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encouraged by OLAW if applicable5. If the 
IACUC finds the use of recently expired 
buprenorphine does not meet the required 
outcome or rejects the performance 
standard concept outright, the only other 
option would be for the entire project to be 
placed on hold until the appropriate, in-date 
buprenorphine drug product is available. ❐
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Considering animal welfare with scientific 
justification in mind

The scenario has two components to 
be considered: animal welfare and 
scientific justification.

In consideration of animal welfare, the 
IACUC should not agree with the use of the 
outdated drug or the reference standard. 
The US Pharmacopeia clearly states that 
the reference standards are meant to be 
used in tests and assays, and not in humans 
and animals1. Therefore, the safety and the 
pain control properties of the reference 
standard are not guaranteed in rodents; 
using it in this study could risk unexpected 
adverse effects or insufficient pain control. 
Outdated buprenorphine HCl should also 
not be used; while there may be literature 
that vouches for acceptable efficacy in 
outdated buprenorphine HCl, the reality 
could depend on many variables, such as 
the manufacturer, the length of expiration, 
and the specific species, sex, and strains of 
the animals. Furthermore, approving the 
usage of USP or outdated drugs comes with 
two risks: first, this may set a precedent 
for future similar requests; second, if the 
rodents that received USP or outdated 
buprenorphine HCl suffered an adverse 
event, the IACUC and the veterinarian could 
be held responsible. According to the Guide 
for the Care and Use of Laboratory Animals, 

expired anesthetic and analgesic agents 
should not be used2 . Taken together, the 
IACUC should not approve this request.

Another reason why the request from 
the Rosenfeld lab should not be approved 
is inadequate scientific justification. 
Using either of these choices would create 
a variable that could render the results 
incomparable with previous work.  
If Dr. Rosenfeld does not wish to use a 
different negative control in the middle  
of the study, then neither USP nor outdated 
buprenorphine HCl should be used. 
Creating variables like this could result  
in unusable data and unnecessary use  
of animals. The IACUC could instead 
suggest the lab use buprenorphine SR 
(assuming that only the HCl formulation  
is in shortage), if this formulation is 
acceptable for the lab.

The use of VVC is initially correct in this 
case because the consultation was for using 
a different drug in response to a shortage 
of the original one, which falls within the 
parameter of a VVC3. However, because 
the lab’s request to use USP or outdated 
buprenorphine HCl is not based on the need 
for pain management, this issue becomes 
one where the PI needs to scientifically 
justify the use of alternative drugs at the 

risk of animal welfare. Therefore, the 
veterinarian is correct in bringing this issue 
to the IACUC.

In the event of drug shortage of 
unknown duration, it is understandable that 
investigators would want to carry on the 
project instead of waiting indefinitely. The 
IACUC must not forget that animal lives 
could be wasted too if the project is delayed. 
Prior to making a definitive decision, 
the IACUC must carefully consider the 
justification provided by the investigators. ❐
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Redirecting the request to the IACUC

Due to the shortage of pharmaceutical-
grade buprenorphine, the IACUC 
and Attending Veterinarian are faced 

with the challenge of determining which 
situation is more appropriate: allow Dr. 
Rosenfeld to use non-pharmaceutical-grade 

buprenorphine, allow her to use  
expired pharmaceutical-grade 
buprenorphine, or allow neither,  
postponing the research until 
pharmaceutical-grade buprenorphine 
becomes available.

Guidance provided by OLAW indicates 
that use of expired analgesics is inconsistent 
with acceptable veterinary practices and 
adequate veterinary care. OLAW does 
not provide for the use of analgesics 
beyond their expiration date under any 
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