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Summary 

Chapter 1 compr1sc.s. a gerlrral tnrrroducr~oai lo rhlc Gclcl at \cudv drrd dr.~iulbc, 

111~" 811315 r h ~  S C U ~ ) ' ,  

11.1 chapter 2, which rs like marerl'lh .ind mcrhort pdr~glaplr 111 thns rllresnz, \\e 
describe ~ l ~ e  r c l ec~~un  01 specific colon crypt cell s ~ l b p o p u I . ~ t t ~ n ~ ~  %4{1d si)rllC 1111- 

rnunl.cal~oll prorocolis. In order ro obtain moncsclun.rl anzzhodmc.\ ,rgatnsr rrnrar,t- 
rillre Istern) cells, mc rrled to c i~n~ i~ lnce  ccrllrrarorx c v p t  cell .lcrrrgen> durung 01 

pfiiol to IrnmLllltLdrron ~ i i ly  of 111 vi~fio \ut'lecrlon uC rlae irnnnulrc rc5polla Lisrng 
cyclophosgham~de and by antibody blo~lrntlg of con3n11013 Clyrpt CCII  dn~~geil 'l  
The obtnlned ~ ~ a ~ r i b o d ~ e s  ale ~lescribed I i n  ahol lr. 

Tkic: airn of the sriidrr de>crtbcd In chapter 3 was to develop monoclonal anii- 

bodies tlzar recognire arangemas on utnmarure crypt L,usr cells, 013, rluc a>\unuptzolil 
that in a neoplasual unrd~t%krenriated huc not thc rcrrnr~iu.llly dlfSelenti.uccd cells 
wdh be tesl-ronslble for turnour plogrcsslorn. Wc ~ ~ s e d  coloil cl-ypc cells wlzlcl~ 
were isr~laced frrln hurl~an coluranc inucosa by 133 1'A/kX;'TA ~l~cnlr,atio~r. 13y 
stepwise harcebtang, crypt base cell rnl~chccl fractiolrs werc obtalnccl, ,utrd . ~ f ~ e s  
~~.rcubatron witla antibod~es Jgainsr dornmi~~nr anllgcns, uscd '4s rrnrntrntrgcur. O f  
one crypt base cell specll;c atlril-rody (5E9), thc re,ic-cive cpltope ,~ppcancd to bc J 

null-termanal inrEEollyJr,ate 111 the trrucio dl-glyc~ns (IS the ~tr lan ? ' l~r c~sriol>c 

sccrvlcd nor to be colon specific, b ~ t t  is cxpreisctl rn a varreqi o f o ~ h e r  ilssues. 111 

colorccral carcinon-rns, 5 E3 rrnn~unorcaLtl\lry rdelxnlicd a 3ubgtowp of palncllt3 
wirh tendency for worse progrlosi5. 1-hss stludy 5laow.i rlra~ wr ntlc~~~ll;ecl '1 irnu- 

cin associnrcci rnaturarrall eplrtrpe rrr co1crr.u~ cl-ypr ha5c cells, of vi~hlch ehe cx- 

P ~ F S \ I O I I  111 coI~)rettal CATLIIZC)IBI.I stage Dirkc\ 12.3 m;lv hc ;a\zocuarcd un,~tlr \\or \e 
prclgno\i.; 
I,-CAM, also krzown as L-cadherin, is ,I ccll ,idlresron ~ ~ i o l ~ c u l e ,  ~ i l l l - r ~ i l r  1% ex- 
pressed .I[ the 111rercel11~Ids bonders crl  mo\t cl~tnhc.ltal iclls. In c~t1~lllorla.l cell 

llncs PA-CAhl has bccn de1~1011stl-.a~cd EO ,act JA I O I ~ ; L $ ~ T ) I ~  \ L ~ ~ ~ I I C ~ \ I I I .  111 r)~<lcl 

ro drtcmmllnnr whccher oi rloc L-(:AM expression ~~z lgh t  dr\tiilg~~lslr hecwecii 111- 

