Mississippi Pork Producers Association, Inc.
Box 9815
Mississippi State, Mississippi 39762
Phone: (662) 325-3516
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November 25, 2002

Dockets Management Branch (HFA-305)
Food and Drug Administration

5630 Fishers Lane, Room 1061
Rockville, MD 20852

Re: Docket No. 98D-1146

"Draft Guidance for Industry: Evaluating the Safety of Antimicrobial
New Animal Drugs with Regard to Their Microbiological Effects on
Bacteria of Human Health Concern” (Guidance #152).

Dear Sir or Madam:

The Mississippi Pork Producers Association appreciates the opportunity to
provide the following comments on Guidance #152. The Mississippi Pork
Producers Association is a membership organization of individuals and
companies that produce swine within the state of Mississippi.

Food safety and animal health are priorities of the state’s pork producers and
the Mississippi Pork Producers Association shares the concern for the impacts
that antimicrobial use on the farm has on these issues. The National Pork
Board has adopted and the Mississippi Pork Producers Association supports
the following position statement on the use of antimicrobials in pork
production:

“It is essential to public health and food safety, animal health and well-
being, and the environment to maintain the effectiveness and availability of
antimicrobials. All decisions affecting the availability of antimicrobials for
animal use need to be transparent and based on sound science. The
National Pork Board supports the use of antimicrobials only when they
provide demonstrable benefits and urges producers to:
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e take appropriate steps to decrease,thei'need ,ffo;theiyrwapplicati()n;
o adhere to judicious use gu1del1nes,

» assess the beneflts and costs. of all uses of ant1m1crob1a1s and

. complete the Pork Quality Assurance Program and fully 1rnp1ement into their daﬂy
operatmns the management practlces described for resp0n51b1e use of anlmal health
products.” :

In 1998, in their “American Veterinary Med1ca1 Ass001at10n Judicious Use of

Therapeutic Antimicrobials” document, the AVMA adopted the definition of

therapeutic uses of antlmlcroblals\* as 1nclud1ng the “treatment, control, and

prevention of bacterial diseas M,Subsequently the American Association of N
Swine Veterinarians provided its members clarification of the AVMA Judicious
Use Principles in its “American Association of Swine Veteérinarians Basic |
Guidelines of Judicious Therapeutic Use of Ant1m1crob1als In Pork Product
These guidelines include consideration of the, herd health history for the
therapeutic use of antimicrobials in the control and preventlon of disease and _
the AASV instructs its members that when these factors are approprlately

considered, preventative therapy is a _]udlclous use of antlmlcroblals

Then, FDA-CVM published in August of 2001the ‘booklet, “Judicious Use of
Antimicrobials for Pork Producers.” In it F VM defines therapeutic use as

“treatment, control and preventlon of bacterial disease” and instructs pork

producers that judicious use includes to “limit therapeutlc antimicrobial

treatment to ill or at-risk an1ma1s treating the fewest animals indicated.” As

explanation, FDA-CVM continues, “Decisions to administer individual or herd o
therapy should be based on experience, farm history and the prevalence or nsk

of disease in the group. Judicious use of therapeutic antimicrobials includes

using these drugs only when necessarv to treat, ‘]Levent or control disease.
There may be times when using antimicro ials to prevent d1sease will mean o
ultimately 1ess antlmlcroblals will need to be used » .

Our state’s pork producers agree with our veterlnarlans and the Agency and as
the National Pork Board position statement reads, they strive to adhere to ,
judicious use gu1dehnes on their farms. It is essential that we have a variety of
cost-effective antimicrobials avallable ina t1me1y manner for these therapeut1c
purposes. o :

The Mississippi Pork Producers Association would like to thank the Agency for

its work in trying to provide an orderly way to evaluate public health risk from
agricultural uses of antimicrobials. However, we have serious concerns about
the implementation of Guidance #152. The bar of acceptance for an ‘
antimicrobial to be used in herds of food producing animals is being set so h1gh

that it will be unattamable and we er have t1me1y, cost-effective

availability of antimicrobials for anim 1 'mportant to us because it ,
could cause unintended consequences that __om omlse the health and welfare o




of our animals, the safety of our food supply, and the quahty of our
environment. i

Following are comments orgamzed accordmg to the apphcable sect1on of the e

Guidance document:

III. Risk Analysis Methodology, C. Data sources/ data quahty

There is a lack of a decision-making process that is based on a peer-
reviewed body of scientific evidence and t The Gu1dance ;
“asks for sponsoring companies to use elther'pubhshed terature or

prospective studies to supply data supporting their submitted I‘lSk
“analysis of their product. However, 33% of the Guidance relies on the
ranking of antimicrobials according to their importance in human
medicine, which does no ¢ any data to support the ranking. In the
first instance, CVM is saying that a risk analysis should be based on data

and in the second instance it does not provide the data that it, itself, has

used to set the 1mportance of the 1nd1v1dua1 ant1m1crob1als to hum

health Is this data avallable for rev1ew° ; s

sy

V. Qualitative Antimicrobial Resistan

ce Risk Assessment; A. Release
Assessment:

