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O!j-dkyls.lmi~lkyl~ activity in relatim to the pm- 
Iiutagmic mthylatim danagz in blxkkr D4 ftxm tmns @isposed to 
bladder cmer asscciatd with tiistnsaniasis. 
Badiwil.3. A.F., Ccqd, D-P., tbstafd, KH., Atml-Aa& T.. 
t4argiscm1. GP. ad O’canOrl, P.J. ~cRC Section of Caninogenesis, 
Paterson Institute f r Cancer Research, Manchester Mzo 98X, UK,&dical 
Research Institute, s Institute of Graduate Studies & Research, 
Univergity of Alexandria, Egypt. 

O_-alkylguanine-CN4-alkyltransferase (ATase) activity was treasured 
in 55 bladder tissues of Egyptian patients with schistosanal bladder6 
cat-cim (45 ttarur and 9 *min/olvzd tis.c,E). A!kylaticm daxw (L- 
Mhylguanine; O"-M%) was delxxted in CN4 frun 46 of those sa@es 
(38 wt- and 8 uninvolved). ATase activity varied fro-n 2.0 to 16.2 
fm3le 0 -I+% renav&q DNA (Want/-SD, 5.8+/-3.9) 06 based cm tissue 
protein content it ranged frun27.8t.o ;150.7f1mle 0 -&G t~~ved 
(meant/-SD; 117.1+/-71.4). Levels of 0 -t+% frun 0.012 to 0.485mle/ 
mle tixyguanosine (I%) wzre detected in 44/46 samples (nxza~/-SD; 
0.13%/-3.10). A comlation was obtaiti betm the level of n&hyl- 
atim iiaxqe and ATase activity (t=-0.62; @.OOl). Higher ATase 
activity was observed in tmr tissue vs uninvolved (pio.Oal). These 
observations irrplicate envircrmvltal almating agents in the etiolqy 
of early bladder cancer associated with schistosaniasis and the r-elat- 
ive!y !cl:! !evel of !N repair sugpsts that the b!adder is a tiss_e of 
high susceptibility to these agents. 

6.003 
IN VIVOMODULATIONOF COLONIC EPITHELIAL CELLSMETABOLISM 
BYFECAL BUTYRIC ACID. 
L.C.Boffa M.R.Mariani IST Genoa,IT*J.R.Lu ton,TexasA&M; 
A.Scalmati,H.L.Newmar&,M.tipkin,SKf,New ork. 9 
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 w inverse correlation onlv between the 
concentration of butyric acid and cells labelling index(L/N: 3H- 
Thymidine-DNA pulse labelled cells &; cell number N > &i t!tal 
colon crypt euithelial cells and its 5 different pr?iliferative 
compartments. A mathematical analysis shows that variability ind 
corn 
of t K 

laxity in our experimental data accourts only for about 47% 
e trend observed.Permeability of colon cells to fecal butyric 

acid explains the linear correlation between their level of his- 
toneacatylationand fecalbutyric acidconcentration.This 
inhibits histone deacetylases,leavesacetylasesmaff~d,th 6Szll32 
playing a role in modulting genes pri mat$ structut&nu&osomal). 
We conclude that variation of amount of lber in the diet.ad con- 
sequently fecal tritlsit time znd butyric acid,is likely to mod- 
ulate considerably the proliferative capaci 

2 
of colon 

thelial cells.leaving their localization an ypt epi- 
state of ti w- 

tion unchanged. 
(Supported by: AIRC 1991 to L.C.B.; American Cancer Sot. 

SIG-7A to M.L.) 

6.005 

ALTERATIONS OF CHOLESTEROL METABOLISM IN 
LUNG CANCER PATIENTS 

S. Dessi*, 8. Batetta*, D. Pulisci*, 0. Spano*. 
C. Lanfranco**, L. Tessitore***, P. Costelli*+*, 

F.M. Baccinoll*** and P. Pani*. 
*Istituto di Pntologia Sperimentale, Universith di 
Cngliari ; **Lnboratorio Centrale Baldi Ribcri, Ospedale 
S. Giovanni Battista. Citt& di Torino. ***Dip. Medicina 
ed Oncologia Sper., Sez. Patologia Generale, Universith 
di Torino; (ICIOS. 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 lung tissues con- 
tained 2-fold more total cholesterol and 5-fold more 
esterified cholesterol than the normal tissue. The al- 
terat ions in intracellular cholesterol were associated 
with peculiar changes of cholesterol distribution also 
in the plnsmn compartment, HDL-cholesterol levels were 
strongly reduced ill all patients and in particular we 
observed a specific decrease of the HDL~ subfraction 
We suggest that the decrense of HDL-cholesterol may be 
the consequence of a greater utilization and storage of 
cholesterol esters occurring in tumor lung tissues. 

6.002 

POTENTIATION BY CAFFEINE AND ETHANOL OF 
TOBACCO SMOKE--GENOTOXICITY IN VIVO IN MICE 

Blagoeva,P., Z.Mi rcheva, H.Ralaneky, 
National Centre of Oncology, Sofia 1136 

Five times a week (OOmin/day) treatment of 
male mice BDFl (C57BlxDBAZ) with tobacco smoke 
(TS, bOClml/14L glass chambre) caused up to 

2.0 fold increase of dead implants Frequency 
in virgin .femalaa mated with TB-treated males. 
The simultaneous treatment with caffeine 
(500 ppm) or with ethanol (l.ej%) in drinking 

water potentiatrd the TS--induced dominant 
l&ha1 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. 
Ethanol supplementation to the drinking water 
did not influe&nce micronucleus formation 
in bone marrow of TS-treated mice. 
F’robabl yI caffeine and ethanol consumption 
co~rld play an important role in the TS- 
yer1oto::icity in vivo in both somatic and 
gel’m cellcz in mice. 

6.004 

STUDY OF ADDUCTS AND MUTATIONS BY 4-NQO ON SSDNA: 
CORRELATION BETWEEN THE C8 GUANINE ADDUCT AND G TO PYR 
TRANSVERSIONS. 
‘Campomenosi P. , ‘Fronza G ‘Iannone R . and 
1’2Abbondandolo A. ‘Lab. Mutage&is, IST. Genova and 
*Cattedra di Genetica, Universita di Geneva, Italy. 

4-nitroquinoline-l-oxide (4-N@) is a base substitution 
mutagen which acts at guanine residues. 4-NQO & & 
and its ultimata model metabolite, acetoxy-4-, 
hydroxyaminoquinoline-l-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-AQO 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-CB-AQO would generate 
such a type of mutations. P.C. has a fellowship from 
AIRC. Work partially supported by AIRC and EEC. 

6.006 
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***, F.M. Baccino(*** and P. Pnni* 

*Ist. Patologia Sperimentale. UniversitA di Caglinri; 
**Clinica Pediat rica III, Servizio di Oncologia, and 
***Dip. Medicina ed Oncologia Sper.. Sez. Patologia 
Generale. Universit8 di Torino; (ICIOS, 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 nnimal 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 RDL-cholester- 
01, strongly reduced before chemotherapy, increased 
during the remission of the disease. 


