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IACUC Training Exercise #1- 2015
The following exercise may be useful in stimulating discussion regarding compliance with PHS Policy and VA Handbook 1200.07. To facilitate discussion, pages 1-3 of the exercise may be distributed to the IACUC members prior to a meeting.  After a few minutes of discussion about the exercise during the meeting, the remaining pages of the exercise may be distributed to provide ideas for the committee’s consideration.  
Dr. Sarah Bennett has developed a new experimental drug (BPL-23) that appears to be effective in lowering blood pressure and seems to have fewer side effects than other drugs in use.  She will be testing BPL-23 in a transgenic line of mice that she has developed over the last five years; her meticulous records show that trio breeding has resulted in a higher conception rate and higher pup survival. Once the mice are weaned, hypertension is induced by feeding a high salt diet and adding a hypertensive compound (pharmaceutical grade) in their drinking water.  The mice will also have a radiotelemetry device implanted to record blood pressure and will be individually housed until their surgical incisions heal. Before and after BPL-23 administration, mice are housed singly in metabolic cages with wire mesh floors for the collection of 24 hour urine samples to assess urine volume, sodium excretion, and potassium excretion over 5 days.   She thinks her protocol contains five potential IACUC concerns: (1) non-pharmaceutical grade drug (i.e. BPL-23), (2) trio breeding, (3) metabolic cages with wire mesh floors, (4) compound in drinking water to induce hypertension, and (5) single housing post-surgery and for 24 hour urine collections for 5 days.   Dr. Bennett decides to ask Ann Marie, the IACUC Coordinator at the Hometown VAMC, to look over her protocol before she officially submits it to the IACUC Office.  She remembers that Ann Marie previously told her that use of (1) a non-pharmaceutical agent may qualify as specifically described exception and (2) trio breeding is an acceptable deviation if it meets a well-established performance standard.   Dr. Bennett reviews the Guide statements for non-pharmaceutical agents and trio breeding and uses the VA Deviations and Departures flowchart to reaffirm how to arrive at the correct conclusions.  She is less confident about how to categorize concerns 3-5; she thinks they may be approved departures.  Some of the statements she has found in the Guide on these topics seem to conflict and she is still confused about the whole deviations and departures thing.   Dr. Bennett stops by to see Ann Marie who kindly offers to help Dr. Bennett sort out the applicable Guide statements and uses the VA flowchart to explain the rationale behind each one.  The information that Ann Marie and Dr. Bennett reviewed is presented below.
Guide excerpts listed by IACUC concern:
(3) Metabolic cages with wire mesh floors

· Pg. 51 – “Flooring should be solid, perforated, or slatted with a slip-resistant surface.  If wire-mesh flooring is used, a solid resting area may be beneficial, as this floor type can induce foot lesions in rodents and rabbits (Drescher 1993; Fullerton and Gilliatt 1967: Rommers and Meijerhof 1996).”
· Pg. 52 – “Animals should have adequate bedding substrate and/or structures for resting and sleeping…Moreover, it absorbs urine and feces to facilitate cleaning and sanitation…Housing should provide for the animal’s health and well-being while being consistent with the intended objectives of animal use.”
· Pg. 121 [Distress] “For example, an injection requiring brief immobilization may produce acute stress lasting only seconds, while long-term individual housing of a social species in a metabolic cage may produce chronic distress.”
(4) Compound in drinking water to induce hypertension

· Pg. 25 – “The following topics should be considered in the preparation of the protocol by the researcher and its review by the IACUC: nonstandard housing and husbandry requirements.”
· Pg. 67 – “Animals should have access to potable, uncontaminated drinking water according to their particular requirements.”  
(5) Single housing post-surgery and for 24 hour urine collection

· Pg. 51 – “Social animals should be housed in stable pairs or groups of compatible individuals unless they must be housed alone for experimental reasons or because of social incompatibility.”

