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The American Psychological Association (APA) appreciate the opportunity to 
respond to the Request for Information (RFI): Enhancing Rigor, Transparency, and 
Translatability to Improve Biomedical Research Involving Animal Models (NOT-OD-20-
142). Our comments were developed with input from the APA Committee on Animal 
Research and Ethics (CARE) and individual members involved in research with 
nonhuman animals, including nonhuman primates. APA’s major concern is that the 
remedies proposed to improve rigor and transparency in animal research, including 
preregistration of hypotheses and research designs and external review of protocols prior 
to study execution, will be too broadly applied across all animal research and will not 
render the desired results. Below, we elaborate on our concerns and suggest some 
alternatives in response to select queries from the RFI. 

 
The challenges of rigor and transparency in animal research and actions NIH can 
take to improve the quality of animal research including rigor and transparency. 

The failure to reproduce the results of certain animal studies across laboratories is 
a significant concern. Reproducibility problems are not unique to animal research, 
however. There are a number of examples of randomized clinical trials published in top 
medical journals that, when tested for reproducibility at other sites, failed to replicate in 
the age of preregistration (e.g., see review by Niven et al. 2018). Similar disagreements 
occur between reports using in vitro techniques to study diseases with human tissue (e.g., 
see review by Rice et al. 2015), and these studies contain approaches from all 
components of the pipeline except for animal experiments. Moreover, there are examples 
of in vitro studies reporting novel concepts of drug action that have propelled the 
advancement of drugs to clinical trial only to be refuted later based on purportedly flawed 
in vitro methodology (e.g., biased opioid agonists; Gillis et al. 2020). 

 
Given these facts, remedies such as requiring preregistration and pre-study 

methodology review, if applied to only one component of the pipeline, will likely fail to 
render the intended effect because the issues raised in the RFI can contaminate the 
translational validity of data on either end of the pipeline, thus making it difficult to 
determine cause if the corrective measures fail. Thus, to truly determine if preregistration 
and review of pre-study methodology can render the desired results, the NIH would have 
to commit to a broad sweeping program that managed review for all biomedical research 
along the pipeline. Obviously, this is not likely to be feasible. 

 
A more focused alternative would be to study and develop a structured system for 

conducting transitional studies, i.e., experiments that are specifically designed to 
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rigorously determine if a line of research meets the criteria for transition to the next phase 
of the pipeline. At the in vitro level, controversies resulting from the use of different 
approaches to study the molecular biology of diseases or drug action could be resolved by 
systematically comparing approaches for generality of effect prior to conducting studies 
with nonhuman animals. A similar approach could be taken with animal research prior to 
advancing to clinical studies. Replication of key studies would be a component of such 
programs. Results derived from rodent studies should also be tested in organisms of 
closer phylogeny to humans (e.g., nonhuman primates) prior to clinical studies to more 
rigorously determine the translational potential of the research.  

 
By using this transitional-study framework, there would be a clear delineation 

between a) exploratory studies that require greater flexibility and freedom to innovate 
(less likely to benefit from preregistration), and b) transitional studies that serve specific 
translational roles. For the latter, a formal system of review for methodology and analysis 
plans would be appropriate and amenable to a preregistration approach and would be 
applied to both in vitro and in vivo transitional studies, thus facilitating translational 
success along the full preclinical pipeline. When focused on these key studies, the 
consensus of a team of experts would greatly increase the likelihood that the designs of 
transitional studies are optimized for external validity to the relevant clinical populations. 
 
How to address the complexity and expense related to use of large animals, 
including nonhuman primates, that may provide biologically more relevant models. 

Some of the failures of translation from preclinical to clinical studies are likely 
due to phylogenetic gaps between animal models and humans. Nonhuman primates are 
more similar to humans in terms of genetics and behavior than any other animal model, 
but they are used less extensively in the study of diseases and treatments than others. It is 
therefore important to determine if there is a relation between translational failures and 
inadequate use of nonhuman primates in the preclinical phase. We suggest that the NIH 
conduct a rigorous investigation of this issue by a) cataloging the instances in which 
preclinical findings failed to translate into success at the clinical-trial level, and b) 
determining the degree to which the putative treatments were studied in nonhuman 
primates prior to advancement to clinical studies. If a number of research tracks are 
identified that included only cursory research or none at all in nonhuman primates, the 
rationale should be scrutinized for sound scientific reasoning. If it is determined that 
nonhuman primate models are not available for certain diseases, the NIH should provide 
incentives (e.g., via RFAs) for the development of such models to enhance the 
translational validity of the cumulative preclinical enterprise. Nonhuman primates are a 
costly resource, but the potential savings of identifying dead ends prior to testing in 
humans are exponentially greater.  
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