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Mail Code 7407

Room E-G99 East Tower

Office of Pollution Prevention and Toxics
Environmental Protection Agency

401 M Street, S.W.

Washington. D.C. 20460

Attention: TSCA § 8(e) Coordinator

Dear Sir:

The Vinyl Chlonde Health Committee of the Chemica! Manuficturers
Association submits the enclosed preliminary results trom an cngoing inhalaiior o 2
generation reproductive toxiciry studv in Charles River CD rats sponsored ny 1 = ol
Commitntee. These results are submitted pursuant :0 § 3(=1 f the Toxic Substarce.
Control Act.

As indicated in the enclosed preliminary macroscopic and microscopi: mathsi. o
report. microscopic changes were seen in the livers of high-dose (1.100 parts per ronition
(ppm)) parental rats of both generations. Hepatocellular hypertrophy was seer i the v,
of all high-dose rats, and foci of cellular alteration in hepatocytes were significantiy
increased 1n the livers of P2 generation parental rats. An increased incidence of
hepatocellular foci was seen in 18 of 30 high-dose males and 19 of 30 high-dosc fomuate:.
One focus of cellular alteration was seen in male controls: none was observed 1n femaias.

These effects are largely corroborative of results previously reported. Til. {1 P. o
al. observed a variety of treatment-related liver lesions in the high-dose (1.3 mz ko haid
weight/day) group of Wistar rats tested in a lifetime oral carcinogenicity study of vinyi
chloride. Food Chem. Toxicol. 29: 713-18 (1991). The lesions included increascd
incidences of liver cell polymorphism. hepatic cysts, foci of cellular alteration. ncopias.i.
nodules, hepatocellular carcinomas. and angiosarcomas.
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An earljer study of the age-dependence of the induction of pre-neoplasrc
enzyme-altered hepatic foci demonstrated that there 1s a penod of increased sensitivify
the production of liver foci in response to «invl chlonde exposure in newbomrass L
R.L.eral. Carcinogenesis 6: 63-68 (1983). This is zonsistent with the obsarvation of
hepauc foci induction in the P2, but not the P! rats i <he reproductive (oXICiry snidy
The P2 rats would presumably have been exposed 10 vinyi chlonde during the noivien
penod (days 4-25 after birth), whereas the Pl animals would not. The period 27
sensitivity appears to correspond with the period of rapid increase in th2 numbar U 2243

of the liver (proliferation) in newbor rats.

Any significant supplemental data obtained as a result of further pathalogy
avaluation will be reported in a follow-up communication.

The member companies of the CMA Vinyl Chloride Health Committea on whe
behalf this submission is being made include:

Borden Chemicals and Plastics
180 E. Broad Street, 15th Fl.
Columbus, OH 43215

Panel Contact: Mr. Mark
Gruenwald

Telephone: (614) 225-3459

The Dow Chemical Company
1203 Dow Center

Midland, MI 48674

Panel Contact: Dr. Colin Park
Telephone: (517) 636-1159

GEON Company

One Geon Center

Avon Lake, OH 44012

Panel Contact: Mr. Ed Beeler
Telephone: (440) 930-3030

CONDEA Vista Company

900 Threadneedle

P.O. Box 19029

Houston. TX 77C79

Pane! Contact: Dr. David A. Penneav
Telephone: (281, 383-3059

Formosa 2lastics

9 Peachuee Hill Rd.
Livingston. NJ 07039

Panel Contact: Mr. David Pun
Telephone: (973) 716-7279

Georgia Gulf Corporation
26100 Highway 405

P.O. Box 629

Plaquemine, LA 10165

Panel Contact: Mr. Jay Strange
Telephone: (504) 685-2642
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Occidental Chemical Corp. PPG Industries, Inc.
P.O. Box 809050 One PPG Place - 26W
5005 LBJ Freeway, Room 904 Pitsburgh. PA 13272
Dallas, TX 75380 Panel Contact: Dr. James Surter
Panel Conrtact: Dr. Steve Phillips Telepnone: (412, 434-28901

Telephone: (572) 404-2413

Westlake Chemical Corp.

2801 Post Oak Blvd.

Suite 600

Houston, TX 77056

Panel Contact: Mr. John Gamble
Telephone: (713) 960-9111

If you have any questions regarding thus .eter, please contact Wendy Shermin ot
my staff at (703) 741-5639.

Sincerely yours.
/N

/' — N ‘
lurmey M. Pnce
.o President, CHEMSTAR

Enclosure

cc:  Vinyl Chloride Health Commirttze
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