage AAVLD and NCCLS to get together and certainly USP
has had an interest in this in our Vet Med Panel to come up
wth sone way of inplenenting such a schene.

DR. STERNER  The question to the committee is, in
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question No. 3, nonitoring threshold levels. | wll read
this off in segnents. | think everybody has had an adequate
opportunity to comment at this point.

DR LEIN: Could | coment? | just wanted to cone

back again to a couple of things. One is that | think we
mentioned existing programs. There may be one beyond this.

| had brought out that | alnost think you need an

I ndependent center, basically, for the on-farm | think the
di agnostic |lab data would be good. It is biased toward sick
ani mal s.

Sone of the data in |abs, because they wll be
doi ng some sentinel work, too, if we get into herd-health
qual i ty-assurance prograns, could be inportant fromthe
st andpoi nt of random nornal animals.

But , to get that type of data, an independent
group, if we had a centralized |ab, could be helpful in
support of that. we had tal ked about the concept sone when
we talked with the mcrobiologists here. | don't see a
reason why that wouldn’t increase our capabilities of
under st andi ng on-farm dat a.

The idea there is support by government--I'm
seeing government as a very broad sense here--and industry.
So it could be state governnents. It could be federal, if
we can talk USDA or soneone else into some noney. And
I ndustry could be the drug industry or it could be the
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animal industries, basically, that we are talking of in
this.

So | am making that sort of broad by just saying
governnent and industry if people agree with this.

DR GERKEN.  Don’t you think, Don, though, that
the diagnostic |abs are uniquely positioned to try to
identify whether there is antimcrobial resistance in the
animal population? In other words, if an antibiotic has
failed on the farm you are nore likely, as a diagnostic
lab, to receive that sanple because there are deaths or
there is sone kind of continuing disease and, therefore, you
could be able to determ ne whether there is resistance
because that is where the failures are going to be, or sone
of the failures that we are going to cone to.

So that data is really inportant. | agree we have
to have the nornal data but, for therapeutic failures, that
woul d be good data to have.

DR. LEIN: | agree 100 percent. | amjust going a
step beyond that and say that there are a |ot of organisms
out there that don't kill animals that run around wth
antimcrobial resistance in them | think Fred woul d agree
with that. Could you pick that up by sentinel-type farm
situations?

DR. STERNER W have two nore questions to deal

with, but first we have to vote on No. 3. | will read

M LLER REPORTI NG COVPANY, | NC.
507 C Street, NE.”
Washi ngt on, D.C. 20002

(202) 546- 6666




at

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

191

through the two parts in segnments. “Should multiple
monitoring threshold levels be established and shoul d they
be based on animal data, human data or both?” | heard a
consensus that it was both aninmal and human data. sSolet’s
go ahead and vote on that first.

Al'l those in favor, raise your right hand.

[ Show of hands. ]

DR. STERNER.  Those opposed, the sane.

[No response. ]

DR STERNER  “Should the levels be tied to
specific actions; for exanple, the need for further
investigation, need for mtigation strategies, need for
wi t hdrawal of product from the market?” Any disagreenent
with that?

[No response. ]

DR STERNER By consensus, then, we agree.

Under part B) , "What organisms should be the basis
for the nonitoring thresholds?” | heard pretty unani nous
consent that we need to |ook at a broad range of organisns
and we weren’t going to look at sentinel organisns, that was
| nappropriate.

Any disagreenent with that? Al those in favor
of no sentinel organisns but |ooking at as broad a range as
Is practical within the resources of the nonitoring program
signify by saying aye.
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[ Chorus of ayes. ]

DR. STERNER: Those opposed, the sane.

[No response. ]

DR STERNER. M. Director, we are open to
uestion No. 4. Oh; one nmore time. | wll retract. Are
‘auready with question No. 2 and the statement?

DR. LEIN. | have 2 and 3.

DR STERNER.  (kay.

DR. LEIN: 2; “Categorization of antimcrobial
irugs for food animals considering the inportance of this
intimicrobial drug for human nmedicine is accepted by the
sommittee as a workable category for the inportance of
intimicrobial resi stance and transfer of resistant genes
srom other bacteria of food animals. A fourth category of
>nly food-ani mal drugs should be considered by FDA.”

DR. STERNER. W are in agreenent with that?

DR. ANGULO  Just to wordsmith it. The fourth
category shouldn’t be only food-animal drugs, because you
could have a conpanion-ani mal food-animal drug. It should
be non-human drugs.

DR LEIN: Thank you. That was the European--

DR. STERNER: No human use

DR ANGULO : Drugs not used in humans.

DR BARKER : Wasn't there something in our

di scussi ons about requesting sinplification if feasible,
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ossible?

DR. STERNER. That was duly noted by the agency.
don’t know that it has to be a formal statement. You
card us loud and clear, didn't you, Dr. Toleffson? She is
oddi ng her head, but not at ne.

MR CGEYER It is in record. It isin the
ranscript . It will be highlighted in the summary ninutes.
o |l think it is covered.

DR STERNER. Did you want to do a reading of
uestion No. 37

DR LEIN: "Monitoring threshold |evel is the
mportant tool for the proposed franework and assures the
wman safety of the mcrobial effects of new ani mal drugs.
le encourage the use of both human, animal and other
:nvironmental data to be obtained for making these
iecisions. The commttee feels the national program using
ARMS , diagnostic laboratory data and an independent central
.ab for on-farm data using sentinel farms be supported.
'hese shoul d be supported by governnent and industry. A

»road range of organi sms should be used for nmonitoring

intimicrobial resistance. *
DR. STERNER: Any disagreenent the statenent as
cread?
[No response. ]
DR STERNER.  Seeing none, M. Director,
MLLER ST QOPAY. 1K
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Question 4.

DR. sunNDLOF: Thank you, M. Chairman. Question 4
Is in regard to Resistance Threshold Levels. The issues are
addressed on pages 14 through 16, 18 and 20 of the framework
document.

"The agency has proposed the creation O different
| evel s of resistance transfer to humans that would be
accept abl e based on the inportance of the drug or drug class
in human nedicine. Category | antimcrobial drugs would
require that the use in food-producing animals results in
little or no resistance transfer to humans.

“Category Il antimcrobial drugs would require
that a predefined |level of maxi num resistance transfer be
established prior to approval that would depend on severa
factors such as the existence of alternatives to the drug,
the human pat hogens of concern, " et cetera.

“The level of resistance transfer nmust be |ow
enough that there is a reasonable certainty of no harmto
humans associated with the use of drug or the product in
food aninmals. What criteria should the agency use to safely
define the acceptable level of resistance transfer, if any,
for antimcrobial drugs that fall into categories | and 117"

DR STERNER | amgoing to split and go this way
and this way, so, D ane, be prepared after Dr. Cooper

Dr. Langston?
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DR. LANGSTON: | have significant concerns about
he ability to do this. Presently, | don’t believe that we

zan. | would say either that we delay this in terms of
setting any sort of criteria until that can be established.
If not, then those should be established for category | and
anything in category Il or 11l would sinply be nonitored and
revi ewed.

