
MEMORANDUM 
 
FROM: Jack E. Housenger, Associate Director 
  Health Effects Division 
  Office of Pesticide Programs  
 
TO:  Paul I. Lewis 
  Designated Federal Official for the Human Studies Review Board 
  Office of the Science Adviser   
 
SUBJECT:   OPP Comments on the Draft Report of the May 2 – 4, 2006, Meeting of 

the Human Studies Review Board 
 
 We appreciate the opportunity to offer comments on the draft report on the second 
meeting of the Human Studies Review Board (HSRB), held May 2 – 4, 2006.  In general, 
the report captures the oral comments and conclusions made during the meeting.  We also 
thank the Board members for the timeliness in preparing the report recognizing all the 
other work they have been tasked to do.   
 
 Staff in the Office of Pesticide Programs (OPP) has carefully reviewed the draft to 
identify any portions that are either unclear or inconsistent with our notes and 
understandings from the meeting.  This memorandum identifies those areas in the draft 
report we believe could benefit from rewording and/or clarification as well as places in 
the text that appear to contain typographical or other minor editorial errors.  It does not 
purport to state how EPA plans to act on the HSRB’s recommendations.  OPP will report 
to the Board at a future meeting how it has acted on its recommendations. 
 
1.  MITC 
 
Page 3, lines 3 – 6 
 
The Board reached it decision based on the observation that eye irritation LOAELs are 
often lower than respiratory irritation LOAELs for irritant gases. 
 
Page 27, lines 2 – 5 

 
Since The animal studies were either long-term inhalation or oral studies and their use , 
they were not considered for a point of departure and therefore would be less protective 
of human health.  Thus, therefore, the Board recommended the eye irritation LOAL 
LOAEL as a point of departure.   
 
 
 
 
 
 



2. Chromium 
 
Page 1, lines 34 – 36 

 
The HSRB concluded there was insufficient information to determine whether the study 
failed to fully meet specific ethical standards prevalent at the time the research was 
conducted.  
 
This summary conclusion is worded much stronger than the corresponding conclusion on 
page 16, lines 16 – 21 and therefore is misleading as a summary of the Board’s stated 
consensus and rationale which reads: 
 
“The Board based these two determinations on its conclusion that this study appeared to 
have not deviated significantly from the ethical standards prevailing when the study was 
conducted. However, this conclusion was based, in part, on a process that was hampered 
by a lack of supporting documentation concerning independent ethical review by the 
study investigators’ home institutions. The Board strongly recommended that for all 
studies submitted to the HSRB, the Agency make a good faith effort to obtain such 
documentation in the future.” 

 
  

Page 9, lines 41 – 44 
 
 At the public meeting, following welcoming remarks from Agency officials, 
Celia B. Fisher, HRSB Chair, proposed a set of scientific and ethics criteria 
consistent with the language of 71 Federal Register 6137 to guide Board evaluation 
of each protocol completed study. 

 
Page 14, line 12 
 
The study sponsor was unknown, but is likely to be either the Chem Risk Division of 
McLaren/Hart……. 

 
 Page 14, line 36  
 
The Board concurred with the factual observations of the strengths and weaknesses of the 
study, as detailed in USEPA (2006a). However, further comments were raised regarding: 
1) whether the documentation and process of study subject enrollment was sufficient to 
meet prevailing standards of voluntary informed consent and 2) whether the repeat high-
dose oral- three step exposure protocols used were designed to minimize risks to study 
participants. 
 
 
 
 
 



Page 16, lines 1 – 3  
 
Thus, the Board believed that there was not was clear and convincing evidence that these 
studies could have resulted in serious harm based on the knowledge available to the 
investigators at the time. 

 
Page 27, lines 2 – 5 
 
Since The animal studies were either long-term inhalation or oral studies , they were not 
considered for a point of departure and therefore their use would be less protective of 
human health.  Therefore, they were not considered for a point of departure.   Thus, the 
Board recommended the eye irritation LOAL LOAEL as a point of departure.   
 
 
3. Carbofuran 

 
Page 21, lines 16 – 17 

 
The Agency proposed to use the RBC cholinesterase data for determination of the 
BMD10L BMDL10. 

 
Page 21, lines 22 -24 
 
As such, although a BMD10L BMDL10 could be calculated, the magnitude of the error 
in the derived values would preclude a reliable, meaningful assessment. 
 
Page 21, lines 22 -24 
 
Therefore, the HSRB reiterated its recommendation that the human data should not be 
used for calculation of the BMDL10.   
 
Page 18, lines 29 – 31 
 
Maximal inhibition of RBC cholinesterase activity at this dose level was 45 46 and 65% 
in the 2 subjects (4 hours), whereas plasma cholinesterase inhibition was maximal at 24 
hours (12 and 16 %, respectively). 
 
Page 20, lines 31 – 33 
 
The weaknesses included the small sample size, the lack of control subjects, the highly 
variable results for RBC cholinesterase activity and the inappropriate application methods 
improper dermal loading used in the dermal studies.   
 
 
 

 



Page 25, last line 
 

The second dermal toxicity study was considered significantly deficient by a majority of 
all Board members and fundamentally unethical by one in that the lack of information 
provided about the results from the initial dermal toxicity study seriously impaired their 
informed consent.  

 

4. COMMENTARY ON SCIENTIFIC STANDARDS FOR HUMAN DOSING 
STUDIES 

Page 33 

For the heading “Scientific Standards for Human Dosing Studies”, it is unclear whether 
the Board intends this to apply only to toxicity studies or all human dosing studies.  
Additionally, it is unclear whether the Board intends to have these scientific standards be 
applied to completed studies, proposed studies or both.     

 
Page 34, lines 17 – 20 
 
Scientific Standards for Single Dose Level Study 
 
Board definition of single dose level study - individual study that uses one dose level 
other than a control or placebo, irrespective of the number of subjects, or frequency of 
dosing, or inclusion of a control or placebo. 
 

 
 
   
 

  
 



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /SyntheticBoldness 1.00
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /FRA <>
    /ENU (Use these settings to create PDF documents with higher image resolution for improved printing quality. The PDF documents can be opened with Acrobat and Reader 5.0 and later.)
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308000200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e30593002537052376642306e753b8cea3092670059279650306b4fdd306430533068304c3067304d307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e30593002>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


