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May 25, 2006

Mr. Stephen Johnson, Administrator
U.S. Environmentd Protection Agency

Arid RiosBuilding, 1101 -A

1200 Pennsylvania Ave, N.W. PEOPLE FOR THE ETHICAL
Washington, DC 20460 TREATMENT OF ANIMALS
Subject: Public Comments on Arizona Chemica Company’s HPV Challenge EOE 1A '%F?OUN/? RST,TERFEET
Program Test Plan for Resin Acids and Rosin Acids, Fumarated, Decyl Esters NORFOLK, VA 23510

TEL 757-622-PETA
The following comments on Arizona Chemica Company’s test plan for resin FAX 757-622-0457
acids and rosin acids, esters are submitted on behdf of People

for the Ethical Treatment of Animds, the Physcians Committee for Respongble
Medicine, the Humane Society of the United States, the Doris Day Animal
League, and Earth Idand Inditute. These hedlth, anima protection, and
environmenta organizations have a combined membership of more than ten
million Americans

Arizona Chemical Company is proposing to conduct an OECD 422 combined
repeat dose/reproductive/developmenta toxicity test, and an OECD 203 acute fish
toxicity test. If conducted, these tests will kill more than 700 animals.

This test plan violates the following terms of the October 1999 agreement among
the EPA, indudtry, and hedth, animd protection, and environmental
organizations, as well as the December 2000 Federal Register notice
reconfirming that agreement:

2, Paticipants shdl maximize the use of exising and scientifically adequate data
to minimize further testing.

3. Paticipants shdl maximize the use of scientificaly gppropriate categories of
related chemicds and dructure activity relationships.

Rosins are naturally occurring substances found in pine trees and used
commercidly for printing inks, adhesives, chewing gums, coatings, soaps, and
detergents. The chemica currently being considered is rosin, fumarated, C9-11
isoalkyl eters, Cl O-rich (rogin, fumarated ester). It is closely related to 19
chemicals for which find revised test plans have aready been submitted by the
Pine Chemicals Association’s (PCA) HPV Task Force (of which Arizona
Chemicd Company is a member). These relaed chemicas are included in the
Rosins and Rosin Sdlts, Rosin Adduct and Adduct Salts, and Rosin Esters
categories. Rosn, fumarated ester is made by first adducting rogn with fumaric
acid to form a tricarboxylic acid. The resulting fumarated rodin is part of the
Rosin Adduct and Adduct sat category. This is then reacted with “dcohols, C9-
1 1-iso, C10-rich” to form the ester. Seven other rosin esters comprise the Rosin



Esters category. Like other rosin esters, rosin, fumarated ester is used primarily as
atackifier in adhesves,

Any additiond animd testing for roan, fumarated ester is premature, without first
conddering data from andogous chemicds with smilar toxicity profiles. The
PCA (induding Arizona Chemicd Company) has dready tested smilar chemicas
in the test plans mentioned above. The PCA should have included this rosn ester
in the rosin esters category or, preferably, included dl of these chemicasin a
larger rosins category. All are closdy rated structuraly and have high molecular
weight, low water solubility, and high Koyw. An expanson of the category would
provide grester ingght into the relationship between structure and toxicity and,
importantly, would reduce the numbers of animas killed in this proposed testing.

As noted in the robust summaries, rosn, fumarated ester is completdy non-toxic
in acute toxicity testing in rats by both oral and derma exposure. In each case, a
adose of 5,000 mg/kg, dl animals appeared active and hedthy with no sgns of
gross toxicity, adverse pharmacologic effects or abnorma behavior. These results
are typica of the rosn and rosin compounds in the categories mentioned above.
All of the existing data demondtrate that this broad group of chemicds is nontoxic
in acute toxicity tests extending to multiple species.

OECD 422 combined repeat dose/reproductive/developmental toxicity tests have
aready been conducted on representatives of the Rosin Adduct and Adduct Sats
and Rosin Egters categories and their results are reported in the find revised test
plans."? It is fair to summarize that only minor effects were observed at the
highest dosesin each case and that even these are most likely due to reduced food
consumption and body weight as a consequence of paatability issues. In fact,
because of these “severe paatability issues” parentd or
reproductive/developmental NOELs could not be derived for rosn, methyl ester.
This particular pointless test caused the suffering and desths of hundreds of
animas. Given the low acute toxicity of rosn, fumarated ester and its structura
amilarity to rosin, methyl ester there is every reason to predict that this
experience will be repeated if another OECD 422 test is conducted.

The acute fish toxicity test, OECD 203, is aso particularly ingppropriate for this
rosin ester because its insolubility in water (<3.45 x 10 g/l) and lack of
hydrolysable functiona groups hinder the ability to conduct aguatic tests and
indicate that this chemica is unlikely to be bicavalable to aqudic life. In
addition, dternative methods are readily available, such as ECOSAR or
TETRATOX, described in the EPA guidance document “The Use of Structure-
Activity Rdationships (SAR) in the High Production Volume Chemicas
Chdlenge Program”.



Further, the Ecotoxicology Task Force of the European Center for the Validation
of Alternative Methods (ECVAM) recently published an evaudtion of the
aoplicabili t;l of afish acute threshold (step-down) test concept to new chemica
substances. ~ Noting that fish are less sengtive than dgee or daphnia in acute
aguatic toxicity tests roughly 85% of the time®, this test sets an upper threshold
concentration (UTC) at the lowest ECso vaue observed in the dgae and dagphnia
tests. An acute test is carried out at this UTC using five test and five control fish.
If no toxicity is observed, no further tests are carried out and the acute fish
toxicity result (LCso) is reported as greater than the UTC vaue. If toxicity is
observed, a second test is performed at a step-down concentration using a dilution
factor of 3.2, based on a semi-logarithmic concentration series. The testing
continues to lower concentrations until no toxicity is observed. The LCsq 96-hour
value can be obtained from al step-down threshold test data by applying the
binomind method of interpolation. Applying these conditions to data sets drawn
from the New Chemicals Database of the European Chemicals Bureau, the
ECVAM investigators found that a 53.6-71.2% reduction in the number of fish
used would be possible when applying this new testing strategy. An additiona
refinement could be obtained by terminating the test after 24 hours of exposure,
when lethdity and/or serious morbidity are observed in two out of five fish. This
would contribute sgnificantly to reducing the pain and suffering of the fish. We
srongly urge the acceptance of this new testing strategy.

In summary, neither of the anima tests proposed by Arizona Chemicd Company
IS gppropriate and we urge the company to reconsder them and the EPA to
uphold the principles of thoughtful toxicology. Thank you for your atention to
these comments. | can be reached at 610-586-3975 or viae-mail a
josephm@peta.org.

Sincerdy,

Joseph Manuppdlo

Research Associate
Research & Invedigaions
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