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INSTITUTIONAL ANIMAL CARE AND USE COMMITTEE (IACUC)

GUIDELINES FOR ASSIGNING PAIN AND DISTRESS CATEGORIES TO MGH IACUC PROTOCOLS

The MGH Institutional Animal Care and Use Committee (IACUC) has established the following guidelines to clarify the classification of various animal use procedures into specific pain and distress categories.  In accordance with PHS Policy on Humane Care and Use of Laboratory Animals, unless the contrary is established, procedures that cause pain or distress in human beings should be considered to cause pain or distress in animals.

DEFINITIONS 
1. Pain is a complex experience that typically results from stimuli that damage or have the potential to damage tissue; such stimuli prompt withdrawal and evasive action.  (Guide, p. 120)
2. Distress may be defined as an aversive state in which an animal fails to cope or adjust to various stressors with which it is presented.  Distress may not induce an immediate and observable pathologic or behavioral alteration, making it difficult to monitor and evaluate the animal’s state when it is present.  Both the duration and intensity of the state are important considerations when trying to prioritize attention to and treatment of animal distress. (Guide, p. 121) 
3. Momentary:  One of the criteria required for determining the appropriate pain category is whether the pain/distress is temporary or waning.  Since many procedures considered by the industry to be momentary (SC, IM or IP injections for example) may have some pain immediately after the procedure, any transient effect that quickly subsides can be considered momentary.  The investigator is encouraged to provide information to support why pain/distress should be considered momentary of they feel it would be helpful for the IACUCs review.
4. Humane Endpoints:  Humane endpoint is the point at which pain or distress in an experimental animal is prevented, terminated, or relieved.  The use of humane endpoints contributes to refinement by providing an alternative to experimental endpoints that result in unrelieved or severe animal pain and distress, including death. (Guide, p. 27) 
5. Moribundity:  At the point of “dying” or being in a state of “imminent death”; generally described by clinical signs consistent with immobility, isolation, hunched body position, hypothermia, etc.  While this is considered a Category E condition, efforts to identify appropriate humane endpoints to reduce the possibility of death should be employed whenever possible.

The MGH IACUC has adopted the USDA pain and distress categories for all animal species.  These are based on the following classifications: 
USDA Category B:  This Category is generally used by USDA registered Dealers for Breeding only.  Animals in Category B should not be used for research; animals used in breeding colonies ONLY and not euthanized can be considered in Category B.
USDA Category C:  Procedures which do not involve more than slight or momentary pain and/or distress, and for which the use of anesthetics, analgesics, tranquilizers or other approved methods are not indicated.  
USDA Category D:  Procedures expected to cause more than slight or momentary pain or distress, and that pain or distress is alleviated by anesthetics, analgesics, tranquilizers or other approved methods - i.e., pain in excess of that caused by injections or other minor procedures. 
USDA Category E:  Procedures that would be expected to cause more than slight or momentary pain or distress, and that pain or distress is NOT alleviated by anesthetics, analgesics, tranquilizers or other approved methods - i.e., pain in excess of that caused by injections that generally require humane endpoints as the only method of intervention.  Not alleviating pain or distress caused by a procedure must be justified for scientific reasons in writing by the investigator and approved by the IACUC.  The MGH IACUC require may require a pilot study to be performed to confirm that all forms of alleviation will interfere with the research model 

ASSIGNING PAIN AND DISTRESS CATEGORIES TO IACUC PROTOCOLS 
Examples of procedures in the specific Pain and Distress Categories are provided in the table below. 

If there are any questions about how to categorize a procedure that may not be included below, please contact the MGH IACUC Office. 
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	Category C

	Procedures that do not involve more than slight or momentary pain and/or distress, and for which the use of anesthetics, analgesics, or tranquilizers are not indicated.

