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N. Bobola’, S. Grilli* 
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1,1,2,2-Tetrachloroethane (1,1,2,2-TKE) is a widely produced and used 
compound. It is toxic, mutagenic in S. typhimurium and can induce tumors in 
mice. It can also bind to DNA both in in viva and in vitro system. The in viva 
binding extent is typical of moderate initiators, but probably 1,1,2,2-TKE 
exezts also a promoting activity. We have tested 1,1,2,2-TICE in BALB/c 
3T3 cell transformation test and have found that this compound induces a 
large number of transformed foci as compared to negative controls 
(untreated cells and solvent vehicle-treated cells). Transformed cells were 
capable of growing in soft agar and were tumorigenic when injected in nude 
mice (all injeoted animals developed tumor within 4 months). Untreated cells 
were low tua~origcnic (3/9 animals developed tumors in a longer latency 
time). Metastasis from the subcutaneous site was rare whereas pulmonary’ 
met- were detected in a high percentage (80%) of athymic mice 
injcded i.v. with 1,1,2,2-TTCB transformed cells. In the control group rare 
puhnonary nodules were found in a low percentage of animals. Transformed 
cells were also able to invade a thin coating of Matrigel (MG) in the 
chemoiuvasion assay. They also grew in a MG gel. Untreated cells did not 
invade or grow. These results show that 1,1,52-lTCE may play a role also in 
the late steps of carcinogenesis process. (Supported by Assxiazionc Italiana Ricera 

WI Cacm (ARC), Milan, Italy) 

An integrated approach for ehort-term 
detection of potential carcinogens. 

by M. Dana 
Short-term detection of tumorigenic xenobiotiq 
became more compMcated by the existence of 
nongenotoxic carcinogens. Theae, like their 
genotoxic counterparts, oroduce an additive 
mitotic response selectively in the adrenal 
zone fasciculata of rats. This effect is maxi- 
m+ 40 h after a eingle oral dose of primary 
mitogena and is tooically different from that 
accompanying restorative liver growth (after 
PartiaE hepatectomy) and cytotoxic agente 
(carbon tetrachloride, trichloromethane) 
which stimulate both the zona faeciculata and 
gloaerulosa aa well aa from that by certain 
drugs (reserpine, indomethacin) stimulating 
exclusively the Bona glomeruloaa.Obviousl 
the ‘extra-target action of carcinogens 9; 
mediated by mechanisms acting on the systemic 
level. studies concerning structure-activity- 
relationship and dose-dependency were perfor- 
mea in fluorene-derivatives. 

8.009 8.010 

EVALUATION OF DIFFERENT ENZYME ACTIVITIES INVOLVED IN 
THE SENSITIVITY TO XENOBIOTICS IN HTC AND HEPGZ HEPATOMA 
CELL LINES 

M. Ferro, A.M.Bassi, S.Penco and G.Nanni 
Institute of General Pathology,University of Genoa,ITALY 

We have analyzed arylhydrocarbon hydroxylase (AHH), 
7-ethoxyresorufin 0-deethylase (EROD), 7-ethoxycoumarin 
0-deethylase (ECOD) and glutathione-S-transferase (GST) 
activities in the HTC (rat) and HepG2 (human) hepatoma 
cell lines. The cytotoxicity of different classes of corn 
pounds was assessed by different end-points. All determT 
nations were performed both in basal conditions and- 
after treatment of the cultures with inducers of monooxy - 
genases. The results showed oppositemetabolic patterns 
in the two cell lines, one being devoid of GST and the 
other of monooxygenases. The sensitivity to the toxic 
effects of xenobiotics revealed that these cell lines 
could be used in cancer risk assessment due to their ex- 
pression of selected biotransformation pathways. 
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LINKAGE ANALYSIS OF SIX POLYMORPHIC MARKERS MAPPING CLOSE TO FAMILIAL 

ADENONATOIJS POLYPOSIS GENE 

'Guanti G.:Stella A.:Origone P.:Susca F.~Lonoce A.:Gentile N.:Nontera 

M.!Ponz de Leon W.:Sassatelli R.<Straface A.TPalasciano N.?Caruso M.L. 

*lertario L.:Ajmar F.%reni C.*Ist. Genetica Bari,'IBIG ~enova,*DIMI 

Genova,'Ist. Patologia Nodena,x3 Cattedra Clin. Chirurgica Bari,'Ist. 
Clin. Chirurgica Bari,*IRCCS Castellana,"Rcgistro Poliposi Hilano. 

Familial adenomatous polyposis is an autosomal dominant syndrome cha 

racterired by hundred to thousands of colorectal adenomatous polyps 

that can progress to carcinoma in early age. The defect responsible 
for FAP uas mapped to the long arm of chromosome 5 (q21-22 region). 

The characterization of markers in the Neal vicinity of the FAP locus 

provides the opportunity for preclinical diagnosis of risk status for 

colon cancer among individuals in families that are segregating the 

genetic defect. For this purpose ye have performed linkage analysis 

in 16 Italian families by leans of six polymorphic DNA markers: 
pi 227; Cllpll and Cllpll DEL 1; YN5.64; ECB27; CB83 and CEBS-CA re 

peats: YN5.48. Lod sowe calculation was performed with LINKAGE group 

of prograw. A positive lod score (23) was obtained for pi 227. Cllpll 

and YN5.46 markers. S.A. is recipient of an AIRC fellowship. 
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CLINICAL-BIOLOGICAL CSARACTERIWTION OF SECOND 
NEOPLASU PATIENTS. Guida M, Casamassima A, Latorre 
A, Addabbo L, Mastria A, Lorusso V, De Lena M 
Oncology Institute, Bari, Italy 
We evaluated 22 pts (median age:65) with second 
neoplasms (18 pts)ancj synchronous malignancies (4 
Pts). Primary cancers were mostly Hodgkin's 
disease, gastrointestinal, and ovarian; most 
frequent second neoplasms were lung, breast and 
transitional cell cancers. Only 7 pts received 
chemo-radiotherapy for primary tumor; all others 
were treated with surgery alone. Mean disease-free 
interval was 69 mo. CONCLUSIONS: 1)second tumor 
seems due to intrinsic or external pt risk rather 
than previous chemo-radiotherapy; 2)synchronous 
tumors seems to confirm this hypothesis; 3)ovarian 
and breast cancer was the most frequent 
association; 4)CD4 decrease was found by flow 
cytometry evaluation of lymphocyte subsets when 
compared to pts with single tumor. 