MR WOOD: As the criteria are created, and |
jon’t hear us ready to list themout now, | amcontinually
concerned, as others have al so expressed, about the
axistence Of subtherapeutic use of antibiotics that may
I npact human therapies.

That use has been narrowed and defined a little
further by our creation of a fourth category. Apparently,
subtherapeutic drugs Wwill be dealt with in the same light as
t her apeuti c. | do appreciate the assurances that we
received this norning that, regarding exposure questions,
subt herapeutic use will receive the attention that it
deserves.

| also want to again reiterate our concern about
prior approvals. As we tal ked about grandfathering and
making certain that we were only tal king about new ani mal
drugs, | still wanted to raise that question and to lift up
how i nmportant the footnote is on page 7 that would allow for

a risk assessnment of prior approvals if funds are there.
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DR OBRIEN | think the questions about

ransfer--it is kind of a second-level question. You are
onitoring | evel s of resistance. Now, a second |evel of
exam nation is how much of that is due to transfer or can
ou nmeasure transfer rates in between.

It is possible, and it is possible, probably,
iithin the framework of a good surveillance systemto find
suspicious anti—bi otypes and, now, increasingly easy, to do
jenetic markers to show that they are the sane and to begin-
.cbc's work, of course, traces some of these |ines.

So | think that it is good to have this in because
.t Wll be increasingly possible to do at |east some studies
like this. | think it would add another dinension. But |
:hink, at the noment, you can’t really say the extent to
vhich you will be able to do this very easily right now.

DR. COOPER: | don't have any comrents. [ will
sield to nmy expert colleagues.

DR, GERKEN: You tal ked about it in the context of
a nonitoring program but the way | read this, this is
something that would be established prior to the approval
and speaks to the drug-approval process. | am not very
confortable with it. | agree wth Dr. Langston. | am not
sure that it can be done.

| don’t understand it well enough to understand

how it can be done as a proapproval. Those are all ny
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omments.
DR. HOLLAND: | think this is the one that the
m crobi ol ogists really need to work with from ny
perspective.
DR. HASCHEK-HOCK: Ditto .
DR GALBRAITH: | amcertainly not qualified to

say how it should be done, but | think if the public health
Is going to be adequately protected, there has to be sone
reasonabl e | evel effect.

DR. STERNER: Dr. Barker, surely vyou have an
opi ni on.

DR. BARKER: | am even less qualified than
everybody else but | have never let that stop nme. There is
a small problemthat | have with it. | would underscore
what has already been said. It seens right at this point
very difficult to understand exactly how this is going to be
done.

But , clearly, even if you have a category Il drug
that denmonstrates significant resistance, that that is also
of concern, not just for the human nedicine part but for the
veterinary use, continued veterinary use, of that drug under
your mandate to provide products that are both safe and
effective.

If you prove that the drug is no really no |onger

effective, then you have to take sone action, | would think,
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>ased on the information that you generate here. But, as
‘ar as being able to actually nmake resistant threshold
levels at this point, | don’t think it is possible. You
simply have to start to generate the data for one, all the
axisting drugs that are on the market and start to |ook at
10w those inpact the position of the different drugs in the
categories.

One 1s how we speculate that they will today and
how they actually cone out. | would be very interested to
see the result of that.

DR. ANGULO: | recognize this is a critical
question and very difficult to answer but | hope it will be
one of many and there will be much continued discussion to
find a rational approach. But, clearly, nmy inpression is
that we do not want antim crobial resistance to energe in
humans to such an extent that it causes a clinical
consequence.

So, at the very least, We can put a conservative
threshold in human data and we could even neke sure that it
was focused because we could--besides monitoring resistance
levels in humans, we could also interview those humans that
had a resistant infection and make sure, like | have said
before, that they didn’t travel and didn’t take
antimcrobial and, 1f necessary, we could follow that up

with nore analytical studies which would include
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nterviewing people who were NOt i1l and doing an
pidemiological study to try to pinpoint what the nost
ikely source of their infection is.

Nonet hel ess, | think the point is that we can nmake
L threshold based on human data because we do know there
rould be a clinical consequence if a certain level of
‘esistance should emerge in humans. So there 1is sufficient
lata, we believe, to understand what the clinical
consequence to humans would be, for instance, if we were to
1ave enmergency of 1 percent fluoroquinolone-resistant
jalmonella in the United States.

To the extent that we use animal data at all for

:his or the other questions | agree fully nmuch additi onal
di scussion needs to be held but, at the very least, hunman
lata could be used to set a resistant threshold.

DR. OBRIEN. One other point mght be, if I
inderstand it properly, that the information on transfer, if
it were to becone available, mght be nodulating in the
thresholds. In other words, if you found that the level in
humans of resistance to a certain agent had reached what
appeared to be a threshold, but if transfer studies tended
to exonerate an aninmal source or pinpoint an alternative
source, it mght be a way of keeping that threshold from
provoking a renedy in the animal-food industry.

DR angurLo: To follow up on that, | think we do
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have a good exanple in the United States that, in 1991, we
did surveillance on Campylobacter and we had zero

f1 uor oqui nol one-resi stant Campylobacter in the United
States . Now we are at 13 percent fl uoroqui nol one-resi stant
Canpyl obacter.

There was an anal ytical study done in M nnesota
whi ch denonstrated two inportant things; one, over half, |
t hink al rost 60 percent, of their infections were in
international travelers nostly to Mexico which denonstrates
t he concern about international travel.

But the other 40 percent were domestically
acquired which they followed up with retail studies and
found the sanme isolates in poultry at retail, et cetera. So
we can exonerate animal sources by doing further analytica
studies if necessary. So | agree with the point that you
made, Dr. O Brien.

DR. STERNER: | think the conmttee has pretty
universally said that we don’t have enough information here
so that is job security for some researchers. My own
comments to this, and | feel this is a very critica
question as well, were that the background materials and the
invited speakers did not provide enough data or information
on which to base a recommendation at this tine.

DR LEIN: | wote sonmething down as | was

l'istening here. “Resistant |evels for category I
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intimicrobial drugs would require that use in food aninmals
result in little or no resistant transfer to humans. |If
resistant transfer is detected, a review by FDA with an
:xpert group would review the data and discuss mtigation
or the future use of this drug in food animls. ”

DR ANGULO But it sounds post hoc instead of a
>riori. Before a drug is approved, we can convene an expert
sommittee and decide what we are going to do if resistance--
[ nean, | don't think you need to wait to see it energe and
lecide what to do.

