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K-252A 5749 B T i shRA S PHRAZ
AABRRAREEE-TRAEETORNE

Pi B AR,
AKX R K-252a 69K BARAT A, HITEMA TEBEFER. X
AR RERRGH k.

10 KAKRE
Lok o oot K-252a
K-252a R —#HEA 5 RHFLFRGLSP[AALFHATEL A
¥k 41489/85(US 4555402)], #4444 e X I A6 LR4L
H

N o

© oo
=N
I
22 T K-252a s ¥ A J3bdp s & & $8 C(PKC), AL % & 88 C
20 AmRARGAY PRESGHER, H LA S EY dudph] F RIS
694F Al(Jpn.J Pharmacol.43(Suppl.):284,1987), #p4 S-B &R sbtg4E A (4L
WAL 5 £ By A % 18 iR(Biochem. Biophys. Res. Commun.) 144:35,1987),
Fp ) 4 5 32 K 65 4E A (AF 44 % 2 (I Neuroscience), 8:715,1988), 4 484
BB Ve A (R AR R (Allergy), 43:100, 1988), #p#]-F &AM MLCK(£#H1L 3
25 #.&(J. Biol. Chem.), 263:6215,1988), 4% ¥ 4 /i (Acta Physiol. Hung., 80:423,
1992)5Fw 4 i, 75 7% 7 e (7% 240 F Z& £ (J. Neurochemistry), 64:1502,1995). &
iX,58 45 JL5F 50 (Experimental Cell Research, 193:175-182,1991) %A T K-
252a A A4 IL-2 = A 6955,
F 5, FMAT K-252a 9474240 A PKC 4] EH, dral BB
30 AGVEH(B AQFFEI AT R F] bk 295588/88), AT EH(E ANFFHIA
¥ & % A bk 168689/89(US,4877,776),WO 88/07045(US4923,986),WO
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94/04541), 3§ hu do ) e 4E A [WO94/06799 (EP630898A)], o il /Al &
M(B RAFe9 AT E LA Wik 120388/87), & Fiesk it 219 e 5 R
[WO94/02488 (US5461,146 F= US5621100)] A & 2t 7 5 B &% 44 % 77 4F A
[W094/27982(US5516771)]. i#it 48 5 staurosporine oximes % Beckmann &
5 HET A& AT L 69 4R K4 trindene 8- (WO97/05140).

gk ok — AR FREE. W TIRAFE, H5EGAML, Rt
fepAR A B A, Fob Rt RSB KRG F R
WELRE G AL,

M K-252a A §9F, B E4HRT &4 K-252a ST 5-4R T K&,

10 BEAAMERS K252 574 HANF T Lewis FHHELEE 4| 5461146 Ao

5621100 #= PCT /7 W094/02488 #9444, 3 P LA “1bédp 11-51 7,
SRR 151 THRAERENZT. SCREZAPBRENZAH
.

15 LAY 2 % M & 5%
MAEHRKER —FHBTHEERB, XHRE ZARKER S CEE
B AR AT Fo ik M % A £ (Agid, Lancet:337:1991). £/ X #&H 1-
PE4-¥K-123,6-W ERRMPTP) T F3 3 CBRENBTEY, HFTHHA
DEMEFKES S CRENBAREPITARBGSHBBRY. EA. %K
20 FodR P, SMAKEA MPTP T35 L ALK Btk R o S il T
(Heikkila %, #}%(Science), 224: 1451-1453, 1984; Bums ¥, £
B £4 ¥ B it & (Proc. Natl. Acad. Sci.USA)80: 4546-4550, 1983).
CEE ¥tk ET A MPTP D RABRN FHHBEM, 2 5H%ER
MPTP Ti24H3] R § a4 E(FRl S H)e Yy, FHSAREILE
25 P ehRARM KA R KSR S CREA BT § CBRBA LN &S
L,V (Heikkila %, § &K 311: 467-469, 1984a,b; Tipton ¥, ¥ L5 61:
1191-1206 , 1993). StAF AR A ERMMEE. RRMERR L THYG BS54 3-
7 X A (Jackson-Lewis ¥, #¥% % p(Neurodegeneration)4 : 257-269 ,
1995). Hiagegibziiiar, BRA T S Crstmmbika MPTP &4t
30 FAR#A. £% MPTP M ¥, X %kixs MPTP o, 2N TH L&MH
wmieeg X ¥ Wk L % £ — B A (Heikkila ¥, #3(Science), 224 : 1451-
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1453 , 1984 ; Jackson-Lewis %, #¥% % P (Neurodegeneration)d : 257-
269, 1995), Ei, ARKHEe) MPTP AdR & GHENREIA, EXAX
R EB B REEER LG ALET, TARESSCRERG. A4
B 1 RN 5 A& A AT LEE 6940, MPTP B F 5 T AKilH
S MIUEZATHAERRENHR.

