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Domain 5: Regulatory Requirements

  

SUMMARY: The AALAS-FELASA working group on Harm-Benefit Analysis defines harm-benefit analysis (HBA) as a transparent systematic method to gain information about harm to animals and expected benefit so that qualified decision of approval or rejection of projects can be made. The need to perform a HBA has been explicitly mentioned in EU Directive 2010/63, the Office International des Epizooties (OIE) Terrestrial Animal Code and the Council for International Organizations of Medical Sciences International Guiding Principles for Biomedical Research Involving Animals. HBA is not explicitly mentioned but is implied in the NRC Guide. AAALAC International expects that all programs participating in accreditation should perform a HBA based upon the EU Directive and that the IACUC is obliged to weight the benefits of the study against potential animal welfare concerns. 

The Authors performed a literature search which included publications on harm benefit or cost-benefit evaluations of the use of animals in research, education and testing. Some material on cost/harm/risk-benefit-analysis from human medical trials as well as studies on risk-benefit perception in general were included. 

The harm factors can be sub-grouped as ‘animal welfare harms’, ‘animal rights harms/intrinsic nature harms’ and ‘quality harms’. Benefits can be divided into ‘scientific quality’, ‘promise or potential outcome’ and ‘actual outcome’. To weigh up the harms and benefits four different models have been identified by the working group. 1. Categories are useful for simplifying a complex picture, identifying severe categories and stimulate actions to avoid them, but categories might not fit all cases. 2. Algorithm models can be helpful in guiding decisions but are limited when applied to moral dilemmas. 3. Graphic representations such as the Bateson cube, flow diagrams and decision trees have pedagogic value in visualizing the relation between harm and benefit but they are not necessarily operational and cannot be applied productively in challenging situations. 4. Process-oriented models structure the HBA process, how to balance different opinions and question quality of the analysis, but do not provide and answer on what models to use or provide solutions for conclusions.

Generally harms are easier to describe than benefits as they are they are the result of planned activities, while the benefits might be less tangible and only materialize in the future. As the harm seems easier to assess ethical review bodies usually focus on the harm and how to minimize it than on the benefit of the research. Professional terminology for the discussion of harm is well established (e.g. 3Rs, severity classification, humane endpoints), while a similar terminology for the discussion of benefits seems to be lacking. The authors recommend that it would be in the interest of stakeholders who have a need to use animals to develop a wording to highlight the anticipated benefits. 

The AALAS-FELASA WG on HBA concludes that HBA is valuable in that it stimulates ethical discussion and reflection. HBA questions current practices and is therefore a driving force for improvement and ethical decisions. HBA is also important for building public support to ensure that harm to animals is taken into consideration and that animals are only used to achieve legitimate important benefits. Decisions based on a particular HBA are dependent on and limited to the current context.

 

QUESTIONS
1.  
True or False?: International regulations and guidelines strongly suggest that the use of animal models in scientific research should be initiated only after the authority responsible for the review of animal studies has concluded a well thought out harm benefit analysis and deemed the project to be appropriate.

2. 
Why are ethical review bodies generally focusing on the harms and not so much on the benefits?

3. 
Name three examples of graphic representations of harm benefit analysis

4. 
In the Bateson cube which 3 criteria are plotted on the 3 axes of the cube?

 

ANSWERS
1. 
True

2. 
Terminology for harms exists while a similar terminology for benefits does not. Harms are more concrete and staff involved in ethical review are able to practically refine procedures, while they might not be fully aware of the potential benefits of the research

3. 
E.g. Bateson cube, flow charts, decision trees

4. 
Importance of Research, Animal Suffering, Likelihood of Suffering
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Domain 3: Regulatory Responsibilities

  

SUMMARY: This is part two of a two-part series published by the AALAS-FELASA Working Group on Harm-Benefit Analysis. Internationally, guidance documents for research animal care and use indicate the importance of harm-benefit analyses in the ethical review process of animal experiments. Harm-benefit analysis is a systematic process for assessing and comparing the harms and anticipated benefits of a particular animal study. It is important to recognize that neither all harms nor all benefits may be equal in this evaluation. Transparency of this harm-benefit analysis is imperative and final conclusions should be made by general consensus, not voting, of the evaluating entity. The Working Group describes a new broad, inclusive, and transparent model for harm-benefit analysis, utilizing the five freedoms as the basis for determining harm and considering a diverse spectrum of benefits. The Working Group did not delineate a scoring system, focusing instead on intuitive visual cues via color spectrum. To summarize harm, different animal, experimental, and environmental variables, termed modulating factors, are evaluated for their aggravating or mitigating effect of harm. A shade from white to deep red is assigned based on the summation of the aggravating and mitigating effects of a modulating factor, with white indicating no harm and deep red indicating severe harm. Benefits are summarized in a similar way, focusing on ‘who, why, how, what, and when’ but without aggravating and mitigating circumstances, with white indicating high impact and deep red indicating no positive impact. The harm/benefit tables can then be evaluated to determine the overarching intensity of harm and the expected strength of the benefit, allowing for systematic evaluation for proposal approval, rejection, or modification. This tool may assist entities in the implementation of harm-benefit analysis as part of animal use proposal review.

 

QUESTIONS
1.
Name the Five Freedoms in animal welfare that should be considered in the harm table of a harm-benefit analysis.

2. 
Name one modulating factor of harm to be considered in each of the following categories of a harm table as part of a harm-benefit analysis: Animal, Experimental, and Environmental.

3. 
What is Bateson’s cube and what is its use?

4. 
Name two modulating factors of benefit to be considered in a benefits table as part of a harm-benefit analysis.

 

ANSWERS
1. 
Freedom from pain, injury, or disease; Freedom from fear and distress; Freedom from hunger or thirst; Freedom to express (most) normal behavior; Freedom from discomfort

2.
As outlined and defined in the publication:

a. 
Animal – Species, number, health status, and acclimation (suited to environment

b. 
Experimental – intensity of harm, duration of harm, cumulative experience of animal, endpoints, complication/distribution rate (distribution of harm among study animals), phenotypic manipulation

c. 
Environmental – housing conditions, husbandry, competence of personnel 

3.
Bateson’s cube is a model of harm-benefit analysis for animal research, developed by Patrick Bateson. It evaluates three criteria, the degree of animal suffering, the quality of the research, and the potential medical benefit, on a visual x-y-z axis.

4. 
As outlined and described in the publication:

a. 
Purported importance of the outcome

b.
Clarity of the objectives

c.  
Translational potential

d. 
Likelihood of success

e. 
Continuity of recognized scientific efforts

f. 
Quality of experimental design

g. 
Innovation level

h. 
Dissemination of results
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