If the decision as a category | drug should result
in little or no resistance, then we should decide a priori
>efore we approve that drug--

DR LEIN: Wat | worry about in that is, again,
chis idea that we are going to consider only the human dat a,
ve are not going to ook at on-farmdata if we can get that
o a point that may be neani ngful.

If we are seeing now an increase in resistance in
reman data, we really don’'t see that in background on-farm
jata. It is a question | asked before; what are you going
to do with this? Does this nean that it is definitely
coming fromthe farmor is it soneplace in that process
chain?

| think that Dr. Toleffson nentioned this pipe

situation where we | ook at both ends and we are | ooking at
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some of the materials in between from plants, from other
>laces, tal king about where this nmay be entering the system
yhat | amtrying to do here is trying to spare the fact that
ve are going to pull a drug from the food-animal industry
vhen it may not be required at that |evel but needs to be
requi red at HACCP or sone other level or treatnent of

mumans .

DR LANGSTON: Wul d you agree that largely we are
zoncerned about category | drugs, Dr. Angulo? Really, it is
1ot too nuch of an issue on class II. Gven that, if they
are going to be nonitoring all along anyway, the question
secomes, do you set a threshold proapproval that, when it
reaches, you automatically do sonething.

My argunent would be that yes, you can set a
threshold but you really but you realize it is sonewhat
arbitrary on human data and instead of automatically
triggering a mtigation or a wthdrawal, the trigger would
then be to a review panel.

DR BARKER: Sonmetines things are a little slow to
dawn on nme but it would seemthat the driving force here
really isn't where we place bl ane. It is not whether it
occurred on the farm whether it occurred from contam nation
in the environnent, or whatever, that if we see in the human
data a large increase in resistance to a particular

antibiotic to treat a particular pathogen, that that takes
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precedence over everything else and that sinple continued
use of the antibiotic in animals would raise the risk that
ot her further additional resistance would be passed on.

Am | wong about that?

DR ANGULO: | think you are m ssing just
slightly. Just because on the human data, we detect an
increase in resistance, we would not assunme, necessarily,
that it is a food-animal source without first interview ng
the people and naking sure they didn’t travel
internationally and make sure that they didn't take
antibiotics before they becane cultured for this organi sm

Then we would | ook at the aninmal data. If the
animal data shows that there is no change in resistance,
then I think we would have to do a nore in-depth analytical
study to find--1 don’t think would have found the answer
yet .

But that raises two points. The first point is it
answers question No. 5 which is if you don't do an on-farm
study, then when we see changes in hunman data, you don’t
have the data to refute--refute is too strong a word, but it
is the truth--you don't have the data to refute the change.
So you obviously need on-the-farm studies.

DR LEIN: | agree with you 100 percent,

DR ANGULO: The second point, though, is the

poi nt about arbitrary setting of human thresholds. True, it
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is arbitrary, but we can put in on the clinical threshold.

It is arbitrary, but it is arbitrary to the extent that you
are unconfortable with having 25 people a year with an

i nvasive Salnonella infection with fluoroquinol one-resistant
Sal monella and in the first 48 hours while they await
culture results, they will be being treated with
fluorogquinolones, whether that nakes you unconfortable, or
whether it is 2 percent or whether it is a half of

1 percent, and we will have a spectrum of unconfortabl eness
fromdifferent groups.

W can set it arbitrarily but we can put it
sonewher e. There should be sonme place where we could say
25 people at risk is too high or 50 people is too high or
100 people is too high.

DR GERKEN. Dr. Lein, the comment that you read,
was that in summary of what | just heard us say around the
table or was | in another world? | kind of thought Keith
sunmari zed it and then, out of your nouth, cane sonething
that | didn’t--

DR LEIN: Oh; | changed what he said. Yes.

DR GERKEN: Ckay. Now | understand what | didn't
recognize it. Are you making a notion to change what the
rest of us all said?

DR LEIN: Wuat | amstating is that we all feel

like category | is a very inmportant group if we are going to
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look at it as single-type agents that are available for
human nedi cine and that this should create a warning,
basically, if we see an increase in -ntimicrobial resistance

and that, then, should provide for 7= and this expert
panel , whoever that is going to be, to review that and, if
we could, in the ultimate, have good farm data and human
data, some decisions made as to where the problemis.

| think Fred explained it very well, if we had all
the datapoints that we could | ook at, yhat would nmake a
decision--at least, that is nmuch nore inportant to source of
probl em whether it is at a human level or whether it is at
the farmlevel or whether it is at an environment |evel

DR GERKEN: | guess | am not quite understanding.
| thought that the rest of us said that this was a very
complex--

DR LEIN: It is. | didn’t mention a threshold.
| didn’t mention anything.

DR STERNER: If I my. We all are in agreenent
that category | antibiotics, that the threshold is zero or
very, very low. The problem conmes in category Il in
establ i shing resistance threshold levels and we sinply
didn’t have enough dat a.

My statenent was background naterials and invited
speakers did not provide enough data or information on which

to base a recommendati on. Therefore, it should be deferred
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to a later time at which point, hopefully, we will have
better information to base a recomrendation to the Center.

DR BARKER: | would nobve ro substitute that for

the coments from Dr. Lein.

DR.  STERNER But, with regard to category I
drugs, make no mistake that the resistance threshold |evels
woul d be effectively zero.

DR LANGSTON. It sounds like we really have two
parts to this. It is really saying that we don’'t have the
information to set a threshol d. The other part is that we
may need a working threshold for a category I in the
nmeant i me. Am | msinterpreting that?

DR. STERNER: | am going defer to the agency here
since you folks came up with this docunment and we are
charged with answering it. I amnot sure | have the
insights to answer this. This is a tough one.

DR SUNDLOF: | think we are asking you to think
in the conceptual terns that we agree that it may be
difficult to set one, set it based strictly on scientific
evi dence. But assuming that we had all of the information
that we needed to establish these thresholds, conceptually,
woul d these be a good idea?

DR.  STERNER: For all three categories?

DR SUNDLOF: There is none for category I11I.

DR. STERNER: Excuse nme; categories | and I1. |
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guess | will just speak for the conmttee, not seeing any
heads nodding in the opposite. W agree with category | and
nore research is needed for categor. Il at this point, nore
dat a.

Is there disagreenent around the VMAC, in the
interest of noving on? One of our nenbers has an airpl ane

before too long that he has to pay attention to.

Donal d, would you wordsmith that. We will nake it
into two parts. I's there agreenment? kay.

DR ANGULO: On category IlI, | amnot sure we need
nore data. W just need nore discussion. | am not sure we
need to do a new study--1 am not sure we are going to get
any nore new data to answer--1 think we just need to cone

together and try to decide what the levels would be.

