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Response to OLAW Case 4P, A3368-01, March 2013 

For the kanamycin/ethracrynic acid procedure, animals will be monitored daily by the lab staff for 
inappetence, vomiting, lack of grooming, anuria, dehydration, and lethargy and the veterinary staff 
contacted if any are noted. Blood chemistry will be monitored as described in Q l 7a. If the blood 
creatinine levels are greater than 2 mg/dL or urea nitrogen is greater than 40 mg/dL with USG lower 
than 1.025, injections will be stopped and an RARC veterinarian consulted regarding further activity. 
The animal will be euthanized if blood creatinine levels are >8 mg/dL or the BUN is> than 120 
mg/dL. If there is an unanticipated illness or injury the lab animal veterinarian is contacted for 
treatment. The behavior of the animal is a significant indicator of pain or discomfort, as the animal's 
normal work routine in the laboratory will be noticeably affected by any unanticipated discomfort. In 
such situations RARC veterinarians will be contacted in order to determine and to relieve any source 
of discomfort. The animal will be given time off from working in the laboratory until there is 
veterinary approval for the animal to return to active study. If any problem is unable to be resolved, 
and an animal displays a reluctance or inability to work, and is inappetent and in poor body condition, 
the animal may be euthanized under guidance or direction of an RARC veterinarian. Ultimately, the 
laboratory depends on the advice and consultation with RARC veterinarians to make decisions on 
whether animals that are in discomfort should be euthanized or not. The veterinarians have the full 
authority to initiate treatments, remove animals from study or euthanize them as needed. These 
decisions are always made with the three R's of animal care (replacement, reduction and refinement) 
in mind. Over the last 20 years, we have greatly reduced the number of animals used in our 
experiments by an order of magnitude while maintaining their health and well-being at the highest 
levels." 

Additional end-point criteria considered by the veterinary and laboratory staffs include loss of 
integrity of the bone table of the skull due to the cephalic implant, subdural or other hematomas 
involving the central nervous system, and systemic infections that prove resistant to treatment. 

The laboratory weighs the animals at least once per week, and more frequently in most instances, and 
maintains records of the weights in research notebooks. Animals are observed daily by trained animal 
care personnel. Additionally, the veterinary staff independently weighs the animals at least quarterly, 
performs regular annual physical exams, and provides any monitoring, treatment, or intervention 
necessary based on condition of animals and/or specific clinical findings. 

4. What specific clinical signs are listed in the protocol to help determine when analgesics are 
necessary? 

The language in protocol regarding analgesic administration (in Ql8 of the protocol form) is as 
follows: 

"During all of the surgical procedures the animals are deeply anesthetized. For procedures that may 
potentially be painful, opioids or NSAIDS will be used preoperatively or as part of induction, 
including buprenorphine, butorphanol, or NSAIDs e.g. meloxicam or ketoprofen. During the post
surgical recovery phase, there is the possibility of pain or discomfort so several analgesics are 
routinely administered: opioids or NSAIDs as detailed in Q#27a. See Q#29 for post-anesthetic 
procedures. Administration of appropriate analgesics may be utilized at any time under direction of an 
RARC veterinarian; clinical signs indicating analgesics may be needed include (but are not limited to) 
inappetence, hunched or abnormal posture, inactivity, and abnormal vocalization." 
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