Figure 1. Mode of Action (MOA) for
1,4-Dioxane Induced Liver Tumors

Hypothesized Liver Tumor MOA

|  1.4-Dioxane M ludar Promation in
Oral Absorption: "‘“I‘Tw - Absence of Mutagenicity: NO
| YES Soteir Cytotoxicity: NO

Metabaolic

[ Metabolism by ‘ Saturation and
CYP2E1 and Accumulation of DMNA esls: .
cvp2By: ves | 1,4-Dioxane in the ‘ ’m’""' ONA Repair: NO
Blood: YES
HEAR
Eliminaticn in
the Urine Regenerative Cell Tumor Formation:

' Proliferation: YES YES




Figure 2a. Pooled % Control for 2 Effects in Fischer 344
Male and Female Rats Given 1,4-Dioxane Orally for 2 Years
(JBRC, 1990).
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Figure 2b. Pooled Incidence for 4 Effects in Fischer 344
Male and Female Rats Given 1,4-Dioxane Orally for 2 Years
(JBRC, 1990)
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Figure 3. Pooled Incidence of 6 effects in F344 Male and
Female Rats Given 1,4-Dioxane for either 13 Weeks or 2
Years. 13 Week doses have been adjusted to chronic

equivalents (JBCR, 1990()).
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Figure 4. Pooled Liver Enzyme Effects in F344 Male and
Female Rats Given 1,4-Dioxane for either 13 Weeks or 2
Years. 13 Week doses have been adjusted to chronic
equivalents (JBCR, 1990).
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Figure 5. Pooled Incidence for 5 Effects in Fischer 344
Male and Female Rats Given 1,4-Dioxane Orally for 2
Years (NCI, 1978)
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Figure 6. Pooled Incidence for 5 Effects in B6C3F1 Male
and Female Mice Given 1,4-Dioxane (McConnel reread of

NCI, 1978)
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Figure 7a. Pooled Incidence of 6 effects in Male and
Female Mice Given 1,4-Dioxane for either 13 Weeks or 2
Years. 13 Week doses adjusted to chronic equivalents.
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Figure 7b. Pooled Incidence of 6 effects in Male and
Female Mice Given 1,4-Dioxane for either 13 Weeks or 2
Years. 13 Week doses adjusted to chronic equivalents
(JBCR, 1990; NCI, 1978).
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Figure 8. Pooled Liver Enzyme Effects in Male and
Female Mice Given 1,4-Dioxane for either 13 Weeks or 2
Years. 13 Week doses have been adjusted to chronic
equivalents (JBCR, 1990).
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