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C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drua Administration

February 19, 2010

Nicolette Petervary, VMD

Regional Animal Care Specialist

U.S. Department of Agriculture

Marketing and Regulatory Programs
Animal and Plant Health Inspection Service
Animal Care

920 Main Campus Drive

Suite 200

Raleigh, N.C. 27606

RE: Addendum to 2009 Annual Report
Registration # 51-F-0026

Dear Dr. Petervary:

Please accept our apologies for our center’s incomplete annual report. The following is
the addendum to our 2009 annual report, which includes the missing information.

The ten pigs listed under Column E on Form 7023 were part of a larger study developing
a validated model of systemic inflammation that can be used as part of the drug approval
process to establish a claim for Non-Steroidal Anti-Inflammatory Drugs (NSAID) to
control inflammation. There are currently no NSAID’s approved to control inflammation
in swine, due to the absence of validated models of inflammation. There is a critical need
for NSAID’s to treat inflammation in swine; however, the various pharmaceutical
companies are reluctant to develop a model at their expense that could be used by
competitors at no cost to those competitors. The Food and Drug Administration (FDA)
needed to develop and validate this model so that all pharmaceutical companies could
freely use it as part of the New Animal Drug Application process.

The study design consisted of two treatment groups; one receiving a single intravenous
injection of purified E. coli lipopolysaccharide (LPS; 1pg/kg body weight) and a second
group that received a single intravenous injection of LPS and two doses of flunixin
meglumine (2.2 mg/kg, i.m.), an NSAID that in swine is only approved to control fever,
but is approved to control fever and inflammation in cattle. Flunixin was administered
twenty four hours prior to LPS and immediately prior to LPS administration. During the
first twelve hours of the study, all animals were monitored for body temperature, blood
glucose, respiration and other clinical signs. Criteria for removal from the study were
established along with appropriate treatments to reverse the LPS-induced inflammation.
Beginning at the twenty four hour post-LPS administration time point, the animals were
monitored three times daily, with once daily assessments for temperature, blood glucose
levels, and other clinical signs. The fever and changes in clinical signs and blood glucose
levels induced in the LPS only treated pigs had abated by 8-12 hrs post LPS
administration, with all animals returning to normal levels at that time.
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From a purely scientific perspective, a non-drug treated group is essential to demonstrate
the anti-inflammatory efficacy of flunixin meglumine in swine. In order to demonstrate
efficacy of a new animal NSAID to control inflammation, such a control group is of
paramount importance. 21 U.S.C. Section 514.4 (Substantial Evidence) of the Federal
Food Drug and Cosmetic Act (FFDCA) describes the characteristics and components of
an “adequate and well controlled study,” which is necessary to demonstrate the efficacy
of any new animal drug. 21 U.S.C. section 514.117 (Adequate and Well Controlled
Studies) further details what is necessary to conduct such a study. Sub section 4 (21
U.S.C. 514.117(a)(4)) specifically states that such a study “uses a design that permits a
valid comparison with one or more controls to provide a quantitative evaluation of drug
effects.” This section of the FFDCA specifically addresses the issue of uncontrolled
studies. 21 U.S.C. 514.117(e) {Uncontrolled Studies} states, “Uncontrolled studies or
partially controlled studies are not acceptable as the sole basis for the approval of claims
of effectiveness or target animal safety.” How to implement these requirements for an
Investigational New Animal Drug application are more thoroughly detailed in Guidance
Document 85 “Good Clinical Practice” issued by the FDA’s Center for Veterinary
Medicine (CVM). Historically, CVM interpreted these sections to necessitate the use of
an appropriate, non-drug treated control group in order to demonstrate the effectiveness
of a new animal drug.

Please contact, I HOIENOIOEI 1o let us know if this information

sufficiently covers the previou-sly omitted information. In addition, please note that the
address vou have on file for us is incorrect.
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