· Pg. 60 – “If necessary to house animals singly – for example, when justified for experimental purposes, for provision of veterinary care, or for incompatible animals – this arrangement should be for the shortest duration possible.”

· Pg. 64 – “Appropriate social interactions among members of the same species are essential to normal development and well-being….single housing of social species should be the exception and justified based on experimental requirements or veterinary related concerns about animal well-being.”

Is Dr. Bennett correct that IACUC concerns 3-5 are approved departures?  Do you think Ann Marie agrees with Dr. Bennett?  Use the flow chart below to help you categorize each concern and then note your conclusions in the table below.
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VA Deviations and Departures Flowchart

	IACUC Concerns
	Specifically Described 

Exception or 

Well-Established Performance
Standard
	Approved Departure
	Not A Deviation

	Non-pharmaceutical 

drug
	
	
	

	Trio breeding
	
	
	

	Metabolic Cages with wire mesh flooring
	
	
	

	Hypotensive drug in drinking water
	
	
	

	Single housing post-surgery and for 24 hour urine collections
	
	
	


This exercise is designed to be representative of protocols that may be submitted to your IACUC for review because it contains multiple issues for the IACUC to consider.   For each IACUC concern [including IACUC concerns (1) and (2)], the applicable Guide statement, a labeled VA flowchart, and rationale for the conclusion are provided.  
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Guide statement: Pg. 31- “The use of non-pharmaceutical -grade chemicals or substances should be described and justified in the animal use protocol and be approved by the IACUC…; for example the use of a non-pharmaceutical-grade chemical or substance may be necessary to meet the scientific goals of a project or when a veterinary or human pharmaceutical-grade product is unavailable.”    
Protocol Relevance:   BPL-23, an experimental drug for which a veterinary or medical pharmaceutical grade product is not available, is essential to the scientific objectives of the study.  Under these circumstances the use BPL-23 is acceptable because it meets the conditions for a specifically described exception.
Category: This is a deviation from a “should” statement according to a specifically described exception in the Guide based on scientific justification that has been reviewed and approved by the IACUC; it has no reporting requirements.  
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Guide statement: Pg. 56 – “The space recommendations presented here are based on professional judgment and experience. Adjustments to the amount and arrangement of space recommended in the following tables should be reviewed and approved by the IACUC and should be based on performance indices related to animal well-being and research quality as described in the preceding paragraphs, with due consideration of the AWRs and PHS Policy and other applicable regulations and standards.” 
Protocol Relevance:  Dr. Bennett developed this transgenic line of mice over the last five years; she has detailed breeding records that document trio breeding has resulted in a higher conception rate and higher pup survival.  Consequently, trio breeding as performed and documented by Dr. Bennett meets the criteria for a well-established performance standard.
Category: This is a deviation from a “should” statement that meets the criteria of a well-established performance standard.  Therefore it is not a departure from the Guide, and has no reporting requirements.   OLAW describes a well-established performance standard as one that meets the following criteria: 

· supports scientific objectives;
· supports the health and welfare of the animal; 
· includes a justified performance index; and
· has associated outcome criteria.
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Guide statements: 
Pg. 51 – “Flooring should be solid, perforated, or slatted with a slip-resistant surface.  If wire-mesh flooring is used, a solid resting area may be beneficial, as this floor type can induce foot lesions in rodents and rabbits (Drescher 1993; Fullerton and Gilliatt 1967: Rommers and Meijerhof 1996).”
Pg. 52 – “Animals should have adequate bedding substrate and/or structures for resting and sleeping…Moreover, it [bedding] absorbs urine and feces to facilitate cleaning and sanitation. Housing should provide for the animal’s health and well-being while being consistent with the intended objectives of animal use.”
Pg. 121 [Distress] “For example, an injection requiring brief immobilization may produce acute stress lasting only seconds, while long-term individual housing of a social species in a metabolic cage may produce chronic distress.”
Protocol Relevance:  In regard to: 

· Pg. 51 – The wire mesh floors are perforated and slip-resistant.  The excerpt includes the qualifier that “a solid resting area may be beneficial. “May” statements are suggestions; in this case, Dr. Bennett has explained the rationale for the wire mesh floors, which does not allow for the use of a solid resting area.   No deviation has occurred.