In pork productlon, it is unrealistic t &expect that therapy fora
disease — treatment, prevention or control — can always be
accomplished by individual dosing. The Guidance penalizes an
antimicrobial for use in a herd out giving specific information about
an “acceptable” size of the popul tion. Applymg this criterion of the extent“
of use of the proposed product (1nd1v1dua1 vs. small groups vs.

flocks/herds) necessitates defining each of these terms and then justifying
how, based on scientific evic €, the size of the group is a determining
factor in the emergence of antimicrobial resistance. How big is a small
group? Over 5 animals? 10? 100? 1000? This crlterlo_ appears in both
the Release Assessment and in the Risk gement [ ons1derat1on o
which gives it added Welght in the decision-making process.

Defining a herd or p0pu1at10n of pigs is dependent on the type of
operatlon Although there is a very wide range of types of productlon and
herd sizes, market pigs are typically housed in pens of 25 to 30 pigs in
barns containing around 1,000 animals. The number of barns on a site is
dependent on the production system. Four barns per site is not unusual
The number of barns or the number of arumals in the barn be
smaller for producers with smal ! Therefore one | bar ; may
represent up to 100% of the operation’s pigs.

Because pigs in a group typically have common age, immune status,
housing environment, etc., when a dlsea“ 1 uced into the




population or is endemic all the an1ma1s are e1ther affectedor at risk from

the disease. Respondlng to the disease W1th therapeut1c med1cat1on for
disease treatment, prevention, or control i is usually necessary for the
‘whole herd (where all the animals are in one dp or barn) or a
percentage of the herd (Where the barn is one entlty contalnlng a defined
number of the pigs on the s1te) In either case, it is possrble to define
the pigs in the barn as a discrete population of pigs to which the
delivery of medlcatlon by the feed or by the water is poss1ble and
controllable. The needs of the animals would ‘ ion
of the term “select groups” (Table 4) 1ncluded discrete populatlons’ -
such as those housed in a barn.

It is not always feasible to lsolate and 1nd1v1dua tall i plgs
They must be treated in the pen in ‘which they reside because the cohorts
in each pen have formed a social hierarchy. Removing a pig, even for a
limited period of time, may upset that hlerarchy suff1c1ent1y that
reintroducing the pig could result in f1ght1ng and aggressmn even to the
point of the group killing the reintroduced plg ‘

Dependmg on the disease and the conditions of the plgs 1nd1v1dua1
treatment in pens may be attempted. But, When the incidence of the
disease in the barn exceeds usually around 10% of the animals, the water
and/or feed is necessary to deliver the requlred med1cat10nk Wlth large
groups of animals, it is not reahstlc to 1nJect all €
multiple days that medlcatlon may need to be delivered. kMult1p1e -
individual 1nJect10ns may compromlse ammal Welfare meat quality and
human safety. It is more appropriate to use water or feed medication
delivery methods in order to prevent further illness and ammal suf f ;ﬁrlng

and to use antimicrobials efficiently and Judlcxously

This criterion attempts to set some limiting size parameters around the group
of animals to be treated. In practice on the farm, the ablhty to rap1d1y prov1de
medication to all the animals that are either ill or at risk is the primary
consideration. The focus should be on the group of animals to which
medication dehvery can be controlled and not simply the number of
animals in the group. In some operanons the appropnate group might be the
pigs'in a pen. In others, the pigs in the entire barn are the group that is
appropriate to medicate and to which med1cat1on dehvery is controllable.

In some disease outbreak situations, it is necessary to deliver medlcatlon
for a period of time longer than just that ; necessary to treat the initial ‘
outbreak. Disease treatment in populauons may not eliminate the pathogemc
agent. For example, in outbreaks of diseases like Swine Dysentery or enteric
Salmonellosis, it may be necessary to continue medlcatlon dehvery to the k
- population at a defined dose for a prescrlbed period of time in order to continue
to control the disease outbreak. Otherwise the disease will continue to N
reoccur, resulting ultimately in more med1cat1on bemg used 1ncreased pam




suffermg and mortahty within the group, and poss1b1y an 1ncreased r1sk of

- bacterial resistance through the periodic exposure to tne antimicrobial.

V. Qualitative Antimicrohielplggwgﬁi
Exposure Assessment:

The Guidance overestnmates the r1sk to people from e tmg pork because
it doesn’t speciate zoon oesn’t account for
commodity differences in the prevalence o species. It -
date FSIS HACCP baseline data to estimate bacterial prevalence in food.

