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Clinical Trials in Veterinary Oncology:  Past, Present and Future
David M. Vail, DVM, DACVIM (Oncology), University of Wisconsin – Madison, Madison, WI
Presentation Abstract

The idea of investigating new drugs in dogs and cats dates at least as far back as 1922 when Banting & Best treated a critically ill 14-year old diabetic with insulin after investigating its use in dogs at the University of Toronto.  The inclusion of animals for the preclinical study of cancer therapeutics also has a long history, and important information has been gained regarding new and innovative therapies.  Preclinical modeling in companion animal trials can serve as a bridging between in vitro or small animal (rodent) models and physician-based human clinical trials.  The companion animal model provides unique opportunities for translational cancer research and is the idea bridge step to implementation of project methodologies into use in human clinical trials.   We must ensure an eye towards the flow of this information being bidirectional and returning benefit to companion animal species and not exclusively physician-based oncology.  At the end of the day, we are veterinarians after all, and we want to ensure our own patients benefit from the discoveries and developments that result from these clinical investigations.   The value, opportunities, risks and rewards of an integrated and comparative drug development path for cancer will be presented through specific examples of cancer therapeutics at various points in the development process.  These examples will provide breadth to the discussion of the value of a comparative approach to cancer drug development.  The presentation will include several perspectives of the drug and device development community including cooperative groups, academic institutions, pharmaceutical industry, regulatory bodies, and the National Cancer Institute.  More recently, animal health divisions of major pharmaceutical companies have initiated clinical trials specifically with an eye to licensure in the veterinary market; examples of this latter approach will also be discussed.

Biographical Sketch for Dr. Vail

Dr. Vail received his DVM from the University of Saskatchewan in 1984 and completed a residency in Medical Oncology at Colorado State University.  He is currently a Professor of Oncology at the University of Wisconsin-Madison, a member of the Paul Carbone Comprehensive Cancer Center, and Director of the Center for Clinical Trials and Research at the School of Veterinary Medicine.  Dr. Vail has published over 100 peer-reviewed scientific manuscripts and 40 book chapters in the field of veterinary and comparative oncology.  David is co-editor of the textbook Small Animal Clinical Oncology, North American Journal Editor for Veterinary and Comparative Oncology, President of the Canine Comparative Oncology and Genomics Consortium (CCOGC) and a founding member of the Comparative Oncology Trials Consortium (COTC)  He is the past Chairman of the Scientific Advisory Boards for both the Morris Animal Foundation and the American College of Veterinary Internal Medicine Foundation.
Notes Taken During Talk    Summarized and Submitted by Connie Blanken, Health Chairman
Matthew Breen is the discovery “guy,” while David Vail is the clinician, and it’s his job to determine what goes to clinics for use on dogs.  Clinicians look at what the success rate for new drugs will be.  Clinical trials are run to (1) improve the standard of care, (2) to determine dose and toxicity, and (3) determine efficacy and/or activity of a new drug or procedure.  An example case, a cat with a tumor on the lip had killed strep. virus injected to stimulate the immune system to get rid of the lesion.  
Most clinical trials are very expensive, and money usually comes from more than one source, i.e., National Cancer Institute, the Morris Animal Foundation, and Canine Health Foundation.  Most results are bidirectional, meaning the results will be used as Pharma for people and animals.  This clinical research is not using animals, it’s including animals, for which they will receive benefits, as the rate of cancer in the dog is 350 per 100,000 dogs a year, or 164MM at risk.  In clinical trials it’s possible to use a less pure form of a drug on animals, due to fewer government restrictions, as opposed to all the restrictions for human exposure.  The lymphoma drugs we have today were developed from testing in purebred dogs.  Clinical trials are very labor intensive.  
University of Wisconsin can do a scan today to show things that used to be done by biopsy, which results in a standard of care being chosen for each individual.  A new idea in research is to use DNA to identify disease, where we only use fresh blood cells, rather than doing biopsies where we must go through vessels which can cause internal bleeding and sometimes death.  We have a drug called Palladia that shuts off the light switch on cancer cells, as well as a second sister drug.  Clinical trials are in phase II, with one of the 15 people in phase I having had good results using less of the drug.  Trials begin at phase I, move to phase II, and finally end after phase III.  If a drug fails at any point, they keep trying it on different cancers, rather than scrapping the drug.
Clinical trials give access to drugs and treatments for patients that couldn’t otherwise afford the treatment; likewise for animals.  Drugs that are approved through clinical trials, i.e., VetMed (Doxil), will eventually have a generic version. Tom therapy is a combination of CT scan, followed by radiation.  Many of the chemotherapy drugs cause nausea.  The drug Cerenia (Maropitant) was developed as a remedy for nausea in humans, but had too many side effects.  Later clinical trials demonstrated that Cerenia worked well for canine chemo patients, and is now only used for dogs on chemo.  A list of clinical trials can be found at www.vetcancer.org.

Cost and availability of drugs, and severity of the treatments makes the treatment for dogs with non-Hodgson lymphoma, not as effective as it is for humans.  
Clinicians recognize that pets act as first responders to environmental risks, i.e. smoking households that cause certain cancers, and also those using fertilizers and herbicides on their lawns.