	Examples

	
1. Routine exam procedures
2. Routine administration of medications, electrolytes, and other fluids, including simple injections (IM, IP, IV, SC)
3. Most routine blood collection procedures
4. Animal ID/genotyping methods (ear tagging, ear punch, or ear notch after 14 days old; toe clipping < 7 days old; tail snip < 21 days old)
5. Oral administration, including orogastric gavage
6. Non-surgical (percutaneous) catheterization
7. Certain manipulative procedures such as palpations, skin scrapings, and radiography
8. Intracerebral inoculations in neonatal rodents prior to cranial ossification when performed by trained personnel
9. Chair restraint of an adapted nonhuman primate (NHP) that has been conditioned for the time period of restraint up to 12 hours, or the training of an non-adapted NHP to chairing utilizing an IACUC-approved plan that results in only slight or momentary distress
10. Cold exposure studies in an animal that can thermoregulate
11. Routine AVMA-approved methods of euthanasia
12. Behavioral testing such as observations or assessment of responsiveness to mild noxious stimuli from which an animal can escape AND for which reasonable cut-off limits are established to prevent tissue injury in non- responsive animals
13. Procedures that utilize sedation as a means of handling or restraint, but do not involve any other Category D procedures
14. Seizure or epilepsy studies that only involve brief or momentary seizure activity with no post-ictal adverse effects and for which no treatment is needed to stop the seizure

















	Category D

	Procedures expected to cause more than slight or momentary pain or distress (i.e., pain in excess of that caused by injections or other minor procedures), and that pain or distress is alleviated by anesthetics, analgesics, tranquilizers, or other approved methods

	Examples

	
1. Surgery, major and minor, including biopsy, neurophysiological manipulations, or preparations such as the implantation or electrodes and recording devices, vascular cut-downs/surgical catheterizations, etc., for which anesthesia and analgesia are provided
2. Terminal surgical procedures in which the animal is euthanized before recovering from anesthesia
3. Blood collection techniques in rodents for which anesthesia is required (e.g., cardiac puncture and retro-orbital blood collection)
4. Tumor studies in which tumors develop, but animals are euthanized before tumors reach a maximum diameter of 20 mm (mice), or 40 mm (rats); if multiple tumors maximum diameter of the largest tumor is 10 mm (mice), or 20 mm (rats)
5. Restraint in stereotaxic apparatus (anesthesia and analgesia required)
6. Studies designed to induce pain or distress, but for which drugs or other agents are provided to alleviate pain or distress (e.g., sepsis studies, thioglycolate peritonitis, DSS colitis, LPS, arthritis models for which pain management and supportive care is provided OR for which animals are promptly euthanized before they reach clinical evidence of distress
7. Burn studies (anesthesia and analgesia required) for which supportive care is provided
8. Food/water restriction in accordance with IACUC policy
9. Studies in which animals are euthanized as soon as they reach clinical endpoints as defined in the IACUC protocol (humane endpoints)
10. Traumatic Brain Injury studies (closed and open; anesthesia and analgesia required)
11. Cold exposure studies in animals that cannot thermoregulate, but for which supportive husbandry such as nestlets are provided and provide the additional support needed so animals can maintain body temperature
12. Tail biopsy/tail snips in mice > 21 days old (analgesia required; anesthesia optional)
 





	Category E

	Procedures that would be expected to cause more than momentary pain or distress, and that pain or distress is NOT alleviated by anesthetics, analgesics, tranquilizers, or other approved methods

	Examples

	
1. Chairing of a non-human primate that has not been conditioned for the time period of restraint
2. Drug or radiation toxicity testing producing unrelieved pain and/or distress
3. LD50 determinations or any other studies involving death as an endpoint
4. The exposure of an animal to any agent that produces unrelieved pain or distress
5. Development of an inflammatory condition usually associated with pain (e.g., arthritis, abscess, infection, sepsis) for which pain medication is withheld
6. Development of a disease condition usually associated with distress or malaise (e.g., organ failure)
7. The exposure of an animal to electrical shocks in which an animal cannot avoid/escape stimuli or results in unrelieved pain/distress
8. Food/water deprivation exceeding the IACUC policy limits
9. Studies that require continuation after clinical signs are evident without medical relief 
10. Behavioral studies involving fear models or the application of a noxious stimulus from which escape is impossible
11. Cold exposure studies in animals unable to thermoregulate or thermal stress studies from which the animal cannot escape
12. Untreated (or unresolved) status epilepticus
13. Administration of Complete Freund’s Adjuvant (CFA)
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