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203 37539
October 10, 1995
Document Processing Center (7407)
Office of Toxic Substances
U.S. Eavironmental Protection Agency
401 M Street SW
Washington, DC 20460
ATTENTION: 3ection 8(e) Coordinator
Dear SirMadam: |
Tn complisnce with TSCA Section 8(e) reporting reqmremmm, we are informing you of .

preliminary results from a chronic (2 year) feeding study in Spragoe-Dewiey rats with
various PCB Aroclor mixtures ~onducted at Battelle Uaboratories, Columbus, Ohio. This
study is being conducted with strict adherence to Good Laboratery Practice guidelines,
and the study protocol has been previously shared with EPA.

Aroclors 1016, 1242, 1254 and 1260 were administered in the diet to male and female
ga1s for 24 months, with interim sacrifices at 3, 6, 9, 12 and 18 months. The dose levels |
for Aroclor 1016 were 50, 100 and 200 ppm; for Aroclor 1242, 50 and 100 ppan; and for
Aroclors 1254 and 1260, 25, 50 and 100 ppm. Tissue samples were taken at all sacrifice
intervals and are being analyzed for PCB content using lngh resolution gas
chromatography in order to determine congener-specific PCB retention and clearance
patterns and total accumulation amounts.

A group of expert independeant pathologists was recently convencd as a Pathology
Working Group (PWG) for the parpose of reviewing the histopathology of suspect liver
rumors. All potential Liver tumors obscrved by either the Study Pathologists (Bartelle) or
an independent Reviewing Pathologist (Experimental Pathology Laboratories) were
forwarded to the PWG far consensus diagnosis. Detarmination of non-tumor pathalogy
n the liver, or in other organs, bas not yet been completed. Aithough we do not have a
final written report from the PWQG or from Battelle, owr preliminary assessment is that
Cancer Slops Faetors (CSF or q1*) calculated for all Aroclor mixtures tested are
substantially below the value of 7.7 mg/kg/day-! that EPA currcntly assigns to all PCBs
(regardless of mixture composition and congener content). Ifthis holds true once the
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final data is available and evaluated, then the calculated human cancer nskforPCB
exposures would be substaniially less than current estimates. : e

Not withstanding indications of reduced potency, statistically significant increases in liver
tumnors (adenomas and carcinomas) were found for females in all but the lowest dose
group of Aroclor 1016. The tumor incidence rates appear to differ between Aroclors.
Positive trend analyses were observed for all Aroclors in female rats. In male rats, only
the high dose group of Aroclor 1260 exhibited a significant increase in liver tumors. A
positive dose trend was also observed for Aroclor 1260 in male rats. The liver tumors
found were predominantly adenomas, and there have been no reports of metastasis to
other organs. The histopathology was judged to be consistent with that observed in
previous chronic bicassays mvolvmg PCB mnr.hnes"‘ and re-evaluated by an earlier
PWGS,

It is too early for us to conclusively judge how these findings transiate into an assessment
of human cancer risk from exposure to PCBs. The contractor is currently performing
histopathological examinatior: of the remaining tissues, compiling the data and
performing QA/QC in compliance with Good Laboratory Practices. Concurrently, we are.
characterizing the PCB exposure in these rate (in liver, mammary adipose and brain) to
obtain 2 better understanding of PCB metabolism, and for posstblc correlations with
tamorigenicity.

We will provide the agency with the final histopathology results and interpretations as
soon as they are available, We anticipate receiving the final report from the contractor by
tho cod of the second quarter, 1996. if you have further guestions, please contact me at
(203) 373-3316.

Science and Technolopy

SBH/bjb
Att.
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