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VISYL CHTORIDE METABOLISM AND TR STIMULATION GOF

SPLENTIC LYMPHOCY T, TRANGE RMATICN LN HICHE

R. P, Sharmaa and P. ], Cohring
The Dow Chemical Company
Midland, Michigon 48540 L.S.A.
have previously reported that the exposure of mice to vinvl chloeride
(VC) caused an inerease in lymphocyrte transformation in splenic cultures
and alsc facreased the responsiveness of thene lymphocytes to phyto-
mitogens,  We {nvestigated the role of VO metrbolisn in these phenomena.
Incubation of mice splenic cultures {n o VC-atzosphere (1000 ppm) failed
to produce any «ffect. A metabolite of VC, thiodiglyeolic acid, pro-
duced effecetrs similar to VO exposure in vivo an! also increased lymphoevie
trausformar fon when added to splenic cullares in vitro, Another metabolite
of VC, N-acetyi-S-(hydrozvethyl)eystoine, did not stimulace lyuphocyte
transiornation after ia vitro addition, Simultuncous adminisrration of

ethanol or phenecbarbital with V€ decreased this stimulating property.

Phugobarbital may have produced its effcr cither by increasing the hepatic
binding of reactive VC metabolite, thus reducing its effective concen-

tration, or by increasing the metcbholing of VO through a different pathway.
Ethacol hias been a known inhibiter of VO mecabolism. The resulis sug
gested that VO wos metabolivzed to pruducts responsible for inereased

oitotic activity In splenic lymphoeytes. In view ef the previous reperes

that vinyl chloride disease may be an {mmunologizual Jdisorder, the evalu-

atign of peripheral lymphocytes in VO-exjosed workers s sugrustod,
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