DR. STERNER It was envisioned that there will be
wor kshops and other neetings to nore specifically address
this, hopefully, wth nore expertise in the area, that can
conme to sone agreenent. You , the agency, are charged with,
in fact, coming up with that if you would |ike us to make a
recommendati on there.

Nobody felt a confort |evel at knowing at this
point the right thing to recommend to you.

M. Director, question No. 5.

DR SUNDLOF: Thank you, again, M. Chairman. The

| ast question, question No. 5. refers to on-farm
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postapproval nonitoring progranms. The question is, “On-farm

postapproval nonitoring progranms will be necessary for
certain antimcrobial in category | and category 11, high
and sone category Il nmedium products.” That is referred to

on pages 17, 19 and 20 of the framework docunent.

The question to the conmmttee is, “Should on-farm
nmonitoring be instituted i mediately postapproval or shoul d
it be triggered by a change in the data generated from ot her
sources such as NARMS?”

DR STERNER Dr. Sundlof, just for clarification
purposes, the responsibility for the nonitoring program on-
farmwi |l be on a case-by-case basis for the NADA applicant,
or will responsibility for adm nistration of this program
like with the agency?

DR SUNDLOF: That has not been determ ned. |
t hink everybody is in agreenent that we would not like to
see a drug-by-drug system put into place, that we should
have a more global, conprehensive system \Where the funding
comes from for that has not been determ ned. In terns of
this discussion, we can deal with the funding issue
separately. W are just interested in your thoughts gn
whet her or not having such a program out there nakes sense
in light of the rest of the framework.

DR STERNER:  This on-farm nonitoring, however, is

so integral to this whole issue that who is going to pay for

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




at

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24

25

209

it becones alnobst an overriding issue here. W can wi sh for
a lot of things. W have all got a great wish |ist. But
that resource pie, again, becones a very critical factor.

Maybe | am speaki ng out otf turn here. I will
stop .

DR. FLETCHER  This is, in part, where | was
making ny plea earlier for sone kind of coordinated effort.
I would actually like to see on-farm nonitoring even before
any approval, as sone kind of benchmark. | have a | ot of
problens with knowing how this is going to actually work. |
understand what the agency is asking for and | support that
in concept, but | am having difficulty knowi ng how a conpany
is going to do this.

I think it does get back to a drug-by-drug basis.
I think this coupled with--1 did not appreciate that the
nmoni toring thresholds |evels was not going to be also a
responsibility of the industry. It wasn’'t clear to nme from
the franmework docunment who was going to have responsibility
for that.

But | think here is an opportunity for the
qual i ty-assurance prograns, perhaps, to provide sonme kind of
information in a database that could be drawn upon as
benchmark kinds of information and then you don’t
necessarily have to worry about immedi ately postapproval or

triggered by a change. You have it ongoing.
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How to work that into a framework regul atory node,
| don't know. But ny plea is to find a way to do that
because if the breed association groups are saying, ‘'Look;
we have got quality-assurance prograns, “ and if the
integrators say, “On-farm quality-assurance is inportant, ”
then that ought to be able to be coupled with data that is
comng from the slaughterhouse and from product and from
what is happening in the human popul ati on.

That, to me, is the one conpelling argunent that |
see for looking at this framework in a very positive way to
say that could take us down the road as opposed to endl ess
debat e. But there needs to be sonme coordi nation about it.

DR HASCHEK- HOCK: | guess when | see this--in
response to one of ny questions earlier, | was told that on-
farm nonitoring would be non-drug-specific and non-sponsor-
specific. So where does postapproval cone in? | think |
woul d support what Dr. Fletcher says that we need continual
nmoni toring, however that is going to be established, and
that it would not be triggered postapproval for any specific
drug.

DR ANGULO: (Obviously, resources are going to be
restrictive . So if we were to prioritize the animal data,
think it is very clear, but worth reiterating, that the
sl aughter sanples are paranmount. And the nore slaughter

sanpl es we can do, the better. And if we have |imted
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resources, that is what we should do nost.

So then should there be an on-the-farm conponent.
That is a good question worthy of discussion. | realize
that that could be very expensive for the industry. It
obviously would be to industry’ s advantage to have on-the-
farm studies so that they could help, if we noted a trend in
human data, explain that.

But how extensive it should be on the farm those
types questions, | think the resources are going to direct--
the nore the better, but | don't think it is essential, not
i ke the slaughterhouse sanples are essential.

DR. GERKEN: I don’t quite understand how this
could be a burden of industry since, on the farm they are
going to be using probably nore than one antibiotic regine.
So you are going to get really a m xed nessage. I f they
were going to be using just one antibiotic for a whole year,
you mght say, well, that could be borne by the conpany.

But | don't think that is realistic. So you may
have a whole variety of antibiotics used during a given
period of tine. I don’t know how you can ask a sponsor of
one antibiotic to be looking for drug resistance in other--|
don’t know. Maybe | am m ssing sonething but | have a
concern about that.

MR WOOD: | also support the on-farm studies

either initiated postapproval or, as was suggested earlier,
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begi nning as soon as possi bl e. It was indicated earlier, as
well , in terns of identifying where resistance m ght take
place that if resistance nonitoring began there and no

resi stance was found but it was found as it went into the
plant, it would certainly help to clarify sone issues at

that point, too.

I think any kind of nonitoring that would take
pl ace, though, needs to be coupled with other kinds of
review of on-farm managenent practices and steps that are
taken that would have to do with creation of pathogen | oad
or creation of resistance levels dealing with stress or
bi osecurity or density of aninmal populations that would have
an inpact in both those areas.

Rel ated to the on-farm studies, although they are
one piece of the pie and even though it is not a question,
think it needs to be supported again that the drug-sale data
needs to be another part of that pie as well as what we have
tal ked about many tinmes, the resistance nonitoring, overall
resi stance nonitoring such as through NARMS, that all those
are part of the whole and they all need to be a part of an
effective framework system

DR LEIN: | think there are two things that are
present here, one already existing and | will cone back to
di agnostic | ab data, as soon as new drug is seeking approva

and it is available, even before, possibly, licensed, the
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di agnostic | abs have the disc. They start to incorporate
that in for that animal group.

They will start to |ook at background because a
| ot of the conpani es need background data before that is
ever |icensed. Fromthere on in, we wll be |ooking at that
drug, basically, in whatever nelee of animals cone through
as far as the diagnostic |abs. So | think diagnostic-Iab
data is inportant again.

Second, | tal ked about an independent | aboratory,
a centralized |aboratory, that has good QA, good QC, that is
certified and basically it could even be CLIA certified. It
could go that far to say it is into the human health part of
it. And it would be looking at sentinel farm data again.

| think if you could develop that, that would work
very well. | agree very whol eheartedly with Dr. Fletcher
that our herd-health prograns or aninal-health program
gual i ty-assurance prograns, are going to be calling for this
basically as we go forward.

