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Division of Dockets Management (HFA-305)  
Food and Drug Administration 
5630 Fishers Lane, Room 1061 
Rockville, MD 20852  

Re: FDA-2009-D-0007: Comments to the FDA draft Guidance for Industry Product 
Development Under the Animal Rule 

Dear Sir or Madam: 

The Alliance for Biosecurity (“the Alliance”), a consortium of companies that develop and 
manufacture medical countermeasures for biosecurity threats, pandemic flu, and other 
emerging infectious disease, is pleased to provide these comments to the FDA’s draft Guidance 
for Industry Product Development Under the Animal Rule.    

The Alliance commends the FDA on this comprehensive and thoughtful draft guidance.  The 
draft guidance consolidates specific examples, information discussed at various public 
workshops, as well as thorough explanations and rationales for FDA’s current thinking in a 
single document, which is extremely helpful for companies developing and using animal models.  
The Alliance greatly appreciates FDA’s intensive efforts to engage with industry and consider 
much of the industry feedback and scientific information provided since the previous (2009) draft 
animal model guidance, and to include this feedback in the new draft.  This scientific partnership 
is critical to companies developing quality, safe and efficacious medical countermeasures for 
patients.   

A general comment to the draft is that although we recognize that it is not the intent of the 
guidance to address chemistry, manufacturing and control (CMC) studies necessary for drug 
development (lines 32-33) under the animal rule, it would be beneficial to indicate that usually 
the same CMC standards and requirements for developing a drug substance and product for 
use in non-animal rule development programs would apply. 

We provide specific comments to three aspects of the draft Guidance (i) the recommendation to 
demonstrate benefit of the investigational medicine as an addition to supportive care; (ii) 
pharmacokinetic (PK) considerations related to dose translation from animals to humans; and 
(iii) the requirement for a confirmatory animal efficacy study when a single well-characterized 
animal model is used.   

Extensive discussion is included in the draft guidance with respect to the use of supportive care 
(lines 231; 435-446; 1117-1128; Appendix B: Types of Animal Care Interventions).  It would be 
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helpful to clarify in the guidance text if supportive care -- particularly “Intervention as supportive 
care to mimic the human clinical scenario” – are recommendations that companies might follow 
only if it is possible to do so, and are scientifically justified for their product.  We note that there 
are several sound, compelling reasons supporting the judicious and/or risk based application of 
supportive care in an animal efficacy study.  First, supportive care can be highly variable within, 
as well as across, studies, and it is not clear what constitutes equivalent supportive care 
between animals and humans even under the same conditions of disease challenge and 
therapy.  Second, to demonstrate efficacy of the drug product the challenge dose must often be 
increased, sometimes significantly, if supportive care is provided, which presents ethical issues 
for animal use/care and contradicts efforts to minimize animal suffering and/or stress.  Third, 
showing the drug’s effect or a significant benefit of the drug becomes more difficult if supportive 
care is included in the study.  For example, when supportive care is administered, the potential 
difference that additional therapies can make becomes smaller, which may increase the number 
of animals needed in the study.  Additionally, if mortality is required as an endpoint, supportive 
care may confound the results of the study.  For these reasons the Alliance suggests the 
guidance make clear that supportive care may be applied only if justified or necessitated by the 
drug product and intended use.   

Regarding dose translation from animals to humans and the specific use of exposure data 
(based on PK results), we note that FDA appears to now require that the investigational therapy 
must be effective at a dose level in animals that results in a lower and virtually non-overlapping 
PK exposure than the safe dose in humans (Figure 2, starting at line 980, and lines 987-997). If 
this is a recommendation, such recommendation seems stricter than what was proposed in the 
2009 draft guidance (i.e., demonstration of efficacy at the dose level in animals which produces 
equivalent, or overlapping, exposure as the safe human dose is considered adequate).  We 
note that an overlap in exposures or even instances where exposure in animals is greater than 
that in humans at the same dose (e.g., Dose #1 in Figure 2), does not necessarily mean that the 
drug is not effective in humans at that dose.  We suggest that language in this section be 
revised to clarify that the figure provides illustrative examples of exposure comparisons, but that 
although Dose #3 represents the ideal situation, overlapping exposures can also be acceptable 
with justification through other risk/benefit considerations, including dose safety (i.e., a high 
dose could result in toxicity), degree of benefit provided by the investigational product, 
availability of other drugs for the indication at stake, etc.   

Last, it would be helpful to clarify the requirement for a confirmatory animal efficacy study when 
a single well-characterized animal model is used (lines 1046-1049).  Specifically, we would like 
to seek clarification regarding the need to conduct the confirmatory study in a different 
laboratory.  Development of a complex, well-characterized, and well-controlled animal efficacy 
model in multiple laboratories or transfer of such a model to a new laboratory will likely not be 
practicable in a majority of cases.  Therefore, we would like to understand the extent to which 
the conduct of a confirmatory efficacy study in a different laboratory is required by the Agency. 

We thank the Agency for this opportunity to comment on the draft Guidance.  Please do not 
hesitate to contact us with any questions regarding these comments.  We are happy to discuss 
with FDA these and other issues related to animal model development and use for medical 
countermeasures.   

Sincerely, 

 
Maureen Donahue Hardwick 
Alliance Secretariat and Legal Counsel 


