
 

 

September 13, 2019 

 

Dr. Steven Solomon 

Director, Center for Veterinary Medicine 

U.S. Food and Drug Administration 

5630 Fisher Lane, Rm. 1061 

Rockville, MD 20852 

 

RE Docket No. FDA-2019-N-2281: FDA's PUBLIC MEETING ON ALTERNATIVE 

APPROACHES IN CLINICAL INVESTIGATIONS FOR NEW ANIMAL DRUGS 

 

Dear Dr. Solomon: 

 
The Pew Charitable Trusts (Pew) supports the U.S. Food and Drug Administration’s (FDA) efforts to 

strengthen the stewardship of antibiotics in animal agriculture and to develop industry guidance on 

the appropriate use of alternative approaches in clinical investigations of antibiotics and other animal 

drugs, as mandated by the 2018 reauthorization of the Animal Drug User Fee Act.1 Many animal 

antibiotics requiring updated product labels have a long history of use and are subject to unique 

market constraints associated with drugs for food producing animals. Therefore, alternative 

investigative approaches that balance the need for rigorous safety and efficacy evaluations with the 

efficiencies afforded by appropriate use of existing data sources hold considerable promise. FDA’s 

recent public meeting on this topic was a valuable first step and Pew appreciates the opportunity 

to provide additional written comments.  

 

For food animal drugs, alternative clinical investigative approaches, such as the use of real-world 

evidence (RWE), data from foreign trials, biomarkers, and surrogate trial endpoints, can promote 

antibiotic stewardship by fostering innovation in the development of antibiotic alternatives and by 

optimizing the use of medically important antibiotics through the expeditious establishment of 

evidence-based duration limits for drugs that currently lack them. The labels of many medically 

important antibiotics still allow for very long or undefined durations of use. 2,3 This makes it legal to 

give these drugs to animals for extended periods of time that may span many months – a practice not 

consistent with judicious use.4,5 As FDA has publicly recognized, these drugs were approved long 

before the current, stringent animal drug approval process was created and retroactively establishing 

defined durations of use for them will be central to the agency’s stewardship efforts. For many of the 

drugs, existing data sources may support the establishment of appropriate duration limits, although 

the collection of some new data may be necessary.6 Because generating new data is time and 

resource-intensive, guidance on the appropriate use of existing data, including RWE and foreign 

trials, in the clinical investigation of new animal drugs is needed. This information will be critical to 

optimize scarce resources, prioritize new data collection efforts, and enable the expeditious 

establishment of evidence-based duration limits.  

 

To ensure the guidance will be optimally useful and appropriately supports FDA’s stewardship 

efforts, Pew recommends the following: 

https://www.pewtrusts.org/en/research-and-analysis/issue-briefs/2016/10/judicious-animal-antibiotic-use-requires-drug-label-refinements
https://www.pewtrusts.org/en/research-and-analysis/issue-briefs/2016/10/judicious-animal-antibiotic-use-requires-drug-label-refinements
https://www.pewtrusts.org/en/research-and-analysis/articles/2018/09/13/antibiotic-stewardship-in-animal-agriculture-requires-defined-durations-of-use
https://www.federalregister.gov/documents/2016/09/14/2016-21972/the-judicious-use-of-medically-important-antimicrobial-drugs-in-food-producing-animals-establishing


 

1. FDA should appropriately tailor the guidance to the unique characteristics of animal 

drugs while seeking alignment with corresponding guidance for human drug 

development where appropriate  

 

In many cases, FDA can and should learn from and, where appropriate, utilize resources that 

have already been developed to address similar issues in human drug development. For instance, 

last year FDA revised its guidance on the acceptability of foreign clinical studies during human 

drug development to ensure the quality and integrity of the resulting data and to adequately 

protect the study subjects.7 Similarly, the 21st Century Cures Act (Cures Act) has mandated 

FDA’s exploration of the use of RWE in regulatory decision making for human drugs. In 

response, FDA’s Center for Drug Evaluation (CDER) published industry guidance8 and put forth 

a framework9 detailing the appropriate use of RWE. FDA has also published draft guidance on 

adaptive designs of clinical trials for human drugs10 and established a biomarker qualification 

program.11 To avoid duplication of efforts, minimize the potential for unnecessary discrepancies 

and confusion, and learn from applicable prior experience, FDA should draw on these and other 

pertinent existing documents and involve agency staff with relevant experience in the 

development of the new guidance. Experience from human drug development may, for instance, 

help define how ‘alternative’ evidence can be used most effectively given the inherent 

limitations of data not gathered through traditional clinical trials performed in the US, and 

inform methodologies for how best to surveil and conduct research with the newly acquired data.  

