
Response to Panel Recommendations 
 
The author team has extensively revised the report in response to the panel recommendations at 
the first peer consultation, focusing the revised document on gases (and primarily Category 3 
gases) so that we can have a well-worked out framework document by the conclusion of the 
meeting.  The major changes were that we: 

• Reorganized the document to present the background, framework, and then bounding 
analyses and case studies illustrating applications of the framework; 

• Reworked the text in terms of comparative dosimetry in adults and children, rather than 
adequacy of the uncertainty factor; 

• Added bounding analyses of flow-limited metabolism in adults and children; 
• Added two example analyses for enzymes with age-dependent enzyme expression; 
• Incorporated age-dependent information on blood flow into the analyses; 
• Added analyses for reactive and stable metabolites; and 
• Added comparisons of the results of the case studies with published work using PBPK 

models for chemicals with similar metabolic characteristics. 
 
A few of the suggestions of the panel were not fully incorporated into the revised text.  These 
were the following: 

• QSAR analyses were not done.  However, it was noted that QSAR can be done to fill in 
data gaps in applying the framework.   

• In light of the detailed dosimetric analyses that have been done for category 1 gases, the 
framework describes approaches that can be used for portal of entry effects, rather than 
specifying simplified default approaches for these effects. 

• The panel had suggested noting that tissue dose is ventilation limited when the parent is 
the toxic agent in the “acute” scenario and steady state is not reached, and using VE/BW 
as a limiting estimate of tissue dose.  However, this approach was not followed, since it is 
critically dependent on the assumption that none of the chemical is metabolized, a fairly 
rare situation.   

• Because several parts of the framework are conceptual rather than prescriptive, 
extrahepatic metabolism was not explicitly addressed, except to note that all contributors 
to chemical clearance need to be considered.   

• In light of the change from focusing on uncertainty factors to relative dosimetry, it was 
considered appropriate to compare the mean doses in adults and children, and we did not 
extend the analysis to addressing variability. 

• Conducting sensitivity analyses was beyond the scope of the current work. 
 
 
 


