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injecting ip 14C-PCE (specific activity-14.6
mCi/mnol, 127 pCi/Kg) to male Wistar rats
and BALB/c mice, and in vitro as
previously described (Turina et al, Res.
Coam, Chem. Pathol. Pharmacol., 52: 305,
1986). In contrast to a previous report
{ Schumann et al, Toxicol. Appl.
Pharmacol., 55 207, 1980), we found that
PCE covalently binds to nucleic acids both
in vivo and in vitro. Specific activity
of mouse liver DNA was higher than that of
DNA from kidney, lung and stomach., CBI
values calculated according to Lutz (Mutat.
Res., 65: 289, 1979) were 10.5 and 76 for
rat and mouse liver DNA, respectively, i.e.
similar to those of weak initiators and
lower than those of the saturated analogue
1,1,2,2-tetrachloroethane. This fact agrees
with the finding that chlorine substitution
results in a destabilization in alkanes and
in a stabilization in alkenes (Henschler, J.
Environ. Pathol. Toxicol., 1: 125, 1977).
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In the present study TWERC cells
(derived from PR-RSV-transformed rat cells)
SAM IV cells (derived from a spontanecusly
arisen rat tumour) and SAM B77 cells
(supertransformed in vitro) were
investigated to determine the type of
changes that had been induced in their
gencmes after treatment with
branodecxyuridine and avian sarcoma virus
B77, respectively.
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Chronic myelogenous leukaemia (QML) is
characterized by the presence of the
Philadelphia (Ph1) chromosome in the

leukaemic cells of 96% of all OML patients.
The Phl chromosome (22g-) is the result of a
reciprocal translocation between chromosome
22 and chramosome 9, t(9g934,22q11).
Previously we described the localization of
the human c-abl oncogene on chramosome 9
and demonstrated its translocation to the
Ph1 chromosome in CML patients. The cloning
and analysis of Dbreakpoint fragments
revealed that the breakpoints on chromosame
22 all cluster in a very limited area, the
breakpoint cluster region, ber.
Breakpoints on chromosome 9, however, are
scattered over a large area which may vary
from zero to more than 100 kb upstream of
the v-abl homologous sequences of the
c-abl gene, A unique 8.5 kb chimeric
bcr-abl RNA is detected in the leukaemic
cells of all ML patients. Cloning of
chimeric c-DNAs (5'ber and 3'abl) fram a
QML derived cell line strongly indicates
that bcr and c-able coding sequences are
linked in frame by RNA splicing, independent
from the highly variable distance between
these two genes on the Phl chromosome. The
specific presence of the chimeric ber-able
RNA (and protein) in CML cells suggests the
involvement of this hybrid product in the
development of ML. Recent cloning of
full-length hybrid /c-DNAs will help to test
this hypothesis.
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In EAC cells grown in Swiss female mice
at various stage os their postnatal
development (1, 3, 12, 18 months) only one
of two possible routes of the last steps of
methionine biosynthesis was found to be
active. Betaine methyltransferase (EC
2.1.1.5) utilizing betaine for homocysteine
methylation was not detected in tumour
cells. Both enzymes of the operative,
folate cofactor and Bi2 dependent route i.e.
methylenetetrahydrofolate  reductase (EC
1.1.99.15) and methionine synthase (EC
2.1.1.13) had the lowest activities in EAC
cells grown in the youngest mice. In this
age group the statistically significant
tumour effect on two examined enzymes in
liver of EAC-bearing mice was lower than in
the older hosts. The relation between
methionine synthase and
methylenetetrahydrofolate reductase
activities in EAC cells and tumour effect in
uninvolved host organs has been



