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Assessing the similarity of the reference and test sample dose-response curve is a critical step which needs to be 
accomplished prior to calculating potency of the bioassay. (If you are curious as to why: Check out the following 
graph…..would the test sample be more or less potent than the reference material? Well…..it would depend on which 
drug concentrations you were testing.) 
 
 
 
 
 
 
 
 
 
 
The approach to assessing similarity 10 years ago, when the USP <1034> chapter first recommended switching from 
difference testing, as out-lined in the EP Chapter 5.3 to an equivalence approach. Now that 10 years have passed, the 
difficulties of the equivalence approach have become more apparent. These problems include: 

• Collection of sufficient reference vs. reference  dose-response curves is time and resource intensive. 

• The above dataset does not incorporate the variability seen during lot-to-lot manufacturing. 

• The use of early clinical material to establish similarity might include non-representative or unstable samples. 

• The need for interim similarity values during method development and how this should be procedurelized. 
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