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The chemicd ligted in the table below meets the criteriafor listing under Propodition 65 viathe
authoritative bodies listing mechanism. The regulatory guidance for listing by this mechanismiis
st forth in Title 22, Cdifornia Code of Regulations (CCR), Section 12306. For example, the
regulations include provisions covering the criteria for evauating the documentation and scientific
findings by the authoritetive body to determine whether listing under Proposition 65 is required.

The Nationd Toxicology Program (NTP) is one of five inditutions which has been identified as
an authoritative body for the purposes of Proposition 65 (22 CCR 12306(1)). NTP has
identified the chemicd in the table below as causing cancer. The Office of Environmental Hedth
Hazard Assessment (OEHHA) has found that this chemical has been “formdly identified” as
causing cancer according to the regulations covering thisissue (22 CCR 12306(d)): The
chemica below isthe subject of areport published by the authoritative body which concludes
that the chemica causes cancer. Also, the document specificaly and accuratdy identifies the
chemica and meets one or more of the criteriaoutlined in 22 CCR 12306(d)(2).

OEHHA dso finds that the criteria given in regulation for “as causng cancer”

(22 CCR 12306(€)) have been satisfied for the chemicd in the table below. In making this
evauation, OEHHA rdied upon the discusson of data by the authoritative body in meking its
findings that the specified chemical causes cancer. A brief discussion of the relevant
carcinogeness studies providing evidence for the finding is presented below. The statement in
bold reflects data and conclusions that satisfy the criteria for the sufficiency of evidence for
carcinogenicity (22 CCR 12306(e)). Thefull citationfor the authoritative body document is
given in this report.
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Chemical Meeting the Criteriafor Listing as Causing Cancer

Chemical CASNo. Chemical Use Reference

Methyleugenal 93-15-2 | Havoring agent in jellies, baked goods, | NTP (2000)

nona cohalic beverages, chewing gum,
candy, pudding, relish and ice cream;
fragrance in perfumes, creams, lotions,
detergents and soaps.

Methyleugenol (CAS No. 93-15-2)

Increased incidence of malignant and combined malignant and benign tumorsin mice
and rats of both sexeswith tumorsat multiple sitesin male and female rats and male
mice.

NTP (2000) has concluded that there is clear evidence of the carcinogenic activity of
methyleugenol in male and female F344/N rats and in male and femae B6C3F; mice.

NTP (2000) treated F344/N rats and B6C3F; mice with methyleugenal by gavage five days
per week for two years. Inrats, satistically sgnificant increases in tumors at multiple Stes were
observed in treated animals of both sexes. The incidence of hepatocelular carcinoma was 2/50,
3/50, 14/50, 25/50, and 36/50 for vehicle control, low-, mid-, mid-high and high-dose made
rats, respectively and 0/50, 0/50, 4/49, 8/49, and 22/50 for female rats. The combined
incidence of hepatocelular adenoma or carcinomawas 7/50, 14/50, 28/50, 43/50, and 45/50
inmaerats and 1/50, 8/50, 14/49, 34/49, and 43/50 in femade rats. The combined incidence
of hepatocholangioma and hepatochol angiocarcinoma was 0/50, 0/50, 1/50, 2/50, and 13/50 in
male rats and 0/50, 0/50, 0/49, 3/49, and 17/50 in femaerats. The incidence of tumors of the
glandular gomach was dso greater in treated rats of both sexesthan in vehicle controls. In mae
rats, the incidence of malignant mesothelioma was 1/50, 3/50, 5/50, 12/50, and 5/50, which
was sgnificantly grester in the two highest dose groups compared to the vehicle control group.
There were dso datidticaly sgnificant increases in the incidences of mammary gland
fibroadenoma at the mid-dose levels (5/50, 5/50, 15/50, 13/50, 6/50) and in rend tubule
adenoma at the three highest dose levels (extended and standard evaluation combined: 4/50,
6/50, 17/50, 13/50, 20/50) in male rats.

In mice of both sexes Satidticaly sgnificant increasesin liver tumors were observed in treated
animas. The combined incidence of hepatocd lular carcinoma and hepatoblastoma was 10/49,
20/50, 20/50, and 11/50 in male mice and 7/50, 38/50, 48/49, and 49/50 in femae mice. The
combined incidence of hepatocd lular adenoma, carcinoma or hepatoblastoma was 31/49,
47/50, 46/50, and 41/50 in male mice and 25/50, 50/50, 49/49, and 49/50 in femae mice. In
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addition, two maignant endocrine tumors of the glandular somach were observed in two high-
dose mae mice. Because these neoplasms had not been previoudy observed in NTP gavage
studies and because they were aso observed in rats, these neoplasms were considered to be
related to methyleugenol adminigration.
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