
Open Letter to the Food and Drug Administration 

 

Vanda Pharmaceuticals Takes a Stand Against Unnecessary Animal Research   

 

Everyone can agree that it is critical to confirm the safety of drug products before they come to 

market.  As part of the drug development process, the U.S. Food and Drug Administration (the 

FDA) asks companies to perform multiple animal studies of different lengths and in different 

species to identify potential toxicities that could pose risks to humans.  One type of study the 

FDA routinely mandates is a non-rodent toxicity study of nine months’ duration, and it is 

typically conducted in young beagle dogs, though it can also be conducted in non-human 

primates (e.g., monkeys) or minipigs.  For this type of study, all of the animals must be 

euthanized (or “sacrificed,” in the scientific jargon) at the conclusion of their study participation 

so that their tissues can be analyzed.   

 

In many, if not most, cases these longer-term, non-rodent toxicity studies are unnecessary.  

Killing animals without a scientifically justified purpose is unethical and inhumane.  Such 

studies should not be conducted routinely, but instead should be the exception rather than the 

rule: they should be conducted only in specific circumstances when there is a strong, science-

based rationale for conducting them. 

 

In mandating nine-month, non-rodent toxicity studies, the FDA is ignoring a large body of 

published scientific evidence which concludes that nine-month dog studies rarely, if ever, 

identify toxicities that were not already identified in three-month studies, and do not yield new 

information that is important for the purpose of understanding how the drug will impact humans.  

Based on this literature, as well as an extensive assessment of toxicity study results, the U.S. 

Environmental Protection Agency (the EPA) concluded that longer-term toxicity studies in dogs 

do not provide essential toxicity information.  As a result, in 2007 the EPA abolished its blanket 

requirement to conduct 12-month dog toxicity studies as part of pesticide registration, and now 

requires longer-term toxicity studies in dogs only on an exceptional, case-by-case basis.   

    

It is striking that over the past two decades, advances in technology have revolutionized drug 

development, but the FDA has not revisited its approach to animal toxicity studies.  The toxicity 

studies required by the FDA are the same in 2019 as they were in 1997, and the FDA’s stated 

basis for its policy is an analysis published in 1999, which did not reach any conclusion as to the 

potential human significance of any toxicological findings identified in longer-term studies.  

 

The FDA has in its files all of the animal research from every new human drug that has been 

approved for use in the U.S.  In the name of ethical animal research and good science, Vanda 

calls on the FDA to review its own records and to identify those animal studies that are routinely 

scientifically useful, and under what circumstances.  Those animal studies that generally add 

little value and result in the killing of animals without good reason should be identified and 

required only on an exceptional, case-by-case basis where scientifically justified.  Vanda is 

confident, based on its own review of existing data in the public domain, that such an analysis 

would provide further proof that nine-month non-rodent toxicity studies fall into the latter 

category, and would shed light on the need for other types of animal testing as well.  Such an 

analysis of the FDA’s rich trove of data is long past overdue.   



Vanda asks the boards of directors, executives and employees of drug companies, animal 

advocacy organizations, the scientific community, and the public at large to join it in asking the 

FDA to pay attention to recent scientific developments, conduct a comprehensive and up-to-date 

analysis of the value of animal studies, and abolish its one-size-fits-all approach to animal 

research.  This approach, including routinely requiring nine-month non-rodent toxicity studies, 

results in the unnecessary sacrifice of too many dogs and other animals.   

Vanda’s Tradipitant – A Case in Point 

Vanda is developing tradipitant, a neurokinin 1 receptor (NK1R) antagonist, for the treatment of 

several human diseases including gastroparesis.  Gastroparesis is a serious chronic digestive 

disorder that causes symptoms including nausea, vomiting, early satiety, abnormal fullness after 

meals, and abdominal pain. It affects up to 6 million Americans, mostly women, and is 

associated with significant morbidity as well as significant disruption of social and occupational 

functioning.  The only currently approved gastroparesis treatment in the U.S. is metoclopramide, 

which has a black-box warning limiting treatment duration to twelve-weeks due to risk of 

developing tardive dyskinesia with longer-term use.  Tardive dyskinesia is a serious and 

potentially irreversible movement disorder.  There are no approved long-term treatments for 

gastroparesis.   

