
Meetings with Stakeholders
 

•	 NCEH/ATSDR will accommodate meeting requests with 
stakeholders upon request but is not obligated to do so. 

•	 The purpose is to listen, provide publicly available information 
without negotiating activities or engaging in scientific debate. 

•	 Meetings may be held exclusively with the requesting party or 
others may be included as mutually agreed upon. 

•	 NCEH/ATSDR cannot require a stakeholder to meet with 
another stakeholder present. 

•	 Meetings are not confidential. Information shared by the outside 
party is subject to FOIA. Notes will be taken. 



Attachmenl4: Letter from Lester Grant, EPA (provided by Mr. Holmslead) 
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UNITED STAlES ENVIRONMENTAL PROTECTION AGENCY 
NATIONAl.. CENTER FOR ENVIRONMENTAL ASSESSMENT 

RESEARCH TRIANGLE PARK, Ne 2711' 

March 23, 1998 

Dr. Selene Chou
 
Division of Toxicology
 
Agency for Toxic Substances and Disease Registry
 
1600 Clifton RDad, Mailstop E29
 
Atlanta, GA 30333
 

Dear Dr. Chou: 

We have enclosed comments on ATSDR's To:ricological Profile for Sulfur 
Dioxide. As discussed in a previous letter to you, we did not have time to provide 
comments to ycu prior to the stated deadliD.e but have now completed our 
comments. Our main concern is with the calculation of the MRL and the selection of 
the LOAEL~u'can see from the attacl.ed comments, we dcf not think that the 
responses obsezved at the purported LOAEL actually constitute adverse health 
effeCtS nor do we think thaftli. use of w,certainty factors is appropriate for use 
with the e~nsive data on inhalation exposure to SO:! in asthmatic subjects. We are 
aISb concerned with the inconsistencies between the Appendix worksheet and the 
main text of the document. 

To support our COI::lID.ents. we have also enclosed copies of the two EPA 
documents which provide extensive discussion of the effects of SO:! exposure in 
asthmatics ...'\s you know, SO:!: is a "criteria" air pollutant and we at EPA have an 
important mandate to protect public health through the establish of air quality 
standards that have a strong scientific basis. However, we do not believe that th.e / 
public interest is served by the calculation of a Minjmal Risk Level. well below the- .-.. ­
~bient air q,yaJ.i9: !~d.aId, that ignores much of the scientific guicla..nCe provided 

, to-EPA. We hope that you 'will reconsider the calculation in light of these comments 
L_ and the attached documentation. 

Sincerely, 

~(i 
, r'';7. .--" . 

Lester D. Grant, Ph.D. 
Director 
National Center for Et).vironmental 

Assessment - RTP (MD-52) 

Enclosure 



Another important factor should be considered in the determination of 
adversity. Each subject in the Sheppard et aL (19~0, 1981, 1983, 1984, etc.) 
studies breathed through a mouthpiece. This unnatural mode of breathing 
enhances the effect of 802 above and beyond that which occurs during normal 
oronasal breathing and artificially lowers the concentration at which 
responses are first measurable. 

Use of uncertainty factors: In the description of the MRL within the body of 
the d.oc:um<!nt (page 47), it is stated: "The aooilable data indicate that 0.1 ppm 
sulfur dioi:ide may be close to the threshDld for bronchoconstriction and can be 
considered a minimal LOAEL. This con.cmtration was divided by an 
uncertainty faewr of 10 (3 for the use of a minimal LOAEL and 3 for human 
oariabilit)'J to yield a calculated MEL of 0.01 ppm. The uncertainty factor of 3 
for humar.. uariabilityJlJaS used since severe asthmatia are not examined in 
typical controlled human studies ... Severe asthmatics may be more responsive 
..." Howev.., in the MRL wottsheet (Appendix A), a minimal LOAEL of 0.25 
ppm was selected and an uncertainty factor (UF) of 10 fur human variability 
was applied. using the same rationale as above for the UF of 3. The review 
group chose to ignore several studies of asthmatics exposed to SO, without 
mouthpiece breathing, that showed no effect of SO" at 0.2 to 0.3 ppm. The 
apparent 'fationale was that in these studies, ·subjects may have been 
preselected fur sensitivity to sulfur dioxide." This, of course, would lower the 
LOEL rather than increase it and thus is an inappropriate basis to ignore 
these studies. 

In the selected study, subjects were drawu from a highly sensitive 
population. Asthmati<:s constitute approximately 5% of the population of the 
U.S. The MRL focuses on 2 of 7 individuals who were the most sensitive of 
this sensitive group. Thus the study is already dealing with the most 
sensitive members of the population and no further use of uncertainty factors 
is necessmy. Additional research (Linn et aL, 1990) which is cited in the 
Draft dOC'ument bibliography but not in the text, and is discussed at length in 
EPA's 1934 Criteria Document Supplement indicates that severity of asthma 
is not a m3.jor uncertainty factor. ~!h.matif$"""""with nJ.tm!-sev.en.~~ ,	 simjlar I:.e_~SG•.as<-do..'IIlild~watirs. Thus it is our contention-	 . -­

I	 that no uncertainty factor should be applied for human variability. Tlie 
statemetit that "0.1 ppm sulfur dioxide may be close to the threshold fur 
bronchoconstricti.ou" implies that there is some uncertainty that there may 
actually be effects at lower levels. There are several studies showing a\ 
NOEL with concentrations of 0.25 ppm and higher (Linn et aL, 1983, 1984: 
Schachter et aL, 1984; Roger et aL,1985; Sheppard et aL, 1984). Thus to 
infer that a further uncertainty factor needs to be applied to this 
questionable "LOAEL" is wholly inappropriate. 
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In appendix A. Page A·5, the final paragraph concludes, "available data on 
asthmatics indicate that 0.25 ppm sulfur dioxide may be close to the 
thresho14 for changes in lung function in sensitive asthmatics. Therefore, 
0.25 ppm can be considered a minimal LOAEL." Why, if this is the 
conclusio" reached by the workgroup, was 0.1 ppm selected in the body of the 
documen~? The inconsistency of these two calculations and the questionable 
approachby which uncertainty factors are applied suggests that, in the main 
text of tha document, the outcome of the workgroup deliberations is not 
accurately reflected. The recommendation of the workgroup for a mjnjmal 
LOAEL of 0.25 ppm, although still not meeting criteria for adversity, is 
somewhat more reasonable. 

3. Significa",:e of health effect , 
The responses observed hy Sheppard et al. 1981 at 0.10 ppm, using (artificial) 
mouthpiece breathing are trivial. The changes in resistance are 
physiologica.1ly insignificant. are statistically iDsigDificant for the group of 
subjects, and involve no symptoms (and are thus imperceptible to the 
individual). Thus they represent a measurable but trivial effect which is 

f
 most cer..ainly not adverse by any reasonable definition of the term.
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