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non-carcinogenic agaritine was poorly
converted., HMBD also reacted with adenine
in vitro forming an unexpected adduct.
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specific nitrosamines (TsSNas),
N-nitroscanabasine (NAB), N-nitroscanatabine
(NAT), N-nitrosonornicotine (NNN) and
4-(methyl- nitrosamino)-1-(3-pyridyl)-1-
butanone (NNK) in tobacco products is well
documented, The potential endogenous
formation of TSNAs from a variety of chewing
tobaccos, oral snuffs, masheri and zarda
samples was detemmined by extraction of
tobacco samples with artificial saliva
followed by incubation of extracts for 1 hr
at 37° C and pH 2.0 under conditions
simulating the normal fasting stomach with a
constant 25uM nitrite concentration. Under
the simulated gastric conditions, formation
of NNN, NAB and NAT occurred. Nicotine, the
major alkaloid present in tobacco and
precursor to NNN and NNK was not nitrosated.
The formation of NNN resulted = fram
nitrosation of nornicotine, another alkaloid
present in tobacco. Under the simmlated
gastric conditions, slight decomposition of
NNK was observed.

The implications of the results from
the model gastric nitrosations yielding NAB,
NAT and NNN from various tobacco products
and the additional potential exposure to
TSNAs formed under in vivo corditions are
being evaluated.
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The ability of recombinant
Interleukin-2 (RII~2) activated peripheral
blood cells (LAK cells) to kill autologous

invasive bladder cancer cells and to kill
cells fram an established bladder cancer
cell line, T24, was investigated.

Autologous .tumour cell cultures were
obtained fram primary cultures derived from
biopsies of transiotimal cell carcinomas.
The outgrowing cells were harvested after 5
days of cultivation by trypsination (0,05%).

IAK cells were induced by incubating
the peripheral blood cells (PBL) fram the
same patients with 50 Units/ml of RII~2 for
3to 6 days. PBL incubated without RII~2
served as controls. The cytotoxic effect of
the lymphocytes was evaluated by an 18 hr
chramium release assay with a
target:effector cell ratio of 1:50. The
median tumour cell lysis induced with RIL-2
activatd PBLs was 20% for the autologous
tumour cells and 35% for the T24 cells, The
median lysis with the controls 4% and 6%.
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An important step in carcinogenesis is
thought to be the initial attack on the DNA
molecule by the ultimate carcinogen. An
interesting class of carcinogens/mitagens
are alkylating agents. It has been shown
that alkylation of DNA and especially
alkylation at the position 0% of the guanine
produces lesions that are associated with
mutations (G- A) and necplastic
transformation. It was interesting to see
if same guanines are more sensitive than
cthers, to the mutagenic action of
alkylating agents and the 1role of
neighbouring sequences in the production of
matations.,

In vitro alkylation was performed ona
fragment of pBR 322 (fragment BamHI-SalI,
275 bp) containing the tetracycline
resistance gene. The fragment was modified
to various extents by MNU and was reinserted
into the non-reacted large fragment, After
transformation of E.Coli, mutants were
selected for ampicillin resistance and
tetracycline sensitivity. The mtants were
analysed for sequence changes in the 275 bp
fragment by the dideoxy method. Results, in
terms of mutation distribution and
neighbouring sequence effects, hae been
obtained
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