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Introduction 
 
The objective of this Peer Consultation meeting is to discuss a draft framework document 
that is designed to help risk assessors choose the appropriate tools and approaches to be 
applied for evaluating adult-children dosimetry differences as well as to identify chemical 
characteristics leading to markedly higher or lower tissue dose for children compared to 
adults.  Panel members are asked to comment on the specific methods and results that are 
described in the framework document and also to offer their suggestions for improving 
the framework.  The document being reviewed reflects revisions resulting from 
comments and suggestions of an earlier peer consultation panel.  The original panel 
members are undertaking this second review. 
 
The panel members are being asked to review the revised framework, analyses and 
conclusions.  During the discussion, the panelists will be encouraged to discuss and 
debate one another’s comments and suggestions, and will be asked to provide scientific 
rationales for their own points of view.  The panel will not be required to reach consensus 
on any of the issues or questions discussed.   
 
 

1. Does the overall framework diagram (Figure 1) make sense and is it useful for 
comparing inhalation dosimetry of gases in adults and children?  Are there 
additional differentiations that should be captured and considered? Specifically, 
please comment on the scientific soundness and defensibility of the approaches 
used to: 

a. Differentiate the “acute” vs. chronic branches 
b. Address steady state vs. non-steady state conditions 
c. Address portal of entry effects 
d. Address systemic toxicity caused by the parent, a stable metabolite, and a 

reactive metabolite 
 

2. Please comment on the considerations for application of the chronic branch of the 
framework and when it would be relevant.  Are there other considerations that 
should be added to make the framework more relevant to chronic exposure, or 
other considerations that should mentioned?  Given the considerations listed for 
application of this branch, is there a better term for the relevant duration? 

 
3. Was the key literature adequately covered in the background portion and 

discussion?  Are there additional studies that should have been considered? 
 



4. Do the steady state equations appropriately characterize the dose metrics being 
calculated?  Were appropriate values used for the parameters for children and 
adults.  Are the results sound and do they provide a reasonable estimate of the 
maximal magnitude of adult-child differences?  Have all the important limitations 
and uncertainties for the analyses and results been identified and discussed? 

 
5. The authors verify their bounding analyses results by comparing them with PBPK 

modeling results.  Have they made appropriate comparisons and do you agree 
with their conclusions? 

 
6. The framework approaches the analysis by target area (portal of entry vs. 

systemic), and presents steady state analyses for Category 3 gases (systemic 
effects).  The framework notes that the approaches for Category 2 gases would be 
along the lines described for Category 1 gases (for portal of entry effects) or for 
Category 3 gases (for systemic effects), but that the steady state calculations 
presented may not be completely accurate for systemic effects of Category 2 
gases.  However, a verification analysis found reasonable results for one Category 
2 gas (isopropanol).  Is further explicit consideration of Category 2 gases needed?  
Are there modifications that should be made to the steady state equations for 
Category 2 gases? 

 
7. Was the document transparent?  Are the assumptions and data presented 

completely and clearly?   
 

8. The authors indicate that the framework and analyses present an analytical 
approach for evaluating the relative tissue dosimetry in adults and children for 
inhaled gases.  The results of such analyses could be used to aid risk assessors in 
identifying the parameters and chemical characteristics that result in children 
receiving a higher tissue dose for a particular chemical.  Do the analyses and 
information presented provide adequate support for the use of the framework and 
results in this fashion?  Are there conditions or situations when the framework 
should not be used? 

 
9. Do you have further comments or suggestions for this report or for the framework 

and the overall approach? 
 
 


