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B oOTEW AT 5 autoregulation BELELET 5
ERRE L, MEEIFMREiEN GOTO Milax T, b
oY EVICE 5 PN-1DBETREFTEE L @EHT L
foo bavEVRIMERET THEE L GOTO Mg
ZBWT, PN-1O mRNA VRNUVEEIMEE S T &
DR T X1, RIZ, PN-LBEZFOEREBERATGHERE
W T zF5—Fe LE—-F—RI7 - CRESELT
523 FEERL, GOTOMIICEAR o v E Y
TRIBLIcE A, BB L TEEREEORS
BEMIEDShEh -7, b vyEvick 3 PN-1
DORBIZFREFENZ, BEERBETREL, BERHAT
BEETHD I EMREEINT,

]

WA, [MEEERO key enzyme D—2TdH 5 +
oy vy, HlREECEET AEFEOLE TS —%
NLUT, e BEBEEERTICEPHOL L
1P, R BLTE, to v E Y sSHEREE
FEA B S ¥ 5 Z &5 Cunningham it & » TRR
3, boviEyOHAi inhibitor Tdh % Protease
Nexin-1 (PN-1) i, #icBEREMEBRELE
T3 EBMRVHENLDY, HEREc LD,
KRR IC S PRMERICS, oy EYOFERKE
Th57oborrE PN-1OKERMSTHS N, &
FEATEBICHEOHEFAMENEFELEL, MREROD

MLt > TEETH B EpREhic® P by
B3R ERE B3 T &k BRI IEREE
Wy + o 7F2EBREL, FIKPN-1BtovEvEH
ELTHERYF v 72ERBLTVELEZL SN,
AE DI NS v 2, REMD 5V IIEEEEH
DOIOMERBBLERICFELTWEEFEL LN
309, mEERIC B APN-10REALIE ICBi T 5
BREFZIBEAERINTELTOY, ZOSFHEED
FHIPHSMITEN TRV, FHETER, tore
YLt 75— EPN-1%2HLICHE L TV 5 HERMR
EFVE L THEFMRERGOTOMBEZHY,
o v E VRl X 3PN-IBETFHREATRE R
L7
D I ~

MR HIRIE RGOTOMBI DL & X, 10% Y “Ha
RinEZ ML -RPMI-164085#0 %2 WV, 94 71
A5 UREHLUIEET 4 v V2l TTE » 7
5% CO; 41 vFaxX—FRICTT0-80%DFEHEE T
R LK, RIBERICERL 7o MERERIEE,
Bl s [ %% phosphate buffered saline 27T 2
EgeE L, FEMERmMEtIcE L, bo Y EVE
BicRMEREOTF, b s borEy (Sigma,
T-7009) 100ng/ml (¥31 U,/ mlE2) %2&HRML 7.
—SERBER 0% ICHIZZEI L, acid-guanidine-
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Post-transcriptional regulation of protease nexin-1 by thrombin in a
neuroblastoma cell line, GOTO.

Kouichi Ando
Department of Pediatrics, Kobe University School of Medicine

Thrombin, a key enzyme of blood coagulation system, is revealed to have not only the main
role in blood coagulation but also various activities through its functional receptor on cell
membrane. In the nervous system thrombin retracts the neurites of the neuron. Protease
nexin-1, a strong inhibitor of serine proteases, extends the neurites by inhibiting thrombin.

In vivo thrombin and PN-1 actually exist in the nervous system. Thrombin eliminates the
excessive synapses and on the contrary PN-1 may protect the essential synapses on
neuro-muscular junction. A feed-back system, thrombin increases the expression of its
inhibitor(s) and its inhibitor(s) decreases activity of thrombin, is necessary for this system
to act functionally. We investigated regulatory mechanism(s) of the expression of PN-1 gene
induced by thrombin in a neuroblastoma cell line, GOTO, which expresses both PN-1 and
thrombin receptor. Thrombin increased the PN-1 mRNA level at 6 hrs as peak by northern
blot analysis. A promotor assay was revealed that thrombin did not increase the transcription
of PN-1 gene compared with control. These results indicate that thrombin increases the
expression of PN-1 gene by post-transcriptional regulation.

(80)



