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tLmz4lrigenj.c ax-d relatively Iwnnal 
counts . me imaortal bit 
m-migenic human bladder wmthelial 
cell lines HCV29 and Hu609 wereampared 
with the immrtal, tllmxlrigenic1ineT24, 
and the mortal, non-tlmlourigenic line 
Hul752. Slot Blot analysis of basal levels 

n#MAs dmmstrated that the 
mn-tmmrigenic lines 
20-fold either c-or 

while T242v both of 
CnmmlEs -. TPA induced 

c-fos lx& &t c~ RNA in KV29, Hu609 
aGY24 while both these cmqenesmre 
indurxd in Iiul752 (Skcuv et& -J. Cell. 
Biochem., in press). Scuthern blotting 
revealednorearmngment or amplification 
of ths cs genewhichmightaccumtfcx 
its ovmqzession or lack of TPA 
inducibility. Severalotheronaqnesalso 
appeared structurally intact and 
unamplified. only T24 demnstratefl a 
mtatia-~ at ccdon 12 of the H-ras gene. 
!Ihe mechanisms of the C~aiiTC-s& 
overqxessicm are under further 
irnrestigaticm. 
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In order to evaluate the roles of 
individual matrix ampmentsduringtumur 
cell invasical,weexamimd thebehavialrof 
seWxal different metastaticlnurineturKnJr 
cells seededcntocollagenIgels czontaining 
aseconddefinedmtrix amponent. After10 
days of culture, the lxmlbers of cells which 
had invadedthecatlplex gelsandtotalcell 

numbers -ea~mtes isolatedfranbasemn sourcesgave 
asingular pranoticn of invasion of the 
omplex gels for alltmxrtypestested, 
with more highly m&StdtiC variants 
exhibiting further erlhama i.mc3Si.on. 
Depeding ca~the celltype,hyalumnicacid 
gave eitheramryinalpramtionora slight 
suppression of invasicm. Iaminin and 
chcndroitinsulphate gave m effect ora 
slight decrease, while addition of collagen 
IVled to a demease in all cases. 
cunparimof the effects of dextranand 
dextran SuQhate suggested tha negative 
chaWl?!zsewas~t~~~ 
sulplmte appears to have 
importancein~cellmatrixinvasion. 

Sqqxted by NM-CA-39611. 
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-tic drugsaffectnotonly 
thetumwz cell itself kutalsothe collagen 
matrixand its ampalents. mesukmnal 
capsule assaymthodoffersanewmodelfor 
studyingthe effect of differentd?Cugscnl 
m&rixstructure,distributicplard synthesis 
and theirmodeof a&km. 

In this study, mamlary tumourswere 
transplanted into the renal capsule of 
-tent miceandratsandsubjeckd 
tochemotheapy. Theresultsskvedahigh 
transpl.antsuccessrate withprimrytmmr 
SW being retained. DJxlgs having 
limited effects, shawed presemed tmxr 
basment m&rams, modfxate drugeffeds 
werereflect&inthiming orthickeningof 
thecouagenIandIII positivefilxes. As 
slmwn in th.isstl.Ciy chematherapeutic drugs 
causealteraticnsinamuntardstructureof 
coll.agmmatrixdepe&ing upmtheefficacy 
of the drug affecting the smvival and 
grakhofthetransplantedtumur. 
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&ncerpatientshaveelevatedserum& 
urine levels of a 6kDtrypsininhibitCn 
called tlnmxrassociatedtrypsininhibiti, 
TATI(Stemnan & al- Int. J.Cancer,m 
53, 1982; Huhtala et al, J. Biol. Uum. 
257: 13713, 1982). Expression of pmteaee 
inhibitors in cancer is associated with 
jnmea%d pmteaee activity. of earlier 
knwmproteasesonlytryp&nandacrosinare 
MlY inhibited by TWI, but these 

!zzzes 
arenotkncwntobeexpressedby 
*have therefore sea&led for 

~p;oteases reacting with!mTIandI-KW 
identifiedandcharacterizedsuchapmtease 
in fluid frannuckmm ovarian cysts. The 
substate specificity of this protease is 
similar to that of trypsin. Incontrastto 
trypsinithasapHoptimumof10andan 
isoelectric point of 4. These 
characteristics suggest that we have 
identifiedanewtumxr-associatedprotease, 
which could play a role in the elevationof 
TATIin cancer patients. 


