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Ro?ATIouAL sTR6ss Am xmBcTIvmmssoFRAzoxrmAnD 
CYCUI-DE Ill IUCR BXRRIRG LBTIS LUNG CRRCIm. 
t. giraldi*, L. Paris&n+*, S. ZorzeV and V. Rapoxzi*. 
‘:IlUtitUt8dBi&SP,P&UltPdIhdidna,UliV&ZsitPofIJdilE. 
tird.:IE#titakd FWmfMqP, Iklivarsi~ of Trkste, Italy. 
Tha effecti- of antinaoplastic traatmsnts require an active 
fulctialofWmEladnaturalfacWsofresistanceoft.bskstto 
tuaFra(persioll.Wlsaffactsoftreatmsntwithcycl~daor 
r~bavabasnsxkwdqlspc&anecuswtastasis inmiceia- 
plsntad with Ialfis lung carckaaasafunctiaroft~inoculum 
siza,danv&.iaNlvsprotectedbzWilBJ@li)anaofthspetiodic 
qpliaticn of spatial disxisntaticn (SD). With a raduced incculuo 
slze,turrtakssdonotoccurinmicekaptintbePR,butoccllrlQcn 
~iatiaaofSp.HLtbalanprinoeulusiza,hratakes~in 
all of +? axparkntal groups, and mtastasis lreight is signifi- 
c&ly m by m. Ihe alre rati of -de of 9/10 in 
aM&iaNlbc&agiacrasM to lO/lO in the HI, and is abolished 
by rota- stress. Tbs rmtkztastatic effacts of razoxans arealso 
radu& by rotatioarl stress. These results indicate that housing 
c&iticlrsa&aprrycQlagical stZWSXcSarmtroltUXUtakesand 
netastsais formtioll. They also indicate that host’s antitunor re- 
sktance affsctazs,. whi& are suscaptible to Deuroeodocrine mdula- 
ti~bya~strassor,participatatodeterminethaeffec- 
tiveness of cytotaic (@-de) and ant*tastatic (razoxane) 
antitua dNg. 
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LIloyIDN -AnzuIW DuLaToR WITN ANTI-TUYOUR AUD 
aNTI-nNTAsTATIcN??EcTs 

N Hartlev-ml, P I Christenaeon', J T Iaaace* and 
T Ichikawa*,Kabi Pharmacia Therapeutics, Sweden and Johns 
Hopkins, Baltimore, USA 

Linomida, a 3-guinolina carboxamide ie at present 
undergoing Phase II clinical trials against kidney 
cancer and during autologous bone marrow transplantation 
after AKL. In both mice and man an increase in both the 
number and function of NR and T cells has been found. We 
have investigated the effect of Linomide in various rat 
prostate cancer models and the mouse Lewis lung tumour. 
Lincnnide exhibits a growth inhibitory effect aghinst the 
full varietv of Dunnina R3327-models i.e. H-hormone 
sensitive, bT-1 & 2-a&plaetic hormone insensitive, 
NATLu - metastatic to lung, NATLyLu - metastatic to lung 
and lymphnode. In the MATLu tumour model Linomide 100 
mg/kg i.p. caused a 40 % reduction in the number of rats 
with lung metastasis when given from day 0 and a 20 % 
reduction when given from day 10. The average number of 
metastasis/lung was also significantly rgduced, e.g. 
Control 28 f 3. treated 12 f 6. In Lewis luna 100 ma/ka 
p.o. given fr& day 7-11 caused a 30 % red&ion of'& 
primary tumour and a 50 0 reduction in the number of 
metastasis. 
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Antiinvasive adivity of deqaalinimn on K1735M2 melanoma 
cellsinvitro. 

HELIGE, C., SMOLLE, J., ZELLNIG, G., FINK-PUCHES, R., 
KEXL,H.and TRlnX4RT.H.A. 

Signal trawduction wcadw involving proteinkinase C(PKC)are 
wnsidwd to mod&e cellulnr activities wt for hunor cell 
invasica. In our shldy, we have invwtigated the effect of 
dequ&nium,a~otea~PKC inhihitor,on K1735-M2 melanoma cell 
growth*-. aqmhon and invasion in vitro. Inwsivmess w&s 
tested thfoagk cc&oatation of mslsaoms multiceMsr spbe-roida 
with embryonic chick besrt tiswcc. Qmitstive evsbutioa of 
iavssicm wn performed by u&g s wmpu&md imsge saslysis 
pmgma. 2 FM ckqualinium exhibited s considemble sntiisvasive 
effect, w&b WUI isdiuted by vmiow nmsurisg psmmetm. 
Inhibition of isvssios is nuggmtsd to be due to impsinamt of b&b 
mehnouu cell glxmtb sml directiolul migrslioa. ultrsstNchusl 
isvostigstimssbowsdtbat~umuusedobviouschngesia 

t&o&is Thus, is sdditioa to ss inhibitory eftbct of 
Lum ‘011 PKC the in te&eacewithnminn&ocho&ial 
timctioesmiry accoantforthemtiinvasiverctivity. 