Today, we do work with independently--not
avai |l abl e to governnent agencies because it is done
privately with industry--we nonitor a lot of industries for
bacterial background. That is done in the poultry industry.
It is done in the senen industry. It is done in the embryo
i ndustry. It is done in sone of the production units.

So that already has started, basically, in helping
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them determ ne what their bacterial load is and what their
antibiotic use is and their problenms within that industry.
So | think our step towards quality assurance is going to be
a nonitoring program

As we put together these prograns, basically, and
we are developing one in the Northeast, it is certainly
going to be devel oped that way for the dairy industry or
other industries as we go forward.

Now, who will pay for this? Basically, industry,

I think, will be involved with paying for a share of this.
Again, | would throw out government and | am using a broad
statenent when | say governnent, be it state or be it
federal or other agencies, to |ook at this. So | think this
will be inportant data for us to gl ean.

W are going to need it for world trade. | think
that day is here. And for the production units, we are
certainly going to need it. So | think we should say, yes,
we are going to look at on-farm data, nake a statenent and
go forward.

DR. BARKER: Is part of the approval process for a
new antibiotic drug that the manufacturer, the sponsor, nust
generate a baseline set of data about the effectiveness of
their drug so there are acceptance of isolates froma range
of different diagnostic |aboratories and other sources? As

part of the efficacy trials, in nmany cases, isolates are
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taken fromthe animals involved in the study to verify that
it is a particular type of pathogen and the MCS on those
are exam ned.

So as far as inplenenting anything i mediately, it
woul d seem that the data are nade available to the FDA in a
reasonable form already as to what the MICs of these
antibiotics are.

Is it reasonable to expect that one, a question of
| egal ability of the FDA to do this and, certainly, others
know nore about this than I do, but to have them go on-farm
first get permssion to go onto a farm and to nonitor for
general resistance on a farmthat, perhaps, is not even
using their drug.

O course, it would not be reasonable for themto
go ask to nonitor on a farmthat didn't have their drug, but
it is so conplex, the variables there are so difficult to
get a handle on, that the data that cones through from that
is part of their approval process, may be quite difficult to
interpret.

I would suggest that there m ght be another way to
approach this problem that m ght be nore acceptable.
Certainly, the baseline data nust be generat ed. Private
industry will do that anyway. W will know what the
resi stance patterns are in a very |arge nunber of animals

prior to approval of the drug.
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Part of the second question here is after a
trigger--1 certainly, after the product is on the market, if
we start to see antibiotic resistance fromthe NARMS dat a,
that suspicion will be raised as to what the cause of that

s .

Sl aught erhouse data is far nore inportant to
prevention of transfer of pathogens to the human than on-
farm data, would be ny position, that we would be far better
served to recognize, one, that there is a problem, that
resistance is occurring and then nake the attenpt to
identify that through epidemiological approaches where a
conpany may be invited to do another on-farm study that is
controlled, where they would be asked to adm nister drug now
to this herd of animals and exami ne the resistant patterns
to see if they have changed rather than to nmandate a
continuous nonitoring on-farm where the variables are
extremely high and, for quite sone period of tinme, what you
wi Il observe is no change.

DR ANGULO: In terns of a public-health
safeguard, the on-the-farmtesting is not essential to
est abli sh adequate public-health safeguards. The adequate
public-health safeguards would be in place, | believe, by
nmonitoring slaughter sanples and nonitoring hunman sanpl es.

But we do have the di sadvantages of we have

noticed different changes in those two surveillance systens.
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If we don’t have on-the-farmdata, then we will just have to
assune that it cane through on-the-farmif we are going to
have an adequate public-health safeguard, which may be an
unfair assunption.

From a public-health perspective, | don’'t have an
opi nion whether there is an on-the-farm study or not. | do
see a huge advantage of having sonme on-the-farm data because
if there is on-the-farm data, you could fjne-tune the
current prudent use guidelines that are bei ng devel oped by
the data that is being generated.

| just believe that getting the on-the-farm data
is in the best interest of the animal-health community. But
it needs probably to be done by a group basis rather than
i ndi vidual conpanies so | would strongly encourage the
Animal Health Institute to take the |eadership in devel opi ng
on-the-farm studi es, maybe through an independent center or
lot , but it seems prudent that the whole industry ghoul d
support it rather than an individual conpany.

DR STERNER Dr. Lein, for everybody's
information, would you have any idea about what a probl em
an on-farm nonitoring program nationally mght cost?

DR. LEIN: No. | haven't thought about it.

DR STERNER: It is one thing sinply to go ahead
ind say to the pharmaceutical manufacturers, «ws ought to go
shead and do this, “ and we may no idea about the price tag
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attributable to it. | say that, if sonebody were going to
say, "It is a small problemfor ne, " but they may pot know

what ny circunstances are either

DR LEIN: | think when we say industry, though
we shouldn’t be just thinking about Animal Health Institute.
I think we are tal king about animal industries, also,
kicking in on this. That is what happens today in sonme of
t he bi gger industries. The poultry industry is a good
exanpl e of that.

DR. BARKER: | believe there is already a wealth
of information out there that just sinply is not being taken
advantage of. A lot of the cases, and you nentioned this
earlier, that are seen on-farm where there are treatnent
failures or where there is actually a devel opnent of
resi stance are seen by a lot of diagnostic |abs.

That data is very inportant, that good
docunentation of those cases is made by diagnostic
| aboratories and that there are nore standard nethods
applied there, that there is already existing a very
val uabl e resource for exam ning certain aspects of this.

To add one nore layer of this as proposed here,

i ndi vi dual conpani es woul d be responsible for establishing
nonitoring prograns which the FDA has cited they would
really have no control over, so it is not clear exactly what

they woul d be nonitoring and how, just doesn’t seem either
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practical or reasonable and, in the end, fair, particularly
if you are not going to nake it drug specific, you are just
going to make it species specific.

DR HASCHEK-HOCK: | think we would all like to
see on-farm nonitoring. | think the question is how nmuch is
it going to cost and how would it be inplemented to nake the
data useful across nultiple farnms and nultiple sources of
i nformation.

So | think maybe we should just say that
sl aught erhouse data is essential. Di agnostic |ab data
shoul d be used because that is a wealth of information and
there should be at |east a nechanismto do on-farm
nonitoring once a problemis detected so that there would be
ability to investigate.

The other things, | think, would be nice to do but
may not be absolutely essential at this point.

DR ANGULO: | think, in ternms of this independent
center, one possibility, of course, is the Center for
Epi dem ol ogy Aninmal Health at Fort Collins, part of APHIS,
which is an independent science-based agency and does to on-
the-farm surveys, and they could head such a survey as this.