Campylobacter jejuni causes over 90% of the human cases of
campylobacteriosis, but C. jejuniis rarely found in plgs in the United States.
Campylobacter coli is the predominant serotype found in pigs and yet is '
isolated in only 3-4% of human cas rnpylobacter1os1s In recent CDC
FoodNet case-control studies, consuming pork was not identified as a
significant risk factor for ction. In addition
studied human cases of diarr] res :
it was der1ved from : e. (Personal __,mrnumca»t;on Dr. Fred
Angulo, Centers for Drsease“Preventron and C GA, November 14,
2002) Assigning an exposure assessment based only on the ‘prevalence of the
Campylobacter genus unfa1r1y penahzes the ¢ ty

pork producers. =

The data collected in 1995 to 1
bacterial prevalence in foo ;
contamination on pork carcasses has decreased by approx1mate1y 50% since

this baseline study and it is reasonable tc e

50% of the C. coll 1solated from

sume. that thesarnemterventlons -

" that have caused the decli

Campylobacter contamina
speciation, it would seem 1nappropr1ate to consider por as a
human campylobacteriosis.

high risk for

The Guidance doesn’t acknowledge that the majorlty of consumed pork is
further processed in ways that can dec the likelihood of bacterial
contamination, An estlmated 65% of consumed pork products are further
processed from raw mea as€ the prevalence or inhibit

the growth of bacter1a The
to the level that the meat

suggested biases the results to the highest levels of risk and would result m
limitations on the avallablhty of antlmlcroblals to pork producers ‘



V. Qualitative Antimicrobial Re51stance Rlsk Asses sment; C.

Consequence Assessment:

to rank:;antlmlcroblals

Because the body of sclentlfic ev1den e u
according to their 1mportance in human med ot;presented that
ranking can be viewed as arbitrary and f antimicrobials in
food producing animals is being implicated i 1n resistance of bacterla that cause
tuberculosis, Leglonnalres Dlsease, and venereal 1nfect10ns There is no data
provided to support the contention that foodborne bacteria can contribute to
resistance in these diseases. Since 33% of the final categorlzatlon of rlsk is
dependent on this rankmg, essentlally all antlmlcroblals important to swine
medicine are a priori assighed to Category 1'or 2 and thus their availability is
severely 11m1ted Without supporting data, this section of the Guidance

document is akin to the European Precautionary Principle and more emotional

than scientific.

There is no scientifically based quantxficatlo n of the actual risk of the in .
vivo transfer of resistance determlnants among commensals and zoonotlcwi o

pathogenic bacteria. Although in vitro transfer of some of these elements has

been demonstrated, specific laboratory cond1t1ons have been necessary.
Describing resistance determinant transfer in the anlmal as a credible,
quantifiable risk to public health requires many steps that must fall 1nto a
specific sequence and at a level sufficient to cause pubhc health « consequences.
Applying to the regulation of animal health products the theory that all the
factors can successfully come to pass in the animal is using the Precautlonary‘
Principle to prevent the availability of antxmlcrob1a1s to agnculture

VI. Antimicrobial Resistance Risk Management Consideration:

It is imperative to animal health food safety"
environment that food animal producers
timely availability of antimicrobials to respond to t
Proposed risk management steps will severely limit t

The examples of risk management steps include prescr1pt10n or Vetermary \
Feed Directive for Categories 1 and 2, categories in which the great majority of
antimicrobials will fall. In some areas of the country, this will affect the t1me1y
availability of antimicrobials and the ability to qu1ck1y respond to ammal N
disease because there aren’t enough vetermar1ans with swine expert1se to meet
the needs of producers. In addltlon, this will put’ an extraordmary financial

and record-keeping burden on producers w1thout any evidence that there will
be any effect on antimicrobial resistance or any benefit to public health.

The Guidance also provides for FDA"‘”CVM”tow’ﬁi‘bhiﬁitwfﬁe"“é‘iitr"affaﬁel'\iise'of o
antimicrobials (use as d1rected by a veterinarian in a dosage, route of
administration, indication, or spec1es other than what is Wrxtten on the label)
While this could be an important tool to protect pubhc health in spec1ﬁc -
instances, it is possible that the Guidance could be used for broad, sweeping
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extra-label use prohibitions. If that happens, it could have serious
consequernces on animal health, welfare and production. We do not now have
an adequate arsenal of antimicrobials to address the health needs of our.
animals with labeled products. It is often through extra-label use directed by
the veterinarian using his or her professional judgement and knowledge that
we are able to maintain our animals’ health and the safety of the food supply.
To prohibit critically needed extra-label use without significant supportive
scientific evidence would not seem appropriate.

In conclusion, the state’s pork producers would like to offer their assistance in
providing technical advice about the realities of today’s modern pork
production practices as the Agency considers revisions to the Guidance
document. IR e

Sincerely,

Jemes Hogue, President
Mississippi Pork Producers Association



