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Animal activities are most frequently justified from an ethical cost-benefit perspective. This means that 
any animal pain, morbidity and mortality must be outweighed or at least balanced, by the potential 
benefits of the project in terms of its relevance to human or animal health, advancement of knowledge 
or the good of society. Ethical cost-benefit assessment should be a major focus during initial and 
continuing review by the IACUC. This assessment should not, however, be misconstrued as the equivalent 
of an NIH study section review of scientific merit. Instead, it represents a threshold level of review that 
documents that the use of animals continues to be justified. Without such assessment, there is lack of 
accountability, which negates the purpose of continuing review, particularly for projects not funded by 
the PHS or other funding agencies with rigorous peer review. 
 
The obvious question that arises is why an ethical cost-benefit relationship would change over time. After 
a protocol is initially approved by the IACUC it is possible that new information may have become 
available, which allows application of one of the “three R’s” (reduction, refinement, replacement). For 
example, new in vitro techniques or statistical methods may be discovered that could reduce the number 
of animals required. Or an investigator may find that a lesser degree of morbidity can be used as an 
experimental end point. Conversely, in some situations, it may be necessary for scientific reasons to 
increase the number of animals or to allow animals to reach a more advanced stage of morbidity than 
originally specified in the protocol. In either case, the ethical cost-benefit ratio will be altered and the 
IACUC should, therefore, re-evaluate this new relationship. Proposed changes in the protocol can be 
considered during continuing review and approved as warranted. Admittedly, there are considerations 
related to scientific continuity and grant requirements that may dictate whether changes in a protocol are 
possible. Nonetheless, it is incumbent on investigators and the IACUC alike to determine during continuing 
review whether the 3 R’s can be applied further to the protocol. 