Those types of surveys that Fort Collins does,
al t hough expensive, are not resource-prohibitive, |I don't
believe. A simlar type scale of study could be done by

Fort Collins.
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MR WOOD: | would hope, though, that as we dea

vith this question, we deal with it in the sane franmework or
:he sanme understanding as the other questions in that we are
lot , at the sane tine as we answer this question, trying to
vork on budget questi ons.

We certainly have to live within the realities of
vhat m ght be feasible but, to nme, | think we are being
asked conceptually whether or not on-farm nonitoring, either
scostapproval or triggered, nakes sense to us.

What | have heard us say earlier is that, yes, on-
Earm nonitoring does nake sense to us al though there may be
some financial inplications that would nake it difficult.

DR STERNER I think you have also heard that the
validity of the on-farm nonitoring presents sone |ogistica
nightmares, particularly for an individual manufacturer when
we | ook at category I or Il-Hin terns of being able to
mandate that for a sponsor.

DR BARKER: Just one quick question, legal. Do
you think that it is legal for the FDA to require a sponsor
to nonitor resistance on a farmwhere it does not directly
and specifically involve their drug as part of proof of
safety and efficacy?

MS. DAWSON: I haven't discussed that issue with
the Center. | certainly would have the sane concern. I

think, wunder the statute, the types of reports and
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information that we are allowed to get are to serve the
pur pose of determ ning whether the drug continues to be safe
and effective.

In ny view, there would have to be sone connection
between the sponsor’s drug and the information that we
require the sponsor to collect. But that is just ny
prelimnary view

DR. STERNER: Is there further discussion fromthe
conmttee? Dr. Lein?

DR LEIN: Looking further at the herd-health
qual i ty-assurance prograns, we are devel opi ng one in New
York State. Simlar prograns will be developed in Chio and
Pennsyl vani a. We are |l ooking at a regional concept for this
at this point really for the Northeast.

That woul d | ook at nodul es that would be involved
with nonitoring. Sone of this is disease-oriented. If we
had a Sal nonella outbreak, obviously, it is quite easy to
di agnosi s Sal nonel | a. It only takes, wusually, the one
animal that is sick or has a problem for those that have
illness connected with it.

But there mght be environmental nonitoring that
we woul d be doing as well because of Sal nonell a. W do that
today in the egg industry for Salnonella enteritidis. It is
a routine procedure that goes on within our states and

several states in the Northeast and further, all the way out

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




at

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

222
to the California Coast.

But in this situation, basically, what we are
| ooking at in the new type of herd-health quality-assurance
programs is that once we have an outbreak of Salnonella on a
farm wusually it is typhimuriumor it may be DT104, or it
may be something less than that, the difficult thing for the
farmer and the practitioner is to nanage that.

In managing that, frequently what we want to do is
give help to the farmer and the practitioner in providing at
| east a post-diagnostic test to show that his nanagenent
strategy is clearing up this condition.

That nmeans that you are going to be doing
environment testing as well as animal testing because you
are |l ooking for source of that infection and where it is
har bori ng. It includes also rodents and birds and other
wild animals that may be involved or other species on the
farm because the cat becones a big problemin this, dogs at
tinmes, and could include people.

In our situation, we are also pulling in the New
York Agricultural Medicine and Health Goup which is really
an arm a research arm that cones through a regiona
concept throughout the United States and has the ability to
work on-farmwith farmfamlies.

In that situation, they can |look at the farm

famly as well through a questionnaire but also through
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testing and provide help or |ocal health departnents. Pet er
has been involved in a few of these before, too, where they
become the armthat is necessary to be working with the farm
famly as the veterinary group works with, basically, the

ani mal s and environnent.

So | think putting those two things together gives
us a unit, really, to go forward to start to | ook at sonme of
t hese probl ens.

DR STERNER. To the conmittee, the question says,
“Shoul d on-farm nonitoring be instituted jnmediately
postapproval or triggered by a change in data generated from
other sources such as NARMS?" |nplenment immediately or
after trigger? You have heard enough di scussion and, |
assume, have been taking notes that you have a consensus.

DR LEIN: Just see how this fits. “On-farm

post approval nonitoring prograns, and | didn't specify what

category, "would be encouraged by the committee- " This sort
of doesn’'t say it has to be there for category | or Il. It
is just encouraged by the commttee.

DR STERNER  Wbul d you specify ownership?

DR LEIN: Yes. “ Sl aught er house data shoul d be
i ncreased. Di agnostic |aboratory data and an independent
accredited central |aboratory should be devel oped utili zing
governnent and industry noneys to nonitor sentinel farns.”

DR. STERNER: What is the commttee’s confort
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level with the statenment as read? Comments?

DR ANGULO | like it, but the possibility of
getting enough resources--1 know we are not supposed to talk
resources, but getting enough resources to develop an
i ndependent | aboratory kind of weakens the statement. gg |
think it mght be a good idea to have an independent center
participate but it is not essential to the statenent.

| don’t know whether you want to include that.

DR LEIN: | put it in because we put it in once
before, basically, back soneplace in the third one or
what ever it was. It could be CAH, or it could pe NVSL; a
centralized | aboratory. W don’t have to nake jt
i ndependent

DR. FLETCHER: | don't think it adequately
expresses ny feeling that there should be sonme partnership
with quality-assurance prograns, for exanple.

DR LEIN: Good idea.

DR BARKER: | don’t think it expresses ny
feelings at all, but--no; it does. | think it is desirable,
that the commttee would consider it desirable, to have on-
farm dat a. | think there are still issues about the
legality of requiring it, certainly, in terms of public
health, that there are, in that list of things that you
gave, | would think, different priorities.

I think Dr. Haschek’s description was actually a
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Little nore appropriate, that there are nechanisns to do
-hese individual things with existing programs and that, at
some point, after a trigger, that we should apply the on-
Farm testing under a nore controlled manner than is

jescribed in the franmework docunent.

DR STERNER | am hearing sone runblings of
agreenent.

DR LEIN: | have added the on-farm health
gual i ty-assurance prograns. | say, “On-farm postapproval

nonitoring progranms utilizing health quality-assurance
prograns shoul d be encouraged by the conmttee, ” or, “would
be encouraged by the committee, ” and then go on fromthere
to say about sl aughterhouse data, diagnostic lab and a
central |aboratory nonitoring sentinel farms.”

DR HASCHEK-HOCK: Could you read that again,
because maybe what we need to do is put sone priorities in
there, what the priorities for each of those would be.

DR LEIN: “On-farm postapproval nonitoring
prograns using health quality-assurance prograns would be
encouraged by the conmittee.” We are not saying it has to
be done. We are encouraging that they be devel oped.

R DR .//@: It occurs to ne--1 have a little bit of
NS
a problem with postapproval in on-farm nonitoring prograns
because | would like to see nonitoring prograns on-farm

wi t hout regard to approval.
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DR LEIN: | agree with you. Let’s take it out,
if everyone is in agreenent with that.
DR. STERNER I will ask for a show of hands at
this time for renmoval of “postapproval.” Those in favor of

renoval of "postapproval?"

