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‘ricle ‘in the rity :ARCH TOXICOL 35(3) 153—162 1976.
tc«‘*'an_d Ger Summ. ]-——Rats were exposed to the: carcmogen

'system was’ :10 3 f“Calculatnon of thc clearance of vmyl chloride from the
“system’ revealed? that ‘about 40% of inspiréd vinyl chloride is absorbed by lung. :
Changes “in- rcsptratlon did not“influence uptake of vinyl chloride. Uptake’ of.
vmyl chlonde by the rats ‘was complctely blocked by -acute Ppretreatment’ with
‘potem mhlbttors ‘of cytochrome P-450 dependent microsomal drug metabolism °
(ie., 35 mg/kg 3-—bromophenyl—4(5)—1m1dazole or 50 mg/kg 6-nitro-1,2,3-=
benzothiadiazole in 0.6 ml/kg DMSO [dimethylsulfoxide]). A weaker inhibition
was observed after: SKF 525 A [2——dlmcthylammoethyl-—2 2-diphenyl valerate]
or’ 56~—dlmethyl 123 benrothladrazole (50 mg/kg in 0.6 ml/kg DMSO).
Metyrapone d1d not cause mhrbmon Uptake of vinyl chloride was increased by
qretreatment “with: DDT and fo a lesser extent, clotrimazol. No significant
imulation, _of ‘uptake “was’ observcd after pretreatment with phenobarbital,
r3—methylchol nthrene,’ rlfamprcm or chronic ethanol treatment. Immediately"
| ‘highest radioactivity levels' were observed in liver and’ kidney."
The radtdactlve'mctabohtes of 14C-~vinyl chloride were rapidly excreted, largely

_‘by the kldney}s Excretton of radtoactmty in the urine was 69.4 :l: 2 6% thhm
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(ENU). Ashrgh proportron of ¢ treated _mice developed tumors, particularly
hepatomas; pulmonary adenomas and carcmomas and mahgnant lymphoinas of
thymus and spleen aner tumors occurred most frequently in C57BL and
DBAf mxce, lung tumors in A mice and lymphomas in A and DBAf mice. A
small proportxon of CSTBL, DBAf and. IF mice developed tumors of the
nervous system The results are discussed with reference to the ready induction -

nervous systcm tumors in srmllarly treated rats, and their relevance for
uman cancer |

LT YL L




