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June 2, 2003 RECEIVED

OPPT CBIC
Chrigtine Todd Whitman, Adminigtrator _
US Environmenta Protection Agency 2003 JUN 4 AM 11:12
Arid Rios Building PEOPLE FOR THE ETHICAL
Room 3000, #1101-A TREATMENT GF ANIMALS
1200 Pennsylvania Avenue, NW HEADQUARTERS
Weshingion, DC 20460 501 FRONT STREET

_ _ NORFOLK, VA 23510
Subject: Comments on the HPV test plan for 2-butene-1,4 diol TEL 757-622-PETA
FAX 757-622-0457

Dear Adminidrator Whitman,

Thefollowing are comments on the test plan for 2butene-1,4 diol (CAS no. 110-64-
5) for the HPV program, submitted by the BPPB Consortium on behdf of the 2
butene-1,4 diol Consortium (“the Consortium”). These comments are submitted on
behdf of People for the Ethica Trestment of Animass, the Physicians Committee for
Responsible Medicine, the Humane Society of the United States, the Doris Day
Anima League, and Earth Idand Indtitute. These animdl, hedlth and environmental
protection organizations have a combined membership of more than ten million
Americans.

The Consortium proposes conducting a combined repeat-dose, reproductive and
devdopmentd toxicity test (OECD no. 421) on 2-butene-1,4 didl. Thistest will kill
a leedt 675 mammads.

We are concerned that the Consortium is not taking full advantage of existing data.on
smilar compounds, including maeic acid (the andogous carboxylic acid to 2 butene-
1,4 diol, which iscited in the plan) and other unsaturated saturated dcohol
compounds (eg., proargyl dcohal), and saturated diols with smilar molecular
weights (eg., 1,3 butanediol, 2 methyl 2,4 pentanediol, and 1,4 butanedial).

Available malec acid datais dready presented in the test plan. Asdescribed in the
test plan, 2-butene-1,4 didl islikdy trandformed to maeic acid during its metabolism.
Furthermore, the existing toxicity data for these compounds shows similar behavior
with Smilar observed toxicity levels, and stegp dose response curves once toxic
effects are observed. We therefore disagree with the Consortium’s claim that the link
tomaeic acid iswesk.

An additiond concern with the testing proposal is that the toxicity of 2-butene-14
didl islikdy to show such high interspecies variability that data generaied by
additiond animd studies will havelittle rdevance to humans. The basisfor this
statement isthe fact that toxicity due to unsaturated acohals (e.g,. 2-butene-1,4 didl)
isnot usudly caused by the dcohols themsdaves, but by one or more of their
metabolites (DeMaster 1994, Cederbaum et d 1981), and the metabolism of smilar
acohols differs markedly between species.

In addition, the Consortium should note thatan in vitro developmentd toxicity te<t,
the rodent embryonic stem cdll tes, is available and suited for a screening level
program such asthe HPV chemicd-testing program  This test has recently become
commercidly avalablein the U.S, and lagt year it was vdidated by the European



Centre for the Vdidation of Alternative Methods, after which the Centre' s Scientific
Advisory Committee concluded thet it was ready to be consdered for regulatory
purposes (Genschow 2002). We therefore urge the Consortium to keep abreast of
progress in this fidd, and to consider the use of this vdidated, commercidly available
and inexpengve non-animd test. We advise the Consortium to correspond directly
with the EPA about thisissue. We dso hope that the Consortium will fed free to
contact us for advice about the laboratories that are currently conducting this test.

To condude, additiond animd sudies are unlikely to provide any useful information
about the human toxicity of 2butene-1,4 diol. A more ussful approach thet would
result in fewer animd deaths and a more rdiable andysis of 2butene-14did
toxicity would be to carefully develop further analyses of sructure ectivity
relationships using exigting data from smilar compounds and datafrom in vitro tests.
Doing o would be consgtent with the thoughtful toxicology principles enumerated in
the October 1999 agreement to reduce the number of animaskilled in the HPV

program.

Thank you for your atention to these comments. We can bereached viae-mail at
RichardT @PETA..org.

Sncerdy,

Jessica Seandler, MHS
Federd Agency Liaison
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