[ Show of hands. ]

DR. STERNER: W have seven. W have a najority.
so, “On-farmnonitoring programs, ” is how you start out
reading it?

DR, LEIN: Let ne put in here, “antimcrobia

“

resi st ance. “Monitoring prograns utilizing on-farm health
gual i ty-assurance progranms woul d be encouraged by the
comrttee. "

DR HASCHEK-HOCK: |Is that the whol e statenent?

DR LEIN: Then, *“Slaughterhouse data should be
i ncreased. Di agnostic |lab data and an accredited centra
| aboratory should be devel oped utilizing governnment and
i ndustry nmoneys to nonitor sentinel farns. "

DR HASCHEK-HOCK: | guess | would like to see
sone priority starting off, perhaps, wth the slaughterhouse
as being absolutely essential, increasing that first, and
having the ability to do on-farm investigation when
triggered by a change in the slaughterhouse sanples and then

say that we would al so encourage on-farm nonitoring.

MR WOOD: I ama little concerned with setting up

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




at

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

227

1 situation where we would inmmediately turn this over to
juality-assurance prograns, as valuable as they are.
Juality-assurance prograns do, in some areas, particularly
vith the pork producers and others, address--and we have
1eard from others today or yesterday--address this question
>n how they address resistance.

But not all of them do. Not all producers are a
?art of the quality-assurance prograns. | am not sure that
gual i ty-assurance prograns are in all comodity areas. |
ion’t know about aquiculture, for exanple. So that would be
an avenue, but | would not want to see it established that
it would automatically be relied upon.

DR LEIN: | think, in answer to your question, we
are really not saying that this is mandatory. Wat we are
saying iS we are encouraging it. | feel that any production
group of food animals today is into a quality-assurance
program i ncl udi ng aqui cul ture. | know they have started
one.

| think this is going to becone necessary if they
are | ooking at any foreign trade. It mght even be if they
are looking at interstate trade. | will tell you today, if
MacDonald® s is buying it, it is probably going to be
mandat ory because they are asking for these things today as
we go forward

So | think we are going to see the consuner
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oushing the quality-assurance program V& may as well add

to the push at this level.

DR. O BRI EN: I don’t understand all the
ram fications of inplenmentation but | think, beyond just
encouragi ng the on-farm nonitoring, | think it would be nice

if we could thing of sonehow getting enough resources to do
sone pilot on-farmnonitoring, at least to have that as a
firmrecomendation to get sonme sanples of data, to see how
it would work, to explore it as a source of information a
little bit nmore than we can now.

The exanples that | know of are the studies of
Wl fgang Wtte and the ones that Stuart Levy did years ago.
But |I think the interrelationships between use and
resistance in different species and in different kind of
farm ng operations would be extrenely valuable to at |east
have snmall sanples of, either triggered by just exploratory,
just trying sonething, to see what kind of information you
could get and how such a program could be fine-tuned, and
then keep it as a possibility for the regulatory process,
as, for exanple, to be triggered by events at the
sl aught er house.

But | think not to wait for that, but to try to
find the resources to pilot it so you have nodels as to how
to do it in-hand and then think where it fits into

i npl enent ati on.
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DR LEIN: Sone of that has been done already.

‘he NAHMS Program the National Animal Health Monitoring
ervice, and Dr. Angulo nentioned the Center for

epi dem ol ogy and Animal Health which is a USDA division for
epi dem ol ogy out of Fort Collins, has done this type of
nmonitoring with several different species, now, over the
.ast seven or eight years.

More recently, now, with both beef cattle, sone
lairy cattle, where they take a different species each year
ind set up a program statistically to test an industry and
vould | ook at several states. New York has been invol ved
vith both the dairy cattle, the Western states nore with
>eef cattle, but spread across those states of interest and
1ave | ooked at Sal nonel | a.

Certainly, all those sanples have gone through the
NARMS testing because that is sone of the data that has been
in there for Salnonella and | ooking at antim crobia
resistance . There will be one starting in poultry, | think,
in another year. They are doing the horse right now and
that is looking, again, at a set of that fecal shed,
basically, that could be present.

So we are getting background data ready out of
that system Al the testing is done out at the Nationa
Veterinary Services Laboratory out at Ames, |owa. NARMS i s

doing the susceptibility testing. Al the Salnonella are
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yped.

DR. STERNER. W are at the end of our agenda,
tere. Tinme flies because we are having so rmuch fun. The
committee needs to conme to sonme recomrendation with regard
to question 5. You have sone |anguage that | would Iike you
to read for the conmttee.

Before you do, are there any |ast burning points
that any individual commttee nmenbers need to bring to this
discussion? Wanda, yours have been expressed. W will get
an opportunity to hear themin a nonent.

DR ANGULO  To second what Wanda said, the
sl aught erhouse sanples are so essential, | think we could
take that sentence out first and just say that, and then the
rest on the on-the-farm

DR LEIN: | separated that out and sinply said,
“Sl aught er house data nust be increased.”

DR ANGULO You could say even nore. You could

say--

DR LEIN: “Slaughterhouse data is paramunt to
this--"

DR STERNER “I's of paranount inportance.” There
i s agreenent. I am seeing head nods universally around here

with regard to slaughterhouse data being of paranmount
i mportance . That is statenment No. 1.

DR LEIN.  And we'll say to the postapproval data
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or to the franmework.

DR. STERNER:  The franmework is here. W have al
poi nted out sone of the shortcom ngs, potential
shortcom ngs, of on-farmnonitoring, period, postapproval in
particul ar.

DR LEIN: W wll nake that number one,
basi cal | y.

DR STERNER Yes. On-farm nonitoring, period, as
bei ng problematic and postapproval, perhaps, even nore nore
so. The rest of the statenent reads--

DR LEIN : “Sl aught erhouse data is of paranount
i mportance to the franework. On-farm anti m crobi al
resistance utilizing farmhealth quality-assurance prograns
woul d be encouraged by the committee and di agnostic
| aboratory data and devel opment of an accredited centra
| aboratory should be devel oped utilizing governnent and
i ndustry noneys. *“

DR. BARKER. W may not be sufficiently addressing
t he question as that is stated. It is specifically about
on-farm nonitoring and whether it should be inplenented
i medi ately after approval of a drug or after a trigger.

Wiat we state there is just that it is encouraged, but we
are not saying encouraged when, if ever.

DR HASCHEK- HOCK: | think, in nmy statenent, |

indicated that, in addition to the slaughterhouse sanpling
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:hat there needs to be a nmechani sm when triggered for on-
Zarm nonitoring. So could we add that in between those two
statenments?
DR ANGULO: Wich | am confortable wth. It is

just that it places the drug conpany at a disadvantage, or
animal health at a disadvantage, because if it is not in
olace until a trigger, it may be too late to have a mature
systemin place to refute the evidence that is comng

t hrough the food supply.