VP~IVC aPld rlon-in\as!ve or rneta3t~al~c dlld ~lotr-~m~[,i'rLdtk~ co1011 a~ctr~k~sn-ul. an 
4 we rrudned I--CAM expres\ion In nlo~ rnal color> IIILICOFJ, L O I C I I ~  J ~ C I Y I ~ -  

mas wurh V.ZTIOLIS degree, O ~ C I ~ S ~ I J S I ~  and col~oul Larcinorn.rb Y-ry rnlrla1n1lohnsio- 
clPznrrsrry, u s ~ n g  the 6F4E 1no)ruoclonal a ~ l i t  I -CAM a n t l l ~ o d ~ .  Norrndl 1nt1~oS.l 

sl~novlred everlly d r s ~ r ~ h ~ ~ t c d  ~ I S L I I I C I  1,-ICCrlM lmm~uiwr c.ucr~\ 19 ,ilurrg 1iatclc~lIul.11 
borders In  .ldenomas af well ,as c,u~ci~lo~rrds J ~irnll'xg 6 h~rt1$$1 w~dkc :~  CXPI c5f1011 



W ~ S  ob3s~rvcd ' j . 1 ~ 1 ~  parrein showcd a trend ro decoeasc ln parallel ~wrth decrrcls- 
11-115 L ~ ~ ~ ~ C ~ L F ~ L ! , I ~ I O I I .  1*$0 C O F I ~ ~ ~ ~ I O ~ ~ I ,  however w a  fourad wldr h k c s  srnge or  

ai-c,l w l ~ h ~ n  the. trimrlur. I n  iurnc- C ~ T L I I I U B T I ~ ~  [.-CAM was expressed ,zr rhc Iun~r- 

1131 511rE;cc o f l h c  cells In othsrs L-CAM expressJon WJS nor YTOuild. 
I n  chapter 5 wc d e x r ~ b e  I..-C:A.M errpressrclcl In lymphogenour anll haen~acoge- 

nou; rnuracrasrs r ~ f j a ~ g c -  IruwcE adcnocarc~nomas, using an ~ n d ~ r r c r  ~ n n m m n o p ~ r -  
ox~dase  rncchr~ct wtrh she imonoclol~.al antr-1.-CliM a~aribod\  6F9. A11 scutfied 
anerdisrases- lympllogenous as well 3s hdenld lOge~10~~ -demonserared I -C.m 
Lmmun(lreaCtlvrry I I I  ;2 pattern comparable to  rhar of prlrnaly turrlcrurs. Inrratu- 
rnorlr lircilenogetaei~y 11: exprcssron was rrorecl, wrrh riorrsl'~l i~i terccl~ular ,  a p ~ c a l  
(non-frlncciotzal) li>cally negaclve arcas Irm the sal-r-rc tumauur. 
'l'l-rc da1.1 indicate thar p r i rna~y  turnouts a n d  rhcir metaslases d o  nor differ ~ t r ~ k -  

1ng3y in [lzeir pznrrern of  1 -CAM expressmn. This  w a ~ ~ U d  he csnsisrerll wirh trarr- 

srcllr ra rhe~  ihan colisriculivc down regularion of L.-CAM rn invac~ve al-rd mera- 
st,ltlc C J ~ I C C T  0 ~ 1 1 2  

'rlrese rcii~lrs crl  both ztudics S I E ~ ~ C S F  thL1l L,-C:AM expression 1s d~sregulated or 
lo\[ as a n  early pbenr in  the dewclolrrnenr of  color1 rleoplasi~ and rndicate that 
I .-C:AM exprrssiol~ docs nloc correl~ce with ilnvasive oi- mcrdbcallc potent~al .  
ISa C V I C D U ~  In vic ro and in vivo ~noi le l  studies h~wr  &own c h a ~  when I<-cadherin 
expi-essIon r tn  carcinoma cells is rcduced, lnvaslve behaviaur ensues. T h e  sicua- 
r1ol-r in I ~ L I I I ~ J I I  Cancer in  viva, however, appears ro be more c o ~ ~ z p l e x  as inimtl- 
n o h r ~ c t ~ c l 1 c u n 1 ~ ~ ~ 1 I ~  detcrrn~nccl E-cddherin expressiorl in ~ a r i o ~ i s  c~uclt>ornas, LII- 
iludinrg coloscclal cdncc:., does rrot always correlate wlrh invasive g ~ o w t h .  Loss 
ol'ccll drthcsiolr during inv,lslon i n  spitc of' E-cadherin expression might be asso- 

