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Colleze of Veterinary Medicine Aquatic Anintal Helth 3 rogram Telephone: (607) 2533365
Depanment o Wicrobicl gy and immunology Fax (607) 253-3369

Ithacs, New " ark, 1485345431
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Dockets Manwgement Branch (HPA-305) 9781 o - SEP 17 At w44
Food and Druyg Administration :
12420 Parklawn Drive, Room 1-23

Rockville, MD 20857
Dear Sir or Madam:

T am providing the following comnents in response to the FDA
"Request for Comments on Developrient of Options to Encourage Animal
brug Approvals for Minor Spwclen ami For Minor Uses (Docket: No.
ITN-0217) . .

My comments will reflect my bslieds with regard to drug
approvals in aquati¢ animale, arn arsa where I consider myself to
mave congiderable experience. They may also be appropriate to
sther minor arimal species. i

My comnerts are as follows:
1. Data Submissions:

Higtoriczlly, those whos hawve gubmitted data in support of
labele have been required t¢ ccwplaste congiderable original work
under GLP oonditions. No =na would argue against the need to
somplete high guality work, but :there .8 a need to seriocusgly
zongider the nead to "re-invaent the whael " Recently, there have
neen discussicns within FDA regerding the acceptance of scientific
studies that are published in the peer-reviewed literature, I
selieve the zstablighment of such a policy {ie. that peer reviewed
scientific studies are accep:able) w«ould have a highly significant
pesitive impact on approval of druge for minor animal species and
for winor uzes. This would greuntly dacrease the time and expense
associated with repeating studiess ihat have already yielded high
quality data. Further, consideration should be made to accepti fata
packages that have been apprcved in »ter industrialized countries.
Many of these countries have highly »redible seientific communities
that have conducted excellent werk in support of labels for
therapeutic compounds. Requiring ths work to be redone within the
borders of the United States dous not make gense. ‘
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2. Types of shudies:

The following types of studies are currently required:

Warget animal safety
LEficacy

Human Food fafaty
Ernvironmental Impact

ve there is an opsortunity to achieve a cost sav1ngs by
combln_zg;tjnms of these stézlﬂv. T would propose the following
approach for ansiderat1on. Initially corduct a pharmacoklnetlc?
study of the wumpound in the Panslddtﬁ species. The ob]ectlvesho
such a study would be to detarmine thi corcentration of drug that
*ould be achLeved in tissues (fior thaxapeu i¢ purposes) as well as
he eliminancicn kinetics (for human food safety). Concurrently,
original studies could be performed ani/cr the literature could be
surveyed to determine the MIC {minimur: effective dose) of the drug
againet sfelected bacterial pusthejgens. Kncw;nq that one strlves to
achieve at least three times the IC in tissues to establigh a
Wherapeutlw dose, one could salest en appropriate dose based'on the
results of :he pharmacokinetlcs gtuvdiag,

At thie ‘point, the effusrt would shift to the collection of
of ficacy data. I stropngly beliewz that this should be done in the
field with actual disease outbrecaks. Baped on approxzmacely 240
vears of exparience performing laboratory-based dose titrations in
fish, I perscnally believe such studies to be of wvery limited
value. Even though they are cconducted Ln the laboratory under
veontrolledt conditions, there are still a number of factors: that
impact on the results. The conciusions one can draw from
leboratory-tased dose titraticns should bhe limited to questlons of
whether the drug provides aay therapeutic effect, and that the
effect appeers to be correlitsd to duse. Because the laboratory
environment is so different fiom that in the field, I do not
believe that ona can select an cp: in1wld0$e based on such studies.
Further, I believe that, particularly for fish, laboratory-based
dose titrarcicn studies in fish eze an Lnappruprlat@ use of animals
in research. [ believe the paarmacokinetics approach is a far more
appropriate and scientifically walid ueans of determination of the
dose.

The field studies are conducted a-d a determination is made as
to the valuz of the drug. More tliin one field study could be
performed tu evaluate the drug For m'?feLmnr bacterial pathogens
I addition, d1gease outbreals in d:ftarent: species of fish (ag per
the species rmuplng concepl:) ccoculd e treated to allow for the
broadest "for fish" label tc be granted,

The question of enviroamenutal impacts has focused on the
aguaculture industry. I do not usdsritand why that is so, Drugs
are not "dump#d into the water. " An commercizl aquaculturist would
go bankrupt if that were tlha cage. The cost of antimicrobials
necessgary t¢ effect a bath trestment in & pond environment would
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far exceed toe value of the £:34 in thss culture environment. Bath
treatment.s using antibacterials plght, only be feasible in systems
with very little water volume and £ish: of wary high value. In the
commercial aguaculture envirourernt, an-ibacterial drugs & are
jncorporatec into the feed ard hrhat medicated feed is fed to .the
fish. Medicated feed is fax COC pxpensive to waste and the
aquaculturigt that wastes such feed will not remain in business
“eng. I agres that there iz goms 1los: of drug to the environment
in this process. But is there not & 2imilar loss in land dwelling
animals in & torrestrial enviconment? I bizlieve the granting of a
categorical exclusion for rerregtrinl species should also be
axtended to inelude minor species thab are agaatic. .

Thank ot for the opportunity Lo comment. on these issues of
minor use animal drugs. 5

Yours truly, ;

u;we_ I [hat

[,
"

paul R. Bowser, PhD .
Professor of Aquatic
hnimal Medicine
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