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By email (thayer.khs@EPA.gov) and submission to EPA Docket Nos. EPA-HQ-ORD-2014-0313 
and EPA-HQ-ORD-2010-0540

Kristina Thayer, Ph.D.
Director, Integrated Risk Information System (IRIS)
National Center for Environmental Assessment 
USEPA Headquarters
Ariel Rios Building 1200 Pennsylvania Avenue, N.W.
Mail Code: 8601P 
Washington, DC 20460

RE: Draft IRIS Assessment of Hexavalent Chromium (Chromium VI)

Dear Dr. Thayer,

We recently learned from the EPA Office of Water that a draft IRIS assessment of hexavalent 
chromium (Cr(VI)) is expected to be publicly released by the end of 2018. To that end, we want 
to ensure that the IRIS office has been briefed on the most recent findings and publications by 
the Cr(VI) mode of action (MOA) study researchers, is familiar with all aspects of the MOA 
research, and considers the findings of this research, including the Cr(VI) genomics dataset, 
during the development of the toxicological review for oral exposure to Cr(VI). Thus, on behalf of 
the Hexavalent Chromium Panel of the American Chemistry Council (ACC), I write to request a 
stakeholder meeting as soon as possible to present an overview of the most recent publications 
by the MOA study researchers, including

• an integration of mechanistic and pharmacokinetic information to derive an oral 
reference dose and margin-of-exposure values for Cr(VI),

• an analysis of Eastmond’s ten factors for considering the mode of action of Cr(VI)- 
induced gastrointestinal tumors in rodents, and

• a recovery study comparing the duodenal histopathology in mice following exposure to 
Cr(VI), captan, and folpet.

Additionally, we wish to review important information relevant to the Cr(VI) genomics dataset 
that was communicated to Dr. Lyle Burgoon prior to his departure from EPA.1

1 This letter follows our most recent correspondence to EPA’s IRIS program on October 16, 2017 and 
April 27, 2017, our February 4, 2016, correspondence to Vincent Cogliano, and an August 10, 2016 
meeting between ACC, the MOA study researchers, and EPA’s IRIS staff working on the Cr(VI) 
assessment.

am ericanchem istry.com 0 700 Second St., NE | Washington, DC i 20002 I (202)249-7000

Docket ID Nos. EPA-HQ-ORD-2014-0313 and EPA-HQ-ORD-2010-0540

Sierra Club v. EPA 18cv3472 NDCA Tier 2 ED 002061 00268709-00001

mailto:thayer.khs@EPA.gov


Kristina Thayer, Ph.D.
March 21, 2018
Page 2

I will be following up to schedule a meeting as soon as possible with you and other appropriate 
staff to discuss this information in detail. If you have any questions, please contact me at 
eileen conneelv@americanchemistry.com or at Ex. 6 j

Eileen Conneely, M.P.H., J.D.
Director, Chemical Products & Technology Division 
American Chemistry Council

Attachment 1: Hexavalent Chromium Research MOA Study Published Papers 
as of March 20, 2018.

cc:
C. Gibbons, gibbons.catherine@epa.gov 
A. Sasso, sasso.alan@epa.gov 
R. Yamada, yamada.richard@epa.gov 
J. Orme-Zavaleta, orme-zavaleta.jennifer@epa.gov 
T. Bahadori, bahadori.tina@epa.gov 
E. Ohanian, ohanian.edward@epa.gov
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Attachment 1. Cr(VI) MOA Study Published Papers (updated March 20, 2018) 

Overview
The Cr(VI) Mode of Action (MOA) Research Study was designed to understand how hexavalent 
chromium [Cr(VI)] in drinking water is associated with carcinogenesis in rats and mice. The 
project involved investigators from multiple institutions and conducted two 90-day drinking water 
studies, using the same mouse (B6C3F1) and rat (Fisher 344) strains used in the NTP study. 
The in-life portions of the study (i.e., the exposure, macro- and microscopic examinations, and 
some biochemical analyses) were conducted at the same research facility, Southern Research, 
that conducted the NTP study to further minimize inter-study variability. Histological lesions, 
biochemical analyses, toxicogenomic analyses, pharmacokinetic analyses, and mutational 
analyses were examined in the target tissues of interest, i.e., the small intestine and oral 
mucosa, of the mice and rats. In addition, in vitro cell culture studies were conducted to further 
inform the Cr(VI) MOA. The Cr(VI) MOA Research Study used the same concentrations of 
Cr(VI) in drinking water as the NTP study and also included lower Cr(VI) concentrations, which 
are more indicative of possible environmental exposures, such as U.S. drinking water.

See http://cr6study.info/ for more information on the MOA research.
Technical Contacts: ToxStrategies, Dr. Mark Harris (281-394-1567) or Dr. Chad Thompson 
(281-769-2195).
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