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RESEARCH AND DEVELOPMENT

J. Routt Reigart, M.D.

Chair

Children’s Health Protection Advisory Committee
MUSC Children Services

171 Ashley Ave.

Charleston, SC 29425

Dear Dr. Reigart:

This is in response to your letter dated September 15, 1999, as Chair of the Children’s
Health Protection Advisory Committee (CHPAC) on the subject of the proposed revisions to the
Agency’s Guidelines for Carcinogen Risk Assessment. Your letter includes the CHPAC’s
preliminary comments on the overall process for integrating new and improved science into the
Environmental Protection Agency’s (EPA) cancer risk assessment guidelines.

As you are aware, the Risk Assessment Forum’s Technical Panel has been hard at work
incorporating many of the public and Science Advisory Board (SAB) recommendations into the
revised Guidelines and I am pleased that the CHPAC has chosen to recognize the considerable
investment that the Agency has made in organizing two SAB meetings this past year and in
producing additional guidance related to children. Presently, the Agency is awaiting the
recommendations of the Science Advisory Board from their July review of this additional
guidance. You correctly point out, in keeping with the SAB’s earlier statements, that the Agency
must continue to make decisions and improvements in its decision-making processes without
answers to every question that needs to be asked and it is essential to capture those questions and
institutionalize them into a regular process that stimulates, encourages and even requires the
application of ongoing learning. Until we receive the SAB’s recommendations from the July
review, we do not know whether the SAB feels another review would be beneficial or whether -
the Agency would request one. Once we receive the SAB’s comments, the Agency will decide
which recommendations can be incorporated into the Guidelines at this time and which one’s
will require future guidance development as the science and our experience in applying the
Guidelines evolves. As has been the Agency’s practice with other guidelines, supplementary
guidance will be developed that addresses unresolved issues. Your recommendation that the
Carcinogen Risk Assessment Guidelines identify those issues as the subject of further work will
be adopted. Similar discussions have been included in the preamble to other guidelines.
Likewise, the Guidelines will inform the public about EPA’s ongoing and planned research
efforts to reduce uncertainty in assessing risk to children.
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Finally, you requested information on the Agency’s experience with making decisions
about the use of linear versus nonlinear approaches to risk quantification. The proposed 1996
Guidelines have been applied in parallel with the 1986 Guidelines to 14 chemicals (Enclosure 1).
added to the Integrated Risk Information System (IRIS). Hazard characterizations including
narratives have been developed along with classifications done in accordance with the 1986
scheme. Likewise, in cases where quantification of cancer risk has been appropriate, unit risks -
were calculated using the linear multistage approach (LMS) under the 1986 Guidelines and the 2-
step approach described in the proposed revised Guidelines. Resultant unit risks differences
were minor. Each of these assessments has been peer reviewed by scientists external to EPA and
all are available on the IRIS website. In none of the 14 cases were there sufficient mode of
action information to warrant departure from the linear, nonthreshold approach to quantification.

During the same period, the Office of Pesticides Programs (OPP) referred a number of
chemicals, including vinclozolin, chlorothalonil and alachlor to the Federal Insecticide,
Fungicide and Rodenticide Act (FIFRA) Scientific Advisory Panel (SAP) for review. In these
three cases, OPP believed that the available data indicated a nonlinear mode of action. In the
case of vinclozolin, the SAP concluded that the data were insufficient to establish the
carcinogenicity potential of vinclozolin and recommended using a noncancer endpoint for the
risk assessment. For alachlor, the SAP agreed with OPP’s conclusions that sufficient data
existed to describe the mode of action and that a nonlinear, margin of exposure (MOE) approach
would be appropriate. In the case of chlorothalonil, the SAP concluded that a nonlinear mode of
action was plausible and likely to be valid but that data gaps continued to exist. Reregistration
Eligibility Decisions have been published for alachlor and chlorothalonil. Each of these
assessments explicitly considered the possibility of differential susceptibility of infants and
children to the toxic effects of pesticide residues. In each case, the risk assessments included
both the linear nonthreshold approach and the MOE approach. For chlorothalonil, EPA
concluded, in line with the SAP recommendation, that additional work was needed to confirm
the validity of the nonlinear mode of action and, therefore, the regulatory decision for
chlorothalonil was based on the linear approach. In the case of alachlor,’even though the SAP
had supported the Agency’s conclusion of a nonlinear mode of action, OPP concluded that even
under the assumption of linearity the dietary risks were in the acceptable range.

In addition to the three pesticides discussed above, the OPP Cancer Peer Review
Committee (CPRC) and the Hazard Identification Assessment Review Committee (HIARC) have
applied the proposed 1996/1999 Guidelines to approximately 40-cases. Enclosure 2 providesa
‘{ist of these pesticides and the decisions reached by the CPRC and HIARC. OPP is continually
updating this list and should be consulted directly for the most current information.

Regarding pending actions, the SAB reviewed the Office of Water’s assessment for
chloroform in October 1999 and it is anticipated that the report from that review will be issued in
the near future. Secondly, the SAP will be rescheduling a review of OPP’s draft hazard
characterization of atrazine that was postponed due to inclement weather. Finally, the Agency in
partnership with the National Institute of Environmental Health Sciences is organizing a small
workshop entitled, “Information Needs To Address Children’s Cancer Risk.” The main focus of
the workshop will be to address issues that have arisen during reviews of the proposed revised



Cancer Guidelines. The invited participants will be representative of the pediatric, toxicologic,
and risk assessment community who are opinion-leaders in the area of human health testing,
research, and assessment. After these activities, the Agency will take stock of what has been
learned and will meet with the CHPAC’s Science Work Group to discuss these experiences.

In closing, thank you for your interest in the ongoing revisions to the Cancer Guidelines
and we look forward to a continuing dialogue with the Children’s Health Protection Advisory
Committee. 3

Sincerely,

Ct et D)

Norine E. Noonan, Ph.D
Assistant Administrator

Enclosure (2)



Enclosure 1
Integrated Risk Information System Chemicals*

Acetonitrile

Barium and Compounds
Bentazon

Benzene

Beryllium and Compounds
Chlordane .

Chromium III, Insoluble Salts
Chromium VI

Cumene

Ethylene Glycol Monobutyl Ether
Methyl Methacrylate

Methylene Diphenyl Diisocyanate
Naphthalene

Tributyltin Oxide

* Proposed 1996 Guidelines applied in parallel with the 1986 Guidelines.



Enclosure 2

Office of Pesticide Programs List of Chemicals Evaluated for Carcinogenic Potential

December 2, 1999
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