Tradipitant has been studied in numerous animal studies to date, including three-month and six-

month rat and three-month dog toxicity studies at doses up to 300 times the intended human 

equivalent dose, without clinically significant safety signals.  The lack of clinically relevant 

safety findings in animal studies is consistent with findings for FDA-approved NK1R antagonists 

that share tradipitant’s mechanism of action, and which have been studied in longer-duration, 

non-rodent toxicity studies.  Tradipitant has also been studied in 15 clinical studies to date, 

where the drug appeared to be well-tolerated and presented no clinically relevant safety signals.  

Based on these studies and promising safety and efficacy results in a Phase II clinical study, 

tradipitant has the potential to become the first new treatment for gastroparesis in the last 40 

years.      

Given this context, and the substantial body of scientific literature indicating that nine-month dog 

studies are highly unlikely to uncover additional clinically relevant safety information, Vanda 

does not believe it should have to euthanize dozens of dogs in an unnecessary, unethical nine-

month toxicity study before moving on to studying tradipitant in humans for longer than 12 

weeks’ duration.  The FDA disagrees.  Despite multiple communications between Vanda and the 

FDA, including teleconferences, a request for formal dispute resolution, communications with 

the Director of the FDA’s Center for Drug Evaluation and Research (CDER) and the Director of 

CDER’s Office of New Drugs, the FDA insists that Vanda must conduct an additional 9-month 

non-rodent toxicity study, not because the FDA has any tradipitant-specific safety concerns that 

need to be further explored in the additional study, but rather because it has adopted a non-

binding guidance document that  it now says “requires” that Vanda conduct the study.   

It is clear after months of discussions with the FDA that the agency’s opinion is immutable and 

that it views the guidance document’s recommendation of nine-month non-rodent toxicity study 

as a binding requirement.  For this reason, and because Vanda refused to do a nine-month dog 



study in the absence of any scientific basis for conducting such a study with tradipitant, the FDA 

issued a partial clinical hold order to prevent Vanda continuing to study tradipitant in humans for 

longer than 12-weeks’ duration, even though a longer-term treatment for gastroparesis patients is 

urgently needed.  Vanda is now taking a stand for these patients and against the needless 

sacrifice of animals, challenging the FDA’s imposition of the clinical hold in court. 

Why Vanda is Taking a Stand 

The animal studies the FDA demands, including the nine-month, non-rodent toxicity study, have 

been considered routine in the pharmaceutical industry for decades, despite the growing body of 

evidence discrediting such studies’ scientific value.  For this reason, drug companies typically 

conduct the studies reflexively, without challenging the FDA.   

The FDA has relied on industry complacency for too long. Vanda refuses to sacrifice young 

beagles or other animals in a study that serves no scientific purpose. Vanda believes that we all 

have an ethical responsibility to reduce, refine and replace animal experimentation to the 

maximum extent possible.  While the FDA purports to aspire to the same goals, its actions with 

respect to tradipitant and its inflexible demand that companies conduct toxicity studies that have 

been shown to serve little scientific purpose suggest otherwise.  Vanda is therefore standing up to 

the FDA and hopes that other scientists, drug companies, animal advocates, and the public will 

do the same. 

Call to Action 

Vanda asks the boards of directors, executives and employees of drug companies, animal 

advocacy organizations, scientists, and the public at large to join it in asking the FDA to conduct 

a comprehensive and up-to-date analysis of the value of animal studies, and abolish its one-size-

fits-all approach to animal research, including nine-month, non-rodent toxicity studies, which 

results in the unnecessary sacrifice of too many dogs and other animals. 

 