But that is a tradeoff.

DR STERNER | amgoing to take a little |icense.
Dr. Carnevale, you have had an opportunity, or M. Mathews,
tolisten to this. Wuld you care to conment about the
Aninmal Health Institute’s view on this, speak for the
industry? This is pretty critical to you folks.

Dr. Carnevale, could you cone to the m crophone
and perhaps just let us know what a semofficial feeling
woul d be? | apologize for blind-siding you on this, but I
think it is very gernane.

DR. CARNEVALE: Thank you, M. Chairman. | guess,
listening to the discussion, we clearly support, as we said
yesterday, the focus of the monitoring being at the
sl aughter plant. I think we have always stated that. W
felt that that was the best neasure of exposure.

| think, as M. Mathews stated yesterday in his
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Summary/ concl usions, we felt that using that slaughterhouse

jata as an indicator of trends in resistance, that there be

follow up, epidem ologic investigations done, to try to

jetermine, if one can, where that resistance is comng from

what species and where, maybe geographically, that is comng

from

so, conceptually, | think we conpletely support

t hat noti on. We understand that there is sone concern about

increasing sanpling in slaughter plants. W have to be

careful about recomendi ng that. But, to the extent that we

can strengthen and continue to fund the basic component of

sl aughter-plant sanpling being the real trigger for further

action, | think AH would support that notion.

DR. STERNER. Wuld you care to conment to Dr.

Angulo’s comments about a program that was already in place

versus post-trigger?

DR CARNEVALE: That is a bit troublesone. |
don’t think the industry ever had a problemwith on-farm
testing in and of itself. | think that the problemthat
industry has with on-farm testing was on an individua
product - by- product basis bei ng sonehow managed by the

i ndi vi dual drug sponsor.

If the federal government and other sources were

able to set up sone sort of nonitoring systemon the farm I

don’t think that industry would have any specific objecti
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to t hat. | think it was the responsibility being placed on
the drug sponsor to manage this whole thing on their own,
which is really what stimulated the concern we had for this.

So, yes; certainly it would be a good idea to have
something already in place. The problemis, as a routine
basis, it is very difficult for a drug sponsor to acconplish
that on their own.

DR ANGULO: But don’'t you agree that for the on-
farm systemto be nost useful, the nore robust it is the
better and, therefore, the nore sanpling done, necessary.

So it would be advantageous to the Aninmal Health Institute,
or at least the whole aninmal-health pharmaceutica
conpanies, to provide also sponsorship of the on-the-farm
study to nake sure it is robust.

Just the way resources are in the government, if
you rely on the government to only do sponsorship to run the
entire on-the-farm it may not be robust enough to answer
the questions that all of us would Iike to have answered.

DR. CARNEVALE: That nmay be the case. This is a
very difficult area. W can talk about on-farm testing, but.
when you actually get down to it, it is a pretty big deal.

I think what you ought to do is ask sone of the producer
groups in the audience, too, what their opinion is because,
obviously, if we enbark on sonething like this, it is going

to have to be a cooperative effort.
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MR WOOD: That ki nd of survey probably does need

:0 be taken. | know that with it being a trigger, that
smells to ne |ike traceback, then. | think that that kind
>£ perception or phenonenon has not been taken to very
tindly by a nunber of producers at |east as | know as
lmportant as it is.

If there were postapproval nonitoring, it would
1ll be in place. Al'l producers would be participating in it
vho were admnistering that antibiotic and so it would
>vercome the stigma of a traceback. A so, quite often, a
:raceback has sone arbitrary qualities to it. So | would
argue, again, for postapproval nonitoring.

DR STERNER: Don, are you ready to read the

statenent ?

DR LEIN: VYes . “ Sl aught er house data is of
saramount inportance to the framework.” Nw, | can nake
that | or II. “On-farm antim crobial -resi stance prograns

atilizing on-farm health quality-assurance prograns woul d be
encouraged by the commttee to | ook at postapproval
antimcrobial levels for high-category antibiotics.
D agnostic |aboratory data and devel opnent of an accredited
central |aboratory should be devel oped utilizing governnent
and i ndustry noneys.”

DR. STERNER  The committee has heard the

st at enent . Anybody vehenently disagree at this point?
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lould | see a show of right hands for those in favor as it
reads .

[ Show of hands. ]

DR. STERNER. Those opposed, the sane.

[No response.]

DR STERNER | see unani nbus consent.

That brings to a conclusion the five questions.
Steve Barker, you have a comment ?

DR. BARKER. Ch, as usual. | want to commrend the
oeople that worked on the framework document for bringing
forward what they knew people would take potshots at and
that they would have to sit and listen to an awful |ot of
bot h conpl aints and approval .

As Dr. Bell brought out, we did need to get off
the dime. This have to nove forward. The FDA does have a

responsibility to address these issues and, hopefully, that

wi |l be done.

But , at the sane time, | would like to direct just
a conment to Dr. Bell. Al of this tinme that we have spent
here and all of these efforts will be absolutely neaningless

if the CDC and the government do not come down hard on the
m suse of antibiotics in the human nedi cal area.

DR STERNER. Dr. Sundlof, | would invite you to
add any concluding comments that you have from the agency.

I wish to thank those in the audience for their very kind
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I ndul gence for this very long neeting. We have tried very
1ard to keep on schedule. W have net that goal but barely.

My apol ogi es. | thought we could run a bit
*urther, but this issue transcends the need for speed.

Dr. Sundlof?

DR SUNDLOF: Thank you, M. Chairman. | just
vant to add ny congratulations to the conmttee for all of
the hard work and for all the long hours that you have spent
here and the |ong hours you have spent reviewing all this
nassi ve amount of information in preparing for this neeting.
I think we are very happy with the deliberations that took
place in this.

I want to thank our consultants, Dr. Galbraith and.
Dr. OBrien, for taking the time out of their busy schedul es
to come here today. | want to especially thank our outgoing
menbers, Dr. Gerken, Dr. Lein and Dr. Cooper, and to Dr.

Lein a special thank you for your years as chairman but for
bei ng such an able rapporteur for this session. That is
truly a gift.

| also want to thank all of the special
consul tants who attended here today and yesterday for taking
the tine to come here and give us their insight and their
expertise, and to the people in CVM who spent a lot of tine
staffing this neeting, making sure that it came off as well

as it did and, especially, again a hearty thank you to D ck
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seyer for all the years of service he has put in there.
[Applause.]
DR STERNER This meeting stands adjourned.
[ Whereupon, at 4:00 p.m, the neeting was

idjourned.]
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