ERY, # Ry 85T BGABAMWE A 28 i &4 3F AL sk ik Ap 2 7L (Bp
GABA #EAF )R 5 AIR . Bl T A58 £ 5040 65 K T A
LH(T B8 A R A AR Meynert # 24 EBIER), s TFi&Efitis
REAR & S04 K 4T Bi(basal forebrain) R " X LIE sk e 270, *F FRAWEF

10 GABA fEAYZTHBRG THRLFETHLERREEERE FIBR TG4
A g Fa(Dekker ¥, 7 24 5 #o £ W47 # 42 £ (Neurosci. and Biobehav. Rev.),
15 : 299-317 , 1991 ; Gallagher ¥, #b 244 #F+1 4 (Seminars in
Neuroscience) 6: 351-358, 1994; Torres %, # 24} 5 (Neuroscience)63 :
95-122, 1994),

15 BEEFTHNZEGER. HAREFUERPLAELTBTNE
L&) 1-(Arendt ¥, Acta Neuropathol(Berl.)61:101-108,1983; Iraizoz %, #¥
S 410 33-40, 1991 ; Vogels ¥, F¥454¥% 4% ¥ Neurobiol.
Aging),11:3-13,1990). £ FriR4% &t it F —FH YA B 25 Kae ¢
HEK, Wi FLEMRTH S AL E MK A (Choi, # 2 7T

20 (Neuron),1:623-634,1988), BE b, & 5b R ke MAHR G0 A SRR
BRBEMBABEL LN S AR THENKE, BFX@EETHREHZ
#(nucleus basalis magnocellularis) & % 3¢ 4 & b 76 = (Wenk, %47 % (Beh.
Brain),72:17-24,1996).

ZFHBRABRGHEBAREFELLATARER, mBLMZRABE

25 AR, ERERERBRANRBAGR A XFARMA® FBraak ¥, Acta
Neuropathol.82:239-259,1991; Hyman %, Ann. Neurol.20:472-481,1986), A
RERE 2 PORBANREFLHER, fAARFZTRBALITL
oy Rk 4 & & %4F A (Levisohn %, Brain Res.564:230-244,1991; Olton %, f&
R 139: 295-308, 1978; Steward %, Brain Res. Bull.2:41-48,1977).

30 ARBRE 2 THHBAE KBAR T H#F 5 ek Ba—#, HEAS
REBAF A A B8 R(Mattson ¥, 27 1: 865875, 1988; White ¥,
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8% 270: 356-357, 1977), E#, AREA T SREEFZETHHRE T
F B R A Ao KAy B 5 55 b P LB 69 4T 4 # 1G.

1. shRALZR
5 ShRIAR ZRA TR A AFREH AR, RERLNORIESD. AL, &
HEHH B EINZHREFRERRZL —FRES. SNAFBRTERL O
SHBEFTURRTRMSHRE. HlstA 2R TIUZEARTNE
8, TARETEHBAR, JATAREHEANFLY. JIRAZEN
- EMXMNRE T UY, REBEY. RRXBHPHESGFTEIA

10 B3R fo L b5 ddh.

B, SailRELM/BE DN ZRGAT B aERENR,
— AT BRI BARABIRNBY G, 24N TH
Xbked, RIABHIEZ A BN B, FFRAF P BpeyEsg i
AP, REdiRh ERBegk sk, A EYEfiR4aE 20 EME

15 5] #(Mollman, 1990, New Eng. Jour. Med.322:126-127), A& T A A2 4+ K
B T (NGF) 4 ## Wi 44 5 &2 69 % 5 & e (Apfel %, 1992 , Annals of
Neurology31:76-80). RAEHERERHEZEREHE, WBERANR T
ey, 2REAAEEL A A EF KR Y LA (Legha,1986,Medical
Toxicology1:421-427; Olesen %, 1991, Drug Safety6:302-314).