Learning from human drug development can be particularly valuable because experience with 

the use of RWE and other ‘alternative’ data sources in the veterinary sector has so far remained 

scarce. For RWE, for instance, veterinary experiences have so far been limited to few currently 

ongoing projects in companion animals.12 

 

However, animal drugs pose several unique challenges that need to be carefully considered 

during guidance development. For example, animal populations may be more (or less) 

homogenous in genetics, age, nutrition and disease history than the human population, and 

subject to more significant influences of external factors such as weather, housing, or other 

environmental stressors that may affect their health. These factors may also be highly variable 

across operations, production systems, or geographic regions, and advances in animal husbandry 

practices or breeding can have significant effects over relatively short periods of time—thus 

possibly limiting the applicability of even relatively recent data. Electronic health, production 

and treatment record systems in animal agriculture are highly fragmented, limited in detail and 

functionality, typically not standardized across industry segments, supply chains, or operations, 

and differ significantly from human health records. Certain data sources in human medicine—

such as billing databases—may not be applicable to (most) parts of the animal sector at all, and 

some data requirements, such as food safety related data needs, are unique to animal drugs. 

Finally, because many of the antibiotics that currently lack duration limits have been in use for 

decades, farmers and veterinarians may be able to access a richer and more diverse body of 

evidence regarding their optimal use than would be typical for human drug development.   

 

To strike the right balance between drawing upon applicable experiences from human drug 

development and appropriately accounting for the unique requirements of the animal drug 

development process, FDA should establish a transparent and robust development plan for the 



guidance document that actively engages relevant human and animal drug development experts 

throughout the process and that provides ample opportunity for public engagement. The public 

meeting FDA held earlier this year was an important step in that direction, but additional 

periodic opportunities for public input are needed.  

 
2. FDA should provide specific guidance to drug sponsors on how alternative clinical 

approaches can be used to support the establishment of duration limits for antibiotics that 

lack them or approvals for non-antibiotic alternatives that have a long history of use   

  

Many animal drugs that currently lack duration limits, as well as certain antibiotic alternatives that 

are not currently approved as animal drugs for such indications, have a very long history of use in 

veterinary medicine and ample ‘alternative’ data available—such as RWE or foreign data. In these 

cases, the available relevant data may be unusual in type, amount, detail, geographic representation, 

and time since collection. For instance, FDA has already solicited various kinds of information to 

support the establishment of evidence-based duration limits for antibiotics that lack them, including 

current use practices, times animals are at increased risk, veterinary decision-making around the use 

of the product – including duration of use – and available alternative treatment approaches.13 

Guidance is needed on what types of information may be usable in these specific circumstances, 

what minimum requirements and data quality standards may apply, and how those data can be used 

efficiently – for instance to inform trial design, generate research hypotheses, identify or refine trial 

endpoints or biomarkers, or support data extrapolations (potentially in combination with bridging 

studies). Such explicit guidance will be important to foster the development of antibiotic alternatives 

and enable the expeditious establishment of duration limits for drugs that currently lack them.  

 

 

3. FDA should balance transparency and privacy protection for sensitive and/or 

proprietary data  

 

Appropriate access to sensitive and/or proprietary data that strikes a balance between 

transparency and privacy protection is a longstanding, significant concern in the agricultural 

space.  The issue is somewhat distinct from related concerns in human drug development. For 

instance, many data privacy concerns in the animal space are related to the product end-users, 

including potential food product liability, reputational risks for the food brand, and adequate 

protection of competitive advantages related to animal rearing. FDA has a long history of 

successfully navigating this issue. For instance, since 2009 FDA has been collecting, 

aggregating, analyzing, and publishing data on the quantities of antibiotics sold for use in food-

producing species on an annual basis, and the agency has worked closely with the United States 

Department of Agriculture (USDA) on the collection of on-farm antibiotic use data.14,15,16 Such 

prior experiences, as well as lessons learned during human drug development, will be valuable 

for FDA in establishing guidance on this issue. The agency will have to work closely with 

producers, drug sponsors, USDA, other relevant federal and state agencies, and other key 

stakeholders to find adequate, workable data infrastructure solutions. Pilot projects, in close 

partnership between public and private entities, would be useful to identify and overcome 

challenges related to data transparency and privacy. Such pilot projects could also provide the 

proof-of-concept needed to secure broader stakeholder buy-in on this important topic, and FDA 

should actively explore opportunities to establish such pilot programs. 

 



In conclusion, Pew commends the agency for developing guidance on the appropriate use of 

alternative approaches to collect data for the clinical investigation of new animal drugs, 

recognizing the potential promise - and perils - these approaches hold for improving antibiotic 

stewardship. Given the urgency of the antibiotic resistance threat, FDA must move quickly to 

establish science-based duration limits for drugs that currently lack them, and to foster the 

development of new alternatives. FDA has an opportunity to accelerate this process and 

sustainably foster innovation in food animal drug development by providing guidance on the 

appropriate use of existing ‘alternative’ data sources such as RWE or foreign data that strikes a 

balance between ensuring rigorous scientific evaluations and promoting efficiency. Pew is 

looking forward to continuing work with FDA and other key stakeholders on this important 

issue, as well as antibiotic stewardship more broadly.  

 

Sincerely,  

                                 
________________________________   ______________________________ 
Kathy Talkington, Director     Karin Hoelzer, Senior Officer 

Antibiotic Resistance Project      Antibiotic Resistance Project 

The Pew Charitable Trusts     The Pew Charitable Trusts 
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