 E. INDUCED TUMORS IN RODENTS 
1. Introduction: 
a. This policy is designed to insure that rodents with induced tumors are assessed frequently and managed to minimize pain and distress while at the same time accomplishing the research objectives. The Primary Investigator will be consulted concerning the termination of any animal for humane reasons. In situations where the welfare of the animal is an issue and there is no clear agreement, the decision of the attending veterinarian concerning the treatment of the animal will be final, as designated by the federal Animal Welfare Act. 
b. Tumor studies as well as all other studies should be done with minimal pain, distress, or suffering to the animals. Most tumor studies rely upon the ability of the investigators and all parties involved being able to judge the signs of morbidity (disease/illness) in which the animal could recover from signs of moribund condition (state of dying) 
2. Policy 
a. Animals will be monitored and tumors assessed on a daily basis as a part of a monitoring plan. All induced tumor studies are recommended to be at least Category B due to the ulceration of tumors and the undetectable presence of metastatic cells. 

b. Animals will be singly housed if tumors are found to be ulcerated, abraded and/or bleeding and the veterinarian and investigator contacted. Since superficial tumors can be open, drain and even regress in size, there may be a significant individual variation in the response an animal has to a tumor burden; it is necessary to rely on experience and clinical judgment in assessing the need for euthanasia. If the tumor is excised, the animals must be able to ambulate and access food/water following the surgical procedure 

c. The animals should be euthanized if: (1) The mass severely restricts the animal’s ability to eat, drink, eliminated wastes, breathe or move, (2) The mass becomes necrotic or ruptures, (3) Body fluid is excessive, (4) The tumor weight vs. body weight exceeds 15%, (5) Animal is becoming emaciated and/or loses more than 20% of their pre-study weight, or (6) There is a large mass around the head. 
d. If death is to be used as an endpoint, full scientific justification and documentation must be provided by the primary investigator and must be reviewed and approved by all voting members of the UNTHSC IACUC. 

e. To address biosafety guidelines, all tumor cell lines will be MAP tested prior to injection into animals. All UNTHSC safety and health guidelines will be followed in testing, handling, deriving and injecting all tumor cell lines. 

3. Justification 
a. When extended survival data is needed from a tumor model it becomes necessary to try and determine a specific point or parameter at which to record the animal as ‘moribund’ or as ‘dead’ without causing the animal needless distress or suffering. Alternatives to painful procedures should be researched thoroughly before using death as an endpoint. It appears that death-as-endpoint experiments are being required less often, due to the FDA and other agencies not requiring such classical and precise studies to be done. 

b. Alternatives to death-as-endpoint studies can be determined several ways. 

• Determine a specific tumor size to designate as ‘moribund’ or ‘dead’ and spare the animal that death. 


• Determine a measurable concentration of a tumor marker associated with the model. 

• A specific day for termination should be considered, especially for experimental measures. 

c. Investigators using a tumor model to gather survival data should investigate a relevant parameter that will yield a statistically significant efficacy without jeopardizing the humane treatment of the animals, and will not necessitate the use of death as an endpoint. 
