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anti-cancer drugs which inhibit DNA
synthesis can increase the frequency of gene
amplification. The currently favoured model
for the mechanism of gene amplification is
that of saltatory replication whereby
unscheduled DNA replication creates strands
of DNA that are mnot attached to the
chromosame; such re-replicated DNA may be
observed cytologically as double mimites
(Ms) or homogeneously staining regions
(HSRs).

We have investigated whether the
anti-cancer drug hydroxyurea can induce this
mechanism of gene amplification in human
neurcblastoma CHP-100 cells. DNA double
labelling techniques have revealed no
evidence of re-replication of DNA following
hydroxyurea treatment. Therefore, it is
unlikely that hydroxyurea can induce gene
amplification by this mechanism.

This work was funded by the Yorkshire
Cancer Research Campaign.
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The ocontent of total sulphydryls (SH)
and low molecular weight thiols (ILMWT)
including reduced glutathione (GSH), and
cysteine, oxidized glutathione (GSSG),
cystine and mixed protein disulphides as
determined in human bronchial epithelial
cells and fibroblasts. Epithelial cells had
signfiicantly higher levels of total SH than
fibroblasts, 75 as compared to 53 nmol of SH
per 10° cells, respectively. In both types
of cells, qualitative analysis indicated
similar proportions among the various IMWT
where GSH was found to be the major thiol.
For both cell types, passage in culture
caused an immediate decrease in total thiols
and also changed ratios among different
IMAT. Continued culture caused a marked
peak in GSH synthesis which preceded
cellular proliferation. Furthermore, the
proportion of GSSG plus mixed disulphides
was significantly higher before the cells
entered the growth phase. During
logarithmic growth, the amount of GSH was
markedly decreased. Prolonged maintenance
of fibroblasts at oonfluence, did not cause
further change in SH. The results indicate
variations in SH content between different
human cell types and implicate the
importance of IMWT in growth regulation.
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Inoperable or disseminated Hirthle cell
carcinoma is a therapeutic challenge as
therapy with [131]I or radiation or
chemotherapy is wusually ineffective. In
order to find an effective chemotherapy, the
influence of wvinblastine (VLB) (2 mg bolus
or infusion over 6, 12, 24 hr) was studied
in 5 patients (4 women, 1 man, aged 43 to 69
yrs). Four patients had distant metastases,
one locoregional disease only. Thin-needle
aspiration biopsies of tumours (1 primary, 4
metastases) were performed before and
repeatedly after VIB applications, The
smears were stained after Feulgen and were
used for cytophotometric DNA measurements.
VIB produced an increase of cells in S phase
compartment, On the basis of changes
produced in the DNA distribution pattern by
the test dose of VIB, chemotherapy was
planned: either a sequence of 3 VIB
infusions with individual intervals or a
cambination of VLB, cisplatimm,
methostrexate, bleamycin or adriamycin was
used. All 5 patients responded -~ 1 CR, 4
PR, Chemotherapy was combined with surgery
in1 and radiation in 2 patients. Two out
of 5 patients show no evidence of disease
3.1 years after therapy, 2 contime

chemotherapy, 1 patient is dead of other
causes.
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A sensitive ELISA assay has been
developed to detect antibody activity
against aflatoxin (AFB) in human sera.
Antibodies to an epitope on AFB-BSA were
detected in all sera oollected in Kenya.
The specific activity showed a trimodal
distribution. The high activity group had a
higher frequency of recent AFB exposure, as
measured oy urinary excretion of
aflatoxin-guanine, than the low activity
group., Little or no activity was detected
in Danish sera. Animal experiments indicate
that the specific activity depernds on the
metabolism of AFB to its ultimate
carcinogenic form. The activity in rat sera
was inhibited in a competitive assay by an
aflatoxin-like antigenic material found in