ci,ltcd wit11 a de lk~t ivc  cGadl~er~n-catcnirr comlalcx. In  chapter G we cxnmlned the 
expression oF IX- ,tnd p-catenill In comparison with E-cadhrrin in caiorecral ade- 
nomas and c,usclncrmas arrd i12 1ympl-r node and  llver mecasrases. 
t rz ~~orrru.~l  colora r-rlt~cosa, a- dnd P-cdccni~i ~ ~ ~ I ~ I L I I I O C ~ ~ C C I V ~ ~ Y  L ) L C U ~ ~ L ' L I  nltrnig 
i hc  I c ~ ~ c ~ . ~ l  p3,15111~ mernboauie of  the cparl~clial cells, 111 .I peltterll udcnsic,~l ro F'- 
c,tdlqc.~~n st'rnirlng i.1 \ l n i ~ l a ~  parrean wnh ~ ~ L ~ I I C I  in C C ~ I O ~ ~ C I ~ I I  ; ~ d e ~ b ~ ) l n d $  a ~ l d  In1 

i l ~ o u  m,~lrg~~a~nurcs.  111 gc.i~cr.al, in neopl,astic cpitlaeli~, [hc  rardjolity of the cancer 
~ c l l s  ~li\pl.ii)rsd .i 11orm.d (n1,rc~hing) lracrcrll of ri-caclhcrtra arc1 wten in  cxpl-es- 
\ I O l b .  

Wc co~lclucle t l h , ~ r  llle pnrrorars ol exprelrinn oF1+,-cadherira, and a- dlvd p-carcnrn 
arc hlghllr \L~TI I I ,LS  011 L O I O ~ ~ C S . ~ ~  11eoplds111~. Tlus ubserv'it101-r 111CPic~ates ~ h a r  
inw~sion i l l  c o l ~ ~ ~ i t . t l  wncer  ah irot pdrallelcd by consustelir Iross ~Eeliprrtss~orr 01' 
rhc ~ X ~ I I I ~ O I I C I E ~ \  ol ' the cad he rim^-carenin cornp/ex. 



Samenvatting 

kloafdstuk I geeft eeir dlgernelic ~rrlcidliiz~ k,esclirijii hzs doel v,iii iict 
orderzoek dar in dit proefschrift wordr beschu.r.\.cn. Iiii Iicii icaiikcsorider7c>ck iis 

~ n r r l  op zoek naai! iiianaeren 0111 die ge~wclleir re i-icrlíeriiicnr ciic riCli i11 etiu 
vroeg siadiuin mitza~iieri Wij lrctrben ons beliggcl.zocidcri ruler kdiikca  ai^ <ir 
dikke daiïiin cn hcbbeïr orideiïoazhr, of het ~irogeli~k 15 o111 .iJir cbc kaatuci \-AI, J e  

.iariwezigheid 0l?~~did~re/7r:~c~.de c - ~ l i r ~ s  een voorbpelliiig re iiucri ovcr Ilet 
gcdr,ig van een cuizior (hooftisiiuk 3 )  en of~ools~1~1lei1d.c w.iaicie k ~ r i  woiderr 
toegekend dali de ad~iwe~ighi'id vctii  rud1I7P1-zt (Im~3ifcisrttk 4 ,  5 en O). 
Irr hoofdstuk 2 wordcii de rccilii-iicken bebchrcvcii die 111 i l t i  oinderzock gelirunlír 
zijn. DC heklcdilig valil de dikkc darm - die in plooicrl (rtyprm) lig( - bcsa,i.lz ur l t  

\,~rschilleiide cel~oorterr. Llir d c ~ e  celsooi lerr hel~hsni we gepioliee~d d i  

zugcnnarndc stixmceloe iisoEerem~, die zich olidei- a11 de ciypr hcvilitl~. lol d e ~ c  
sran~lcelleru vindcon alle cclleii v;iii cYe darri~bcklediai~ huiii ca«ihproiig. Isoldtie v ~ r i  

st,irnccllerl oars met gelukr. Wel zqri we erril gcslarrgd oiyprhodrm, tc iiolc~cil, 
wadi-iri L I &  de SC~FIICCI bev~ndu n a d \ t  cclleiz 111 ecn i Leeg oi~tw~kkclarigs~i,tdiriiïi 

