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05-alkylguanine-DNA-alkyl transferase activity in relation to the pro-
mutagenic methylation damage in bladder DNA fram humans predisposed to
bladder cancer associated with schistosgmiasis.
Badawi 1,3, A.F., Cooper?, D.P., Mostafad, MH., Aboul-Aa?, T.,
Margison!, G.P. and 0'Comnor®, P.J. 1CRC Section of Carcinogenesis,
Paterson Institute fgr Cancer Research, Manchester M0 9BX, UK,2Medical
Research Institute, °Institute of Graduate Studies & Research,
Univergity of Alexandria, Egypt.

07-alkylguanine-DNA-alkyltransferase (ATase) activity was measured
in 55 bladder tissues of Egyptian patients with schistosomal bladder,
carcinoma (46 tugour and 9 ‘minvolved tissue). Alkylation damage (-
methylguanine; 0 -MeG) was detected in DNA fram 46 of those samples
(8 turgur and 8 uninvolved). ATase activity varied fran 2.0 to 16.2
fmole 0°-MeG removedjug DNA (meanw/-SD, 5.8+/-3.9) 0 based on tissue
protein content it ranged from 27.8 to gSOJ fmole 0°-MeG removed
(meart/-SD; 117.14/-71.4). Levels of 0"-MeG from 0.012 to 0.485 umole/
mole deoxyguanosine (dG) were detected in 44/46 samples (mean/-SD;
0.134+/-0.10). A correlation was obtained between the level of methyl-
ation Jamage and ATase activity (r=-0.62; p<0.001). Higher ATase
activity was observed in tumour tissue vs uninvolved (p<0.001). These
observations implicate envirommental alkylating agents in the etiology
of early bladder cancer associated with schistosomiasis and the relat-
ively low leve]l of DNA repair suggests that the bladder is a tissue of
high susceptibility to these agents.
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IN VIVO MODULATION OF COLONIC EPITHELIAL CELLS METABOLISM
Dl Botta M X Mariand, IST, Genoa, IT;J

.C.Boffa,M.R.Mariani noa 3J.R.L H
A.Scalmati,H.L.Newmar ,M.Lipkin:SKi,New uogo?,Texas A
Increasing content of a well defined fiber(bran)in AIN-76 rat di-
et,results in different amount of fecal short chain fatty acids.
We show the existence of an inverse correlation only between the
concentration of butyric acid and cells labelling index(L/N: 3H-
Thymidine-DNA pulse labelled cells L; cell number N) in total
colon crypt epithelial cells and its 5 different proliferative
compartments. A mathematical analysis shows that variability and
comglexity in our experimental data accounts only for about 477
of the trend observed.Permeability of colon cells to fecal butyric
acid explains the linear correlation between their level of his-
tone acetylation and fecal butyric acid concentration. This
inhibits histone deacetylases,leaves acetylases inaffected,th
playinga role inmodulating genes pri structure(nucleosomal).
We conclude that variation of amount of tiber in the diet,and con-
sequently fecal transit time and butyric acid,is likely to mod-
ulate considerably the proliferative capacity of colon crypt epi-
thelial cells,leaving their localization and state of di??ermtia—
tion unchanged.

(Supported by: AIRC 1991 to L.C.B.; American Cancer Soc.
SIG-7A to M.L.)
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ALTERATIONS OF CHOLESTEROL METABOLISM IN
LUNG CANCER PATIENTS
5. Dessi*, B. Batetta*, D, Pulisci*, 0. Spano¥,

G. Lanfranco**, L. Tessitore***, P. Costellit*%,
F.M. Baccinof*** and P. Pani*.
*Istituto di Patologia Sperimentale. Universitd di
Cagliari; **Laboratorio Centrale Baldi Riberi, Ospedale
S. Giovanni Battista, Cittd di Torino, ***Dip. Medicina
ed Oncologia Sper.., Sez. Patologia Generale, Universita
di Torino; ¥CIOS., CNR, Torino.

