
Guidance to Case Study Authors

Thank you for volunteering to prepare a case study documentation package for the second workshop on “Beyond Science and Decisions: From Issue Identification to Dose-Response Assessment,” scheduled to be held October 11-13, 2010 in Crystal City, VA.  This document provides guidance for preparation of your written case study report in advance of the workshop.  

Since the time for oral presentation at the workshop will be limited, clear and concise written documentation is needed for each case study.  These reports will be supplied to the Panel in advance of the workshop.  Approximately 30 minutes will be available for presentation and discussion of each case study at the workshop. To maximize the Panel discussion time, each case study presentation will be limited to a brief 5 minute overview by a member of the team highlighting key points in the case study.  This overview may be made either in person or via webinar, and members of the case study team should be available to answer questions from the Panel.

Case study team members should prepare a detailed report for their case study.  This report should follow the standard approach of a journal publication:  Abstract, Introduction, Methods, Results, Discussion, and References.  This format will facilitate a standard style, and allows those who are building their case study from already-published work to easily use existing publications for their case study report.  Please refer to the information on workshop objectives (found in attached Appendix A) to help think about how to frame your case study report.

In order to address the specific needs of the workshop, in addition to the detailed case-study description, please include a 1-2 page summary addressing the following:

1. Provide a few sentences summarizing the method illustrated by the case study.

2. Describe the problem formulation(s) the case study is designed to address.  How is the method described in the case useful for addressing the problem formulation?  

3. Comment on whether the method is general enough to be used directly, or if it can be extrapolated, for application to other chemicals and/or problem formulations.  Please explain why or why not.  
4. Discuss the overall strengths and weaknesses of the method.
5. Outline the minimum data requirements and describe the types of data sets that are needed.
In considering the above points, consider the following specific issues as raised by the NAS (2009) report (Science and Decisions).  The exact questions for consideration will depend on the problem formulation and nature of your case study.  Addressing these issues will help the Panel evaluate your case study.  

Does your case study:
A. Describe the dose-response relationship in the dose range relevant to human exposure? 
B. Address human variability and sensitive populations? 
C. Address background exposures or responses? 
D. Address incorporation of existing biological understanding of the likely mode of action? 
E. Address other extrapolations, if relevant – insufficient data, including duration extrapolations, interspecies extrapolation? 
F. Address uncertainty? 
G. Allow the calculation of risk (probability of response for the endpoint of interest) in the exposed human population?
H. Work practically?  If the method still requires development, how close is it to practical implementation? 
Optional Additional Questions
If your case study team members have the time and resources, you may want to provide additional information, although this is not required. 

Optional 1:  The NAS report emphasized the importance of problem formulation. Did you conduct a detailed problem formulation before developing your case study, or was the problem formulation developed afterwards?  If the problem formulation was developed after the case study, would following the NAS-detailed recommendations for conducting problem formulation beforehand have changed the methodology applied or improve the assessment?  If so, how?

Optional 2:  Is it possible to incorporate the NAS report recommendations for the issues noted above (A through G above; item H was not noted by the NAS report, but is important for the work of the panel)? Why or why not?   If so, does application of the recommendations improve the assessment?

Optional 3:  What would improve the method (i.e., what additional research is needed)?
Appendix A

The work of the Panel is framed by the general and specific workshop series objectives listed below.  The ultimate Panel product will be the publication of a methods compendium described in the last bullet.  Meeting summaries will be prepared for each workshop, and can be used by the Panel to aid in the development of the methods compendium.  

General Workshop Series Objectives:
· Build off of the NAS (2009) report on improving the risk assessment process to develop practical guidance for use by risk managers at a variety of levels (e.g., states, regional managers, people in a variety of agencies, and in the private sector) for risk assessment techniques applicable to specific problem formulations.

· Implement a multi-stakeholder approach to share information, ideas and techniques in support of developing practical problem-driven risk assessment guidance.

· To increase the efficiency, scientific credibility and utility of chemical risk assessment, addressing particularly problem formulation and dose-response analysis based upon:
· the NAS Report on Science and Decisions, and
· other relevant science-based initiatives, nationally & internationally
These objectives will be accomplished through development of guidance based on case studies and drawing broadly upon available knowledge.

Specific Workshop Series Objectives:

· Identify useful dose-response techniques for specified problem formulations, including characterization of assumptions, strengths and limitations, and how the techniques address key considerations in the dose-response.

· These techniques should appropriately reflect the relevant biology (including the biology of thresholds), and mode of action information, at a level of detail appropriate for the problem formulation.

· Provide methods to explicitly address human variability in cancer assessment, and enhance the consideration of human variability in noncancer assessment, including explicit consideration of underlying disease processes.

· Identify methods for calculating the probability of response for noncancer endpoints.

· Develop a methods compendium that will serve as a resource for regulators and scientists to refer to for guidance on key considerations for applying selected dose-response techniques to various problem formulations, with suggested techniques and resources.
The purpose of the case study presentations at workshop 2 is to provide illustrative information on dose-response methods that can be carried forward into the methods compendium of workshop 3.  While specific chemicals may be used to illustrate the method, the emphasis is on the method, rather than the chemical-specific information.  The Panel is not charged with evaluating the specific chemical assessment, although the Panel may wish to include illustrative case studies as appendices in its methods compendium, and these appendices may be redacted to remove information identifying the chemical.


