
March 17, 2010

Ms. Aleta Sindelar
FDA Center for Veterinary Medicine (HFV-3)
7519 Standish Place
Rockville, MD 20855

Re: Docket No. FDA–2010–N–0001 – Veterinary Medicine Advisory Committee;
Notice of Meeting

Dear Ms. Sindelar:

I am writing on behalf of the American Veterinary Medical Association (AVMA),
established in 1863 and the largest veterinary medical association in the world. As a not-
for-profit association established to advance the science and art of veterinary medicine,
the AVMA is the recognized national voice for the veterinary profession. The
association’s more than 80,000 members comprise approximately 83% of U.S.
veterinarians, all of whom are involved in a myriad of areas of veterinary medical practice
including private, corporate, academic, industrial, governmental, military, and public
health services.

The AVMA applauds the U.S. Food and Drug Administration (FDA) for its continued
efforts to ensure the safety of drugs used by veterinarians to relieve animal pain and
suffering. We appreciate the FDA’s current Risk Minimization Action Plan (RiskMAP)
program, which was developed initially to provide availability of an injectable heartworm
preventive while incorporating ways to increase the safety of administration. While we
find the intent laudable, the AVMA cautions against the unintended consequences that
we believe, in some circumstances, could result from restricted availability of drugs
approved by the FDA. We emphasize that our comments are not directed toward any
one product in particular, but rather, the adverse events reporting system in general and
resulting Risk Evaluation and Mitigation Strategies’ (REMS) ramifications on veterinary
drug access.

The AVMA appreciates the FDA Center for Veterinary Medicine’s (CVM) willingness to
adopt a novel approach in providing for continued availability of FDA-approved
products that have potential safety concerns. Provision for a limited-access program for
these drugs can be a moderate, feasible solution that allows for better evaluation of a
drug’s safety post-marketing, while still allowing for patient treatment, and, by extension,
protection of animal health.

Comments on RiskMAP
Our concerns about RiskMAP programs are two-fold. We believe the timing of RiskMAP
program implementation is critical, and feel that the RiskMAP requirements must allow
for adequate use of the drug.

In this particular case, ProHeart® 6 was removed from the market because its safety
could not be assured by FDA, based upon Veterinary Medicine Advisory Committee
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(VMAC) determination. About 3 years elapsed until ProHeart® 6 returned to the market. During
that time veterinarians had to inform pet owners that the drug was no longer available due to safety
concerns and pet owners had to utilize a different treatment program for their dogs. The AVMA’s
Council on Biologic and Therapeutic Agents and its Clinical Practitioners Advisory Committee
asserts that when Proheart® 6 became available again many veterinarians were reluctant to offer the
drug to their clients because of previously recommending what was perceived as an unsafe drug. In
addition, some veterinarians and their clients still had concerns about whether it was truly safe to use
in their pets. The AVMA believes that in order to maintain confidence in FDA-approved drugs, by
both veterinarians and their clients, it is much more acceptable if a RiskMAP program is
implemented while the drug is still commercially available, not after a drug has been taken off the
market and then re-introduced.

It is also imperative that a RiskMAP program is not so restrictive that reasonable use of the drug is
not allowed. In the case of ProHeart® 6, measures were put in place by FDA with the intent that it
would help to ensure safe, appropriate use while minimizing risk to the dogs in which it was used.
This plan included veterinarian education, laboratory testing, restrictions on age and concurrent
vaccination, and informed consent documents signed by the pet owner. While we appreciate the
intent, we caution that such requirements should provide enough flexibility so that the use of the
product can still be practical for the veterinarian and the pet owner. Requirements can limit client
willingness to consent to treatment because of the following:

 Concerns about using the drug due to the number of hurdles that must be cleared in order
to use the drug

 Economic concerns because of the cost of laboratory testing required

 Logistical challenges of bringing a pet to the clinic multiple times for required services
During the course of professional practice, veterinarians must treat and support a variety of animal
species under numerous clinical scenarios. We ask that the FDA pursue specific understandings of
veterinary clinical medicine when developing a set of measures that must be fulfilled when
administering a drug within a RiskMAP program. This would include any current or future Risk
Evaluation and Mitigation Strategies (REMS) under consideration by the FDA.

Comments on Adverse Event Reporting
The AVMA is committed to the continuing availability of medicinal products for animals that are
safe and effective; thus, we encourage continued development and strengthening of adverse event
reporting systems. This includes continued collaboration with constituent professional
organizations, industry organizations, government entities and other stakeholders.

Specifically regarding the FDA’s adverse event reporting system, we are delighted to have had
opportunities to work with FDA CVM as it has collaborated with other FDA Centers to develop a
new MedWatch electronic report system. We appreciate that the MedWatch system is a big step
forward in providing for a comprehensive means for veterinarians, other healthcare professionals,
and the public to report potential adverse events. We are also pleased that changes to the FDA
CVM website have been made to facilitate reporting of adverse events and finding information on
drug safety. The emphasis on adverse event reporting in the ProHeart® 6 RiskMAP is seen as a very
positive aspect of the program.
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Furthermore, the AVMA has learned of a new FDA activity called the Sentinel program. We
appreciate the FDA’s initiative to utilize existing data sets in corporate veterinary practices to assist
in post-marketing surveillance. We look forward to learning more about this initiative.

We do, also, recommend continuing to improve some aspects of the adverse event reporting system.
Specifically, the AVMA asserts that the system needs ongoing efforts to improve the accuracy of the
system with as much human bias removed as possible. Utilization of new, advanced technologies to
fully utilize the data obtained through MedWatch or Sentinel could improve adverse event reporting
efficiencies and accuracy.

In addition, we believe that there must be a strong, science-based, transparent and systematic post-
market surveillance system, especially considering the wide scope of species and disease conditions
that veterinarians treat. It is critical that the surveillance system provides for early and clear detection
of associations between drugs and adverse events while maintaining adequate specificity to reduce
spurious, false associations. Sufficient and meaningful data inputs (adverse event reports) are
imperative for a strong reporting system foundation. In addition to those data needs, a strong
system also requires that only statistically significant findings be utilized in the identification of
adverse event causality. Subjective assessments are not sufficient and may in fact be detrimental to
analysis since bias will be introduced. Finally, although transparency must be ensured, identity of
individual patients and clients must be maintained as confidential.

Comments on VMAC
In the past the AVMA has expressed concerns to the FDA CVM about the deliberation process
during a VMAC meeting. We believe the individuals that make up this committee have considerable
expertise within their particular field and the sharing of that expertise during the deliberation process
will result in the most thorough, accurate evaluation of the issues before them. We look forward to
an open discussion among the committee members of the facts and opinions presented during this
VMAC meeting before voting occurs.

In summary, the AVMA appreciates the FDA’s provision for continued availability of FDA-
approved products through novel approaches such as the current RiskMAP program. We also
appreciate the opportunity to share our perspectives on the RiskMAP process in particular, to relay
both positive comments and concerns regarding the FDA’s adverse event reporting system, and to
acknowledge the VMAC’s expertise and benefits of open discussion at VMAC meetings.

Please feel free to contact Dr. Lynne White-Shim (800-248-2862 ext. 6784, lwhite@avma.org)
should you have any questions or comments about AVMA’s statement.

Sincerely,

A
W. Ron DeHaven, DVM, MBA
Executive Vice President
American Veterinary Medical Association