(a ~ ~ g ~ s f i f i m n  t t ~ e r d ~  cellej~) . 
Teveils bescbriif ik cnkelc ~ilaïiieiera urn i~i i i i~ei i  ie gebriiikca-r Irocia lier t-i~nlicii 
van door oiic iiadea gedefinieerde u12tzil6-i!tzirlm Pionrilich~niueii l i j i >  e~wir~eiz, 
gericht regen lichaamsvreemde ~toflerr. Door iii>~iidrl VAII /zS~uur/~g krniirreli d11ti- 
Lichaniei~ onder de iiinc~o~coop dc aa i iwe~i~hcid  \ r c ~ i ~  JergcIijke SLOITCI~ ~.icI~rt>aa~ 
rnake~.r. Enkele antakicharnen die we op die anairie~ I-iehbci~ verkregen ~rioadcei I i a  

liet kort beschreveii. 
Her doei vaal hec oiiderroek dar l a l  I~oufdstuk 3 il>c\chrc.veri u, ordt, \vei\ cc11 
aiiiilicha~iii re orirwilltkeleii drir ongrdifieici~iicritle* oryprcullcli E~ci kcait. Mclr 

rxecriit ~ iamelr~k aan ,  ciat irr rci-i licr~irkciige~.wcl dztc orugctliIEeicturiici-dc ~cllcii 
\.erariWnoidciijk ~ i j n  wuoi dc groer vaia de irlihii-ror. E3ir I ioof<is~tik bci;clirijlz o4c 
ke~ l~a ie~ . i<e~~  van zo'r1 anr11icYldarn (5123) 51-9 bleek ccrz \~iiLca-~l trcp [c  

herkennell. die izier alleen op Jarmcelleir vocrikoiiir, TIPII IP .  C ) O ~  013 ccl lrn vali 
alidrrc wceFsels. We Iiebbeoi eci] groot aarii,~l kw,l,id;r,~rJigc olibl;ccl,iriii~;c~.wcllen 

Dc resultaten Iijkcn ercly zc: wvi]/en~, dni  51,9 c~-r;i~ikle~~irlig geeft .rrctra 

qeLwelleri v311 pnc1entc~1 IIICI cc11 i io~lele l e v c ~ ~ s ~ e ~ ~ v ~ c l u ~ ~ i z g .  
CfL&cnriP i z  een molecule tj.11 rorgr v001 de v c r b ~ n d i ~ r ~  1115\~11 ceIIc11. 111 1cwcl~cii, 

varr kWdadaardige celleri is a$~ii~e~oiurid Ja t  cdLliicritic vt,orkcii-ili dxt k,iiiltcrcellc~i 
,,iLla welsprel.deir. ani erachter [c Icoincn ul-cdI?e-iiric laci u i i d ~ i ~ l 1 c 1 ~ ~  n ~ d ~ ~ l . t ~  



1 1 1 ~ ~ 1 1 1  W C I  en uiiet uit~aaicirdc eclleri, ilcbbrn we ti l  hoomstuk 4 dc 
aarrwc~ighciil van czidl-ierun~ orrcier rochr 111 r~or~ni~~zl 's~q~~r"""uEsr~,  goed- rn 

ku i t~n~ l~~~~~- r i~~c~eztc /eL l~~ i l i . r i  vaii d r  dilthc J,iin-i In normaal iliijrri\4tcs I-icbbci-.l wc 
cadlic~ P I I C  dool  inic1de3 ~ 3 r 1  M C L I ~ I I I ~  aarrgcttr<rnd. gclijLrria~ng vcrdccld langs lic 
wairtleii W ~ J I I T I C C  C C J I C I Y  a a i  rlkaar grcilseil lil goed- en kw~idnarcilgc ~ C Z W L ' I I ~ P I  
W ~ X I  CL B . ~ T I ~ I C L I ~ I I I ~  gel~jk, mmr ~w&kcr.  I-ie'r d~nlkleurli~gparroon leek i~iindrr  
dusdclijlc, n.iaiiriate I-ict gr-rwrl inuilder ~aizawrickc~J was. In sorninige gc/\wcllrn 
h l c ~ k  CAJIIC'UIIIC *C)OI ~e komm lang& clrc celwanti clrc geer? conlact m.iakt nici 

