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Peer reviewers for the second draft of the Toxicological Profile for 1,1-Dichloroethane were:

Gary Stoner, PhD
Department of Medicine
Division of Hematology and Oncology
Medical College of Wisconsin
Milwaukee, WI, 53226
 
Dr. G.A. Shakeel Ansari
Department of Human Biological Chemistry 
& Genetics and Pathology
University of Texas Medical Branch
Galveston, TX  
 
Dr. Hermann Bolt
Institut für Arbeitsphysiologie an der Universität Dortmund (IfADo)
Leibniz Research Centre for Working Environment and Human Factors
Dortmund, Germany 
 
ATSDR would like to thank these scientists for their review of the document.  When the reviewer's suggestions were followed, or when other revisions obviated the need to respond, no further response is provided herein.  Revisions that may have obviated the need to respond included sections that were rewritten, moved, or deleted.  Some of the editorial and format suggestions could not be followed without changing ATSDR established format.  Additionally, several stylistic changes that were purely arbitrary were not incorporated.  Other suggestions made by the reviewers that ATSDR decided not to follow are discussed below

Review comments provided by Reviewer #1:

COMMENT:  The Reviewer noted that the Grayson (1978) reference was not listed in Chapter 9 and that the synonyms in Table 4-1 could not be checked.  The synonym “1,1-dichloro-“9Cl)” appears to be incomplete or wrong.  The Reviewer also noted that the synonym “chlorinated hydrochloric ether” cited to Weiss (1986) does not make sense as 1,1-dichloroethane cannot be called an ether.
RESPONSE:  The Grayson (1978) citation was corrected in Table 4-1.  The two synonyms referred to by the Reviewer were verified and no changes were made to the table.
All other comments provided by Reviewer #1 were addressed as suggested.

Review comments provided by Reviewer #2:
COMMENT:  The Reviewer noted that the high volatility of 1,1-dichloroethane could account for the differences between the results of the Klaunig et al. (1986) drinking water study and those of the NCI (1977) gavage study.  
RESPONSE:  ATSDR agrees with the Reviewer that the potential evaporation of 1,1-dichloroethane from the drinking water limits the interpretation of the results of the Klaunig et al. (1986) study and that this was noted in the toxicological profile in Section 3.2.2.7.  

COMMENT:  Regarding Section 3.4.5, the Reviewer questioned whether Figure 3-4 (conceptual representation of a physiologically based pharmacokinetic [PBPK] model) could be deleted from the toxicological profile since there are no PBPK models for 1,1-dichloroethane.       

RESPONSE:  ATSDR includes this figure in all of the toxicological profiles; however, the Agency will re-evaluate including this figure for chemicals that lack a PBPK model in future revisions to the toxicological profile format.  
All other comments provided by Reviewer #2 were addressed as suggested.

Review comments provided by Reviewer #3:
COMMENT:  The Reviewer noted that on page 32 of the toxicological profile, the route of exposure for the Hofmann et al. (1971) study should be clearly noted.   
RESPONSE:  Page 32 of the profile contains standard language regarding PBPK modeling; ATSDR believes the Reviewer is referring to page 34, which discusses the Hofmann et al. (1971) paper.  No changes were made to the profile because the route of exposure is clearly stated in the sentence:  The inhalation study by Hofmann et al. (1971)…”.  

COMMENT:  The Reviewer suggested adding information, if known, regarding the age, gender, and preexisting conditions for the humans who developed cardiac arrhythmias at anesthetic doses.    

RESPONSE:  ATSDR did not identify a source that provided this information, and no changes were made to the profile. 
COMMENT:  Regarding the discussion of animal studies in the toxicological profile, the Reviewer noted that the document lacks information on the number of animals, animal care, and sufficient number and magnitude of dose levels used in the studies.     

RESPONSE:  The purpose of Chapter 3, particularly Section 3.2, is to provide a summary of information regarding the health effects of 1,1-dichloroethane with emphasis on providing a synthesis and evaluation of the data rather than a detailed description of individual studies.  Additional study details are provided in the companion Supplemental Document.
COMMENT:  The Reviewer noted that no one study evaluated the effects of 1,1-dichloroethane on multiple organ sites in the same animal species when administered at several dose levels.    

RESPONSE:  The NCI (1977) study examined a wide range of tissues and organs in rats and mice orally exposed to several dose levels.
COMMENT:    Regarding the Levels of Significant Exposure (LSE) figures, the Reviewer noted that the legend includes a number of species for which there are no data (e.g., ferret, pigeon, gerbil, etc.) and suggested eliminating them from the legend.  Additionally, he noted that the actual exposure levels in the figures should be referenced rather “than try to estimate the levels from their proximity to 1,000 ppm or 10,000 ppm”.      
RESPONSE:  The legend to the LSE figures has been revised to only include species with data.  The LSE figure uses a logarithmic scale; thus, it is not possible to reference actual values.  
COMMENT:  The Reviewer noted that there was no discussion in Section 3.9 of potential interactions of 1,1-dichloroethane with other chemicals that might occur at waste sites.     

RESPONSE:  No chemical-specific data were identified.

COMMENT:  Regarding Section 3.11, the Reviewer suggested that the toxicological profile could be more speculative about steps that might be taken to reduce the toxic effects of 1,1-dichloroethane or to influence its absorption, metabolism, and tissue distribution.     

RESPONSE:  Because the critical targets of 1,1-dichloroethane and potential mechanisms of action are not known, ATSDR believes that there is insufficient information to speculate on methods to reduce toxicity.
COMMENT:  Regarding Section 3.12, the Reviewer noted that the data needs for 1,1-dichloroethane should be prioritized and that the highest priority data need was for epidemiologic and human dosimetry studies of workers.       

RESPONSE:  ATSDR agrees with the Reviewer that the data needs should be prioritized; however, the prioritization of data needs is not done in the toxicological profile, rather the priority of each data need is discussed in a Priority Data Needs document.
All other comments provided by Reviewer #3 were addressed as suggested.
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