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23 September 1993

TO: R.W. Rickard
C.F. Reinhzardt

FROM: J.C. Caak

REs potentially Reportable Toxicity Data {TSCA 8(e))

SUMMARY : ' A

As part of a Haskell Laboratory Renearch Platning Group project (MR 5684) ,
ammonium perfluorooctanoate (C8) wae included in 2 mechanistic bicassay
investigating extrahepatic tumor induction by compounds which produce
peroxisome praliferation. €8 is purchased from the 3M Company and is used by
puPont Polymers. In this mechaniat¢ic bioassay, 300 ppm C8 was fed to rats fer
two years. In addition to an 2ad 1ibitum contrel, a second control group was
pair-fed to the 300 ppm €8 group 1uv ventrel for the effects of reduced body
weight. Jncrezsed incidences of combined (single, multiple) hepatic adenomas,
Leydig cell adenomas, snd pancreatic acinar cell adenomas were seen in the 300
ppm C8 group when compared to either the ad libitum or pair-fed control
(Table 1). The tumor incidences (liver, testis, pancreas) were outside the
historical control incidence range for Haskell Laboratory. Im addition,
age-adjustment statistics slsc supported the conclusion that the tumer
incidence was elevated for the liver (Loih controls), pancreas (pair-fed
control), and testis {pair-fed contrul). In & previous two-year feeding study
conducted by the 3M Company, an incressad incidence of Leydig cell adencmas was
reported at 300 ppm CB (Tha 3M Compary, River/3m Exp. 0281CRO0I2-Two-Year Oral
(biet) Toxicity/Carcinogenicity Study of Flucrochemical FC-143 in Ralw). The
Leydig cell tumor incidence {n the 3M Company study was 0% (0 ppm), 6% (30
ppm), and 14% (300 ppm). Therefore, the increased incidence of hepatocellular
and pancreatic acinar cell tumors in the mechanistic biocassay study was judged
te be potentially reportable under TSCA 8E.
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( TABLE 1

S~ SUMMARY OF HYPERPLABIA/NEOPLASIA LESION INCIDENCE

IN THE LIVER, PANCREAS, AND TEETIS
AD LIBITUM PAIR-FED
LESION CONTROL CONTROL 300 PPN _C8
LIVER:
Adenoma 2/80 (2.5) 1/79 (1.3) /6 (9.2)%
Multiple Agdenoma o/80 (0) o/79  (0) 3/76 (3.7)
Combined Adenomas 2/80 (2.9) 1/79 (1.3) 10/76 (13.1)%#
Carciroma 0o/80 (0) 2779 (2.3) os/6  (0)
Aderoma/Carcinomz Combined 2/80 (2.9) 3779 (2.8) 10776 (13.1)%4%
PANCREAS: i
Aacinar Cell Adenoma 0/80 (0) 1/79 (1.3) 4/76 (5.2)
Multiple Acinar Cell Adenoma 0/80 (Q) /7%  (0) 3/76 (3.9)
Combined Adenomac 0/80 (0) 1779 (1.3 /76 (9.2)%%
Acinar Cell Carcinoma o/80 (0) /79 (0) 1/76 (1.3)
Adenoma/Carcinoma Combined 0780  (0) 1779 (1.3) B/76 (1U.5)%4
Acinar Hyperplasia 14/80 (17.3) 8/79 (10.1) 30/76 (39.5)%*8
- TESTIS:
( Leydig Cell Adenoina 079 (0) 2/78 (2.6) 8/76 (10.5)%%
: Leydig Cell Hyperplasia 11779 (13.9) 26/78 (33.3) 35/76 (46.0)%

* p < .05 compared tc ad libitum control (Fisher’s Exact taest).

# p < 0.05 compared to pair-fed control (Fisher‘s Exact test).
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