The cholesterol content of tumor tissues and the
lipid composition of the blood plasma compartment were
investigated in patients affected by different histol-
ogical types of lung cancer. Tumor Jlung tissues con-
tained 2-fold more total cholesterol and 5-fold more
esterified cholesterol than the normal tissue. The al-
terations in intracellular cholestercol were associated
with peculiar changes of cholesterol distribution also
in the plasma compartment. HDL-cholesterol levels were
strongly reduced in all patients and in particular we
observed a specific decrease of the HDL 4 subfraction
We suggest that the decrease of HDL-cholesterol may be
the consequence of a greater utilization and storage of
cholesterol esters occurring in tumor lung tissues.
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POTENTIATION EBY CAFFEINE AND ETHANOL OF
TOBACCO SMOKE--GENDTOXICITY IN VIVO IN MICE

Bl agoeva,F., Z.Mircheva, R.Ralansky,
National Centre of Oncolegy, Sofia 1156

Five times a week (90min/day) treatment of
male mice BDF1 (CS7B1xDBA2) with tobacco smoke
(TS, 600ml/14L glass chambre) caused up to
2.0 fold increase of dead implants frequency
in virgin females mated with T8-treated males.
The simultaneous treatment with caffeine

(500 ppm) or with ethanol (1.5%) in drinking
water potentiated the TS-induced dominant
lethal mutations in mouse spermatogonia stem
cells., We established also a 2.6 fold poten-
tiation by caffeine of TS-clastogen activity
in bone marrow of mele and female mice.
Ethariol supplementation to the drinking water
did not influence micronucleus formation

in bone marrow of TS-treated mice.

Frobably, caffeine and ethanol consumption
could play an important role in the TS~
genotoxicity in vivo in both somatic and

germ cells in mice.
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STUDY OF ADDUCTS AND MUTATIONS BY 4-NQO ON SSDNA:
CORRELATION BETWEEN THE C8 GUANINE ADDUCT AND G TO PYR
TRANSVERSIONS.

iCampomenosi P., *¥ronza G.,
1s2ppbondandolo A. lLab.
2Cattedra di Genetica,

'Tannone R. and
Mutagenesis, IST, Genova and
Universita di Genova, Italy.

4-nitroquinoline-1-oxide (4-NQO) is a base substitution
mutagen which acts at guanine residues. 4-NQO in vivo
and its ultimate model metabolite, acetoxy-4-
hydroxyaminoquinoline-1-oxide (Ac-4-HAQO), interacting
with dsDNA in vitro, form the same spectrum of adducts.
Reacting Ac-4-HAQO with ssDNA in vitro we obtained a 20
fold enrichment in the dGuo-C8-AQO/dGuo-N2-AQ0 adducts
ratio. Sequencing of mutant phage DNAs prepared after
transfection of damaged DNA in E.coli revealed a 25 fold
increase in G->Pyr/G->A ratio. We propose a correlation
between specific guanine adducts and specific mutations,
and two models to explain how dGuo-C8-AQO would generate
such a type of mutations. P.C. has a fellowship from
AIRC. Work partially supported by AIRC and EEC.
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PLASMA LIPOPROTEIN PATTERN IN CHILDREN WITH
MALIGNANCIES UNDERGOING CHEMOTHERAPY.

S. Dessi*, B. Batetta*, D. Pulisci*, 0. Spano*,

M. Tonello**, M. Giacchino**, L. Tessitore***,

P. Costelli*#x, F.,M. Baccinof*** and P. Pani*
*Ist, Patologia Sperimentale. Universita di Cagliari;
*%Clinica DPediatrica III, Servizio di Oncologia, and
#4%Dip., Medicina ed Oncologia Sper.. Sez. Patologia
Generale. Universitad di Torino; MCIOS, CNR, Torino.

Previous studies in our laboratories have shown

that alterations in plasma cholesterol, mainly consis-
ting in a decrease of HDL-cholesterol. in different
experimental models of normal and neoplastic cell pro-
liferation develop and also occur in some neoplasias in
both animal and humans. The plasma lipoprotein pattern
was investigated in children affected by different neo-
plastic diseases (leukemia and solid tumors) before any
drug treatment and after remission of the disease fol-
lowing chemotherapy. The aim was to study the existence
of any possible correlation between alterations in plas
ma lipoprotein and the rate of cell proliferation in
children with malignancies. The level of HDL-cholester-
0l, strongly reduced before chemotherapy, increased
during the remission of the disease.