4.032 
Regulation and function of metastasis-specific cell 
surface molecules. 
U.Gunthert, M.Hofmann, M.ZBller, W.Rudy, S.Reber, 
P.Herrlich, Basal Institute for Immunology, Grenzacher 
Str.487, CH-4058 Base1 KfK, Institute for Genetics, PO 
Box 3640, D-7600 Karlsruhe 1 and DKFZ, Institute for 
Radiology and Pathophysiology Im Neuenhelmer Feld 280, D- 
6900 Heldelberg. 
Surface molecules mediate almost all Steps necessary for 
tumour progression. With mAbs specific for surface anti- 
gens of metastasizing cells the cDNAs for two metastasis- 
associated antigens were isolated. One encodes the 67k 
laminin receptor, the other a splice variant of the CD44 
alvcoorotein. The laminin receotor mav be differently 
ko&fied or in an altered configura&n on metastasiiing 
cells. Whereas the standard CD44 receptor is widely dis- 
tributed on nonmalignant cells, splice variants, carrying 
additional hiohlv hvdroohflic extracellular domains. are 
found only on*i&asive turnour cells and on very few-non- 
malignant cells, e.g. proliferating keratinocytes, alveo- 
lar macrophages and-in-the proliferative zone of the 
crvots of Lieberkiihn. Coinlection of metastasizinu cells 
ad-a variant specific mAb*retards metastasis foniIation. 
cDNA transfection renders nonmetastasizing Cells 
metastatic in the rat, using the Spontaneous metastasis 
protocol. 
Reber el al., Int. J. Cancer 46 (1990) 919-927 
Gunther et al., Cell 65 (1991) 13-24 
Hofmann el al., Cancer Res. (1991) In press 
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A FREEWAY FOR BREAST CANCER CELLS ON ROUTE TO 
THE AXILLA. 

Unlike the blood vascular system the fine 
lymphatic system of the human breast 
that of skin, is potentially open-enielike 
(Histopath. 16:533,1990). Close junctions in 
the walls of its finest vessels can open 
passively, in the presence of stromal oedema, 
allowing the free passage of fluid and its 
content into the closed drainaqe s.ystem. This 
may render active intravasation of-cancer 
cells suoerfluous. 

The s'tructural relation of ductal carcinoma 
cells to the various parts of the fine 
lymphatic system will be demonstrated on light- 
and transmission electron microscopy of per- 
operative biopsy specimens. The significance 
of the position of the cancer cells to their 
possibility for further spread into the 
closed drainage system will be discussed. 
(F. Hartveit, Dept. of Path., University of 
Bergen, Norway). 

4.036 
ALTERED TRANSPORT AND PROCESSING OP CATNEPSIN D 
IN NUNAN TDNOIJR CRLLS NITN NRTASTARC WQloRpE 

CCiro Isidoro, #Angela Mesiti, *Andre j Hasilik and 
HgPrancesco N. Baccino 
C Dip. Medicina ed Oncologia Sperimentale, Univ. Torino 
(I), * Physiol. Chemie Inst., Univ. Nuelutcr (D) and 5 
Centro di Immunogenetics e Oncologia Sperlmentale de1 
C.N.R., Torino (I) 

A critical step in the metastatkc caacada ia the 
degradation of the extracellular nmtrix and basal 
membranes, a process for which proteases are raquired. 
Among such proteases cathepsin D hes strongly been 
associated with the degree of malignancy in various 
turnours. We have analyzed the transport of this 
lysosomal endopeptidase in hepatocarcinou g$pG2, 
coloncarcinoma HT-29 and breast cancer HCP7 cells. The 
level of cathepsin D secreted into tba radium ranged 
between 40 and 60 per Cent of the total amount 
produced. The secreted proenzyme showed enzy~ activity 
when assayed under acidic condition. Pulse-chase 
experiments indicated that secretion of procathepain D 
was an early event and increased along with the time of 
incubation. The intracellular transport and processing 
of cathepsin D showed relevant differences among the 
cell types considered. 