butarceli~n Andcie ccllei-n ~ o a i r ~ l r i ~  hclerna,il ge~n.  catll-ieiiiae-ancil~leurii~g. 
111 hoofdstuk 5 Iicschi~jf ik cnillierinc-aaiiicleuiirig irr uiriAziilirgcri van 
drlcltr-clasinge~wc11c1~ Ril clic tiwrilorruu xnourtlen ee.nrcllcic. aariLlcurin-ig ais die 
~ ~ Y O I I C ~ ~ I ~  V V C ~ L &  III dr ooibpuoi-ikelij16;e kaimkcr, hoewel ei- hiririeil de tu1xïor 
~ G / ~ I ~ L ~ C I I  LtdrcII d ~ i :  rneci 0 1  I I ~ ~ J - ~ P ~ C I  w r k  aarilcle~irilzi~. I:cii verklaririg hicivaor 
rou  k u n i ~ ~ i i  rijn & L  I I Y  Iwrikerceileii clie ~lc1-i vcrsprcidc~-i v»i-di aiitz'uiingeri 
/oigrij, ~'~clhcirric I I K L  defiaii~lef, niaar tij~delijk woic!x olirdcrdrcnkr. 1)e rc.>cnltaren 
vari X I C I ~ L  c ~ i ~ d e i ~ ~ ~ c l ~ ~ i ~  /«dis ~ C ~ C ~ I I C V C I I  111 de 1100kIs~~1kkeiii 4 c11 S s~~ggei-ertra 
d,ir c,idhci ii~emolcculen vioeg in clc oi-ilw~klieliiig v x r  cl~lckc-dal iiilc.~ni;~r i11 

A , I I I ~ ~ I I  , I J  11ci~ie11 O ~ Y C I  ~WLJII ICII .  L3ddriiLm~t 1l1k1 de aanwezigheid van iaciheriiile 
irrer r'linei> ie h'111gcn ii-icr ccii neiging tor tiirraalcn. Eerdrie sr~idies ,i,iii 

I,ibtri.iioi-iliiin-inoiiclllcri Ire1~bci-i aar-igctotriid c8nt k~iikerccI1~*lli ga'xn iiirsdd~iei-i als 
ï c  unincZci c.~dlrerinc be~~rrreir L2c situ,iue in hrr  riïeiisePijk Ii~fi.iain blilkt cclïrcr 
~iig~.wiI,líc.ldci. We J l r l~ l i en  uilrrriers gc~ien  clnt cdtiheiiiie 111 uerscliilllende 
k'iirkelsoorneli, wa,iroiidcr Icaiiiiei vaui de dikite riaain, ,~nwe.trg blijft C C P I ~ L ~ ~ I ~ ~ S  

ecli irclging lot i~1i17~1~ie11. / > i n  vellies VJIT crlbiridii~g zou te rnakcn kui~rreii 
hcbbeii nirL eei1 veic~ocwd cadlacrii~c-cirse~llmr coi~rplex. Carclrlnes ver7orgcn de 
VU L I I I I I C ~ I ~ ~  .ciisi~.ii c l r  c,idhcn ii-tes cri tlcr i i iwz l~~ t~gc  vdn de CCI. Men hceft 
.ilingcaooi~d d ~ t  tle c'1c2heriiics I i r r l z  rol iii de cclbirndirilg ~lleeil  i11 coinbi11,iric :nec 

dcic c,rtciiiilc% I\iiriricri spcle-n. 
111 Iluor>lds~iil, 6 h~libcra tv i j  de: .u,iiiwer.~~l-ieicI va11 OL- eia b-cacc~iiirc r 11 ioii i l~ii i~~tie 
E ~ I C X  c.lclhic~ I I I C  U I I L ~ C T I O C ~ I T  [ d l  gtred- eii l í~~aad.i . i idi~c d~lcke-ct,~rrri~e/\\~cllci~ en 
I i t i i ~  tiiit~liliuilgen. l ia. iiui in.1~1 .5lrlrnvllcs vaai dc dilthc d,ii lai rwci d Laieiiiilc  ia 

. i , r i l l k l ~ ~ i i t ~ i  op clc~cll~lc p1:i.ii.s s~ci~tbaar  als c,xdl~rr ine. I>ii,cllde becl~1 weid 
gt/ileii in ,illc gtrcd,i,iiidigc era iii  dc nlcejrc I;w,i,~cI.i,~rdn~c ge~wclleii Wc 
L O I I L I ~ I C ~ C I C ~ ~  ~ i d i  ULI hct  . I I ~ C ' I I ~ ~ * P U ~  de k , ~ ~ i k e r ~ ~ I I c r ~  cc11 ~ve~ee:illiou~ilit~gc 
.~.iiiklc~~iiilit-, Y~.III  c , i ~ l h e i r i ~ ~  en S ' I~ ICI I I I IC  tlcr[oiacil. Dor wijst ertrp, d,rl wnrzaa~irmg 
v,rir k,liilliei ir,2i1 de dikkc d.iinir iiict verge~cld g u t  v,rni ecri tïlijvrild veillcs v,ln 

< d~(/11'1 LlIC.5 <DI C,1IC!llllC\. 