· Pg. 52 – Dr. Bennett has justified the need for metabolic cages with wire mesh floors to collect 24 hour urine samples.  The use of metabolic cages with wire mesh floors is consistent with Dr. Bennett’s intended use.
· Pg. 121 – The metabolic cages with wire mesh floors are only used for 5 days, the duration is too short to cause chronic distress.

Category:  No deviation from the Guide. 
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Guide statements:
· Pg. 25 – “The following topics should be considered in the preparation of the protocol by the researcher and its review by the IACUC: nonstandard housing and husbandry requirements.”

· Pg. 67 – “Animals should have access to potable, uncontaminated drinking water according to their particular requirements.”  

Protocol Relevance:  In regard to:

· Pg. 25 – The non-standard husbandry requirement (i.e. additive to drinking water) was considered by the investigator to be necessary to conduct of this protocol. The investigator’s justification was reviewed and accepted by the IACUC.  No deviation as occurred.
· Pg. 67 – The drinking water is potable and the addition of the hypotension inducing drug is intentional and is not considered to be a contaminant. 

· Category:  No deviation from the Guide. 

Note: Additions to drinking water or food are not deviations according to OLAW officials, even if the additions promote or may have harmful effects. The reason given is it would be a regulatory burden to consider every addition to drinking water or food to be a deviation that has to be reviewed and approved by the IACUC as an approved departure, which is then included in the semiannual report to the IO. 
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Guide Statements:

· Pg. 51 – “Social animals should be housed in stable pairs or groups of compatible individuals unless they must be housed alone for experimental reasons or because of social incompatibility.”

· Pg. 60 – “If necessary to house animals singly – for example, when justified for experimental purposes, for provision of veterinary care, or for incompatible animals – this arrangement should be for the shortest duration possible.”

· Pg. 64 – “Appropriate social interactions among members of the same species are essential to normal development and well-being….single housing of social species should be the exception and justified based on experimental requirements or veterinary related concerns about animal well-being.”

Protocol Relevance: All excerpts (Pg. 51, 60, and 64) are applicable but the excerpt from Pg. 60 may be the most applicable. “If necessary to house animals singly – for example, when justified for experimental purposes…this arrangement should be for the shortest duration possible.”  Dr. Bennett justified the need for single housing, which is of a relatively short duration. 
Category: This is a deviation from a “should” statement according to a specifically described exception in the Guide that has been reviewed and approved by the IACUC and has no reporting requirements.   
	IACUC Concern
	Specifically Described 

Exception or 

Well-Established Performance

Standard

	Approved Departure
	Not A Deviation

	Non-pharmaceutical 

drug
	X
	
	

	Trio breeding
	X
	
	

	Metabolic Cages with wire mesh flooring
	
	
	X

	Hypotensive drug in drinking water
	
	
	X

	Single housing post-surgery and for 24 hour urine collections
	X
	
	


With Ann Marie’s help, Dr. Bennett submitted her protocol to the IACUC; the IACUC reviewed and approved the protocol with no approved departures and no reporting requirements.  Hallelujah!

The moral to this story is:
· The Guide contains a number of “should” or “must” that have specifically described exceptions; these are deviations (not departures) and have no reporting requirements.
· Likewise deviation from a “should” statement that follows a well-established performance standard is not a departure from the Guide.
· “May” statements are suggestions. A protocol that does not adhere to a “may” statement does not contain a deviation and has no reporting requirements.
· Additives to drinking water or food that are justified by the investigator and reviewed by the IACUC are not considered deviations from the Guide by OLAW.
· Ask OLAW if you are not sure.
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