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l)l:(;ltAl)A1 l()N ()1. A (:AR'l'IlAr;C-t.tK'[ MAI'RIX tlY RHEUMA',t()tD SyN()VL,\t. FllrR()BliSTS tS
INI{II}TTED BY (;[N[TRANSTIR WTI.H A (:[I.I. ST'RFA(:E.TARCb-I'ED PIASNIIN INHIBTI'OR. \v H
vrn dcr [:.rrt, H K Rortdal', J ]l (;rinlbcrgcn, L (ir!l l{uisman, F (-- llrecdvcld, J ,!l rc Kolrpclc, 'l'WJ
lluizirtge, l' llA Qrrax. J tl Vcrhcijcu t.cidcn, 'fhc Ncthcrlands

Joitrr tlcstrrrction in rhcurnatoid rnltritis (RA), is a rcsult of dcgmda:ion :rrtd inv:tsion oi rhc
lrticttlar canilegc by tltc 1>lnntrs tissuc. Prcviously, wc slxrwccl rhat cenrlagc dcgratlatron by
rhcttttratoid synovi:rl tibr()blirsts itt ttllrtt is plasmin-rrrcdietcrl. inrlic:rtiog th:rt plasmin nray bc
irtvrllvcd in libnrblast<Jcpcrrdcnt canihgc dcstruction rt thc invasivc fr()n( (rf thc panrrus. Ellicicnt
lntl spccific irthibition of this pnrccs rnay bc achievcd by tergcring pltsnrin rnhibi(ion ro thc ccll
surllcc of inveding tibroblests.

Itl tltc prcscut sttrdy, thc clltcts of gcnc tmnsltr with phsnlin inhibit(hi orr ctnil;rgc nt;rtnx
tlcgr.ttlution by syrr<lvial tibroblasts werc invcstigatctl.

Synovial tibntblasts wcrc infectcrJ with l replication<lcticicnt rtlenoviral vccror cncorJing ;rn
Itybrid pfirtein consisring of :r p()(cnt plTsnrin inhibitor, bovinc plncrcas rrypsin inhibiror (tlP[l),
linkctl to thc rcccptor-binding anrinorcrntinal tmgrucnt (AT$) ol unrkitrasc.type plasnrinogcn
lcrivator (trPA). (icnc transfcr with vectors cnco<Iing only thc ATF or IJPTI p:rrts wcr€ usc<I to study
lllc cilccls i)i riPA rcccptor-binr-ling ani.! plasnrin inhibition scpanrely. A r.rdiolabclcrl carrilegs.iiic
ntatrix was uscd ro srudy fibroblasr-depcndcn( canilatic dcgratl:rrion hr uitnr.

A'l'f.llnl gcttc tnnsfer rssultccl in t'16Y" dccrc:tsc of uutrix dcgrrd:rrton (p<o.UoOl). BPI'I gcnc
tmrrsLr;r slighrly inhibitcd tlcgndatit>n (.ll%; p=O.02). irnd A1T gcne trensltr ditl nor iuhibit
tlcgr:iihrion :rt :rll. Intcrltrcncc with bintting ,ri' ,tTl..8l,fl ro thc rcccpror by I spccilic rcccptor-
llhrkirrg antitrutll' :rlicr Al'li.llt'l'l gcnc rransl'cr l'csrrltcd in en inhibition lcvcl sirnil:rr ro rlrlt
oll*-ryrd ;rttcr Ulrl'l gcnc rr.rnsttr.

'lltcsc rcsttlts:ltow that tibnrl>last-rtcpcn<Jcnt cartill6c nr:r(rix dcgr.llerion can bc inhibircd
srgrtrlicatltly lly gcnc rrensttr with r plirsluln inhibitor. This ctltct cln bc tnarkcdly tnrprovctl by
llr8clitrg l)lir5lutn inlribition to thc ccll strrlicc. Itt t,itrr srutlics will bc carrrcd rrrrt to irrvcsrig:rrc
rvltcthcr tlris conccpt cen bc applictl es a thcr.rl>cutic strarcgy in l(A.

l)lsckrsure: work rcportcd lrr this atrstract w:rs supported by:
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