20 AASEHEHIAALERHK, OIEARBREFRBARSARDEEM
#, A-P 5% @ fo & (A-betalipoproteinemia), % FEME G = 5,
Krabbe’s #%, F Rk EHB G RHEALE, RAMER I HRTBHS,
Dejerine-Sottas %% . EMAREHAL K/ TR AL, RELEGE
Charcot-Marie-Tooth (5% £ 0., £ B +#] 5420112 & £ 5h A B4 65 F At

25 R

IV. sE-F
& 4o Bt 78 37 5 B -F(TNF-o)fe & @ e A £ -1B(IL-1B) 2 54 A4 2 X
FEFAGMEAER K65 B K. R TNF-o f£ X MR QI s Sk b P ogiE
30 A& 4%A £ N AnnRevImmunol.7:625 (1980)# Clinical Trials for the
Treatment of Sepsis, Sibbald, W.J. and Vincent,J.-L(Eds.)Springer-Verlag Berlin
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Heidelberg 1995 . i@ %A A, — % & QLIERR F MK A (Spooner F, Clinical
Immunology and Imunopathology,62:pS11(1992))#= T 7] &-#b A o1t S Fo X
HEMAE TNF-o 9B FLFRREAGETA L HERAROLIE{RR
FERBHXFT X, SHHBELFTX, REAPEMNBERPLILE S SR K

5 &, &R F R (Immunol. Res.)10:122 (1991), 4 229:  896(1985)F £ §
MERFREE89: 7375(1992).

y QL %
BZ, RERGEREAARBONAW AL EENEL, UER

10 BFBEHFK. KARERZHERRASGT .

RRBRWG, AXRHRBIRBEADN T $ sk, GABA #H
L EBRHZAGIRRAEREH RENHEY PG F ik, MEFT (G
R BAENEH A B, FMREBETFHRIIREEZVZTHRTH
FEIFIRFENBAH G, BF, XAHETHRLDIZA.

15 8%, Bidh ABBH SCEE GABA XS RMREHBAFHEW
BEEEEROFHAD MY, XEARTOHLEE. BEFZT MR
o PR KA R

ERREB, KRREGREB Y IAHBARGH &, R F kLH%
"WILH WA R VA BRA R EHILSD A,

20 RELEBRAT 3R HFeit o K252 THRIKHAA AEERIIL
BEAAE, WAL H)aTF K-252a #r4)% s, 4352988 C
#fE/7(Inaba &, IJpn.J.Surg.23:234(1993)). ERRE| LIS H A 2t
PKC JUFB R R A ) bk, {245Hh TNF-a 4 fmB BT IL-1B 4
#WHH, eH A HAARFRFOER. B, BEGbL#E ALWEH

25 RAERILHB PIvE TNF-o fo [L-1p FANGF HORLHTIEME MAE
675 ik, WY H kOISR ELDWAAA KBTS H A X TH A
BEATHARK, FRBRECHERBRTREMKL, KREBEELT X,
B R o R ARBE RN & SR AR,

AXHRAE “Wbth A" R AA 4T Hraidaliusdm:
30
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o4 A AR A ALE M 11-51(Lewis ¥, £ B ¥ #) 5461146 # 5621100
W094/02488).
10 AR “BM 3876 97 P B it Ao/ .76 77 ML Ko/ B A £IF 6574
i &t k.
AR “HEW RBBOGA/EIBEEGR/RA @Y.
4 A F54% TNF-o A= IL-1B 6f, AXFrRe4a “BELD” HBTIL
A EFRKES TNF-a #o IL-18 ¢4 2 4, R4 HEFdRSiir., sk
15 % XHERF.
AT RARE “HH” BRRSEW A Bty Rad Rt e
W A HEN TR Y Fo/Ripw fo/RBIESEH A BB B RGFEH
£ REGHA,
ALAARE ‘Rip” BEARE5LEH A BRGMEABAAL, 4
20 SUANBENTENREGMWAZRBIIZTHBTYS P/ RAER KL
¥, Hlde, 2RXRZATRA, LS CRENZAYGFTERET, R
WATEHBILREFOHBRE R RGN, S5RAELEH ANFHS
CR AP B AFBARL, e A TEEFRSHHALATAR(E TH 2R
e A THEERKERER) 3 Cakibd 2T BE k.
25 AR “3CBEREL AR S CHRYINBEROHEL.
AXFTA “ GABA #4¥ 20" #A) Ry KA TRAW BB R GHEA.
AR “BRBENBA BARNLSLRANZERGHE.
AXHA “ nbm ~ 3 K @M T #2824 (nucleus  basalis
magnocellularis),
30 MBI, KXATAGTARAPMNEREYAE S ALANE
FRGBBERARERYRARAGSL. RAELSAEARAFRGT
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EFARELT A T RAESSNALE, FHAEGT EPHRABELT. £
LR H BRI, FF ik, SHfo LRl FHHLBAKIH
AEE, BHATHEOHERLT, REALPHIRCHELLA A, BIEF ML
., AXPTEGHR. Fkf LA EBERY, HREHT RSB,

5 AANGEHHEALINTI ML RAESLPTALERHR
a9.

A} B L8R
B 1 BFlRied A RELEBRAE A HH. RTR4 ICH R
10 2Ilnm. E=f, KEX, B=f, 4P A; EFHL-3 2T
B2 BFHBeHm A RE LA B WHH. KEEH IC 2
2inm. =8, REX; B4, LEWA; EFHL-3 TEH,
B 3 ¢ 27 B 7 £ Newman-keults X3, 505 8MHHN(RE) &
EBDHARIL, B2 A(Q )W AERS & nbm 6 G W5 (L iE 4R
15 v EEF 00umABE SR - & - Fitd B, *= P<0.05,
B4 9 EFBREFESY, BT RIH, SMERGEUE
TR H( “ Les ” Y4 sk AR — X 0.1mghkg w9 H FEe% A
HSMRRERG W “ 0.1 7 VER T XHREH 6 THT P ATIEHR 0 S K.
4 Newman-keuts X5 7 848 & sy K 45 P4 . SEAmL* = P<0.05,
20 X Les 483kt = P<0.01 .
B 5 27T 4% AT RHsE - #3045 B R RE.

&R 23
EMEZ, AEABTARLHERINSH A BLLFEE2HIHE
25 BMENRBEZAEEAGF K.

AXRRKT AR BRLDH P EAZAGCAALDZH BN
REAAERLAREZIAER RN F ), ATHREBEANARTARZ
HBAH Rl B G ER R GYH., FEARH, FAPRMTEELH
LAMAERIEH A AR BRI S OB wB 4. GABA f# B

30 BREMENBAZDERAENF |, RS A RLATIHIELEH
K8 —F IR 5 K-252a 574 %

10
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SRR EHBT. GABA #i 25 RM AR Z ARG W PR
10 HBEAATEFLR. ATHAZEAGEH —FHRXEHFETHRBERT,
REMHBAMETHERERADEELARG AL ERT. MEAK
R RIRERER Y $ Ot BTy, EFEERATR
A EVABANRT, OIELELFNEG Meynert #9224 basalis F,
GABA i 2T, £FHERABLT R ARAT T HRREFZEL
15 #Rc.
R MEERERESFRBRRG—F 7 EAAARS $ LEENE
7. GABA #tib 2 AR KB EH B AZI N ERAEHSY. EEHE
R AR B, 1o AT TRE SCRRENZT. GABA S 2THK
PEBBENEAZHRIFERREFER. B, KAXALARATES
20 WMEAREREFHERBEOEAN. 2RALRRRTEFEZERR.
AKPEOIENRSH A B TRERMERRERE FRBRAZIGRE
RB TG Ah et RE T Ak S CREH 2. GABA #iv 2T
B-RBAEAY B A BB ER R K.
ARPE TR VIR BREF ik, AF EOHELRILABAERRK
25 UHZSRARFHSY A. ESHEAGERFTETF, RUHGRADIHRL
Pl B AT NATHBRERET A ERHARRARERALDS.
AARBMBARA R TS A A EAMET XA, KRRt HF XL
B T4t
AR “ShRNBR" BYAIIRAHNBREZ—RGHRAB. &
30 AMFRANEY A BEH2EN, GIEERRTESHLRE A TN
BRYde B ik iE s B BEA TR s,

11
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TRARES A AREANRANBREELELSRAEREAGHZ
#, Blde post-polio £x4-4E, 45k 3K4F Ay 244 Charcot-Marie-Tooth
Fy Ao B APk 3K ] o 5 B B AL ST 1K R 0 e e R BT T AR B 5
EFHASH A RTRFEEREMNELANBRH, NTEL XA
5 B, FINXZERAARANLFHZI. SETH2E, ARLEHA.
RAEERAGEFEARF, HILSH A 5 HH 50 LA 364 i) 1) K56
A, BEBELEZNERBITRSTE, SHILAHARILLY A AEILE
AHZERMNBLTNETRGE Y Ry B h5k. RANTARIIRAZE
P AEATIOST M K AWk, 4, UBHLENF S04,

10 “ERNT R AZERN BELRACEERRGIFEABER
ZAFHERGHR. IR BRGHZENNG B FREK, GHERR
FRBY BN ok AR, KA N4, B4R B W] 4o
BEE;, 8 28, HSRLAFABBEAGILEE FLAEHF
$, ZAEHREEA. DXB6, REXRESL, ik 1 R BTA

15 HBHEMAERGILELSHE—HRERGE R, RERTE AF
A RRBT A HERASW T, 128 FAAA THIE, HRAH
TRAKXEVHGER, Lt MR 2R84 T AR K
AR oot ik RAE, “5 A X MR B XS AL PGB
B 5AHX MR TR AR F el A, BWRAST H e

20 AFTFHEGHRAR RE A, Bid8 %6575 #e R8BS Jo 2 5 K,
KiERm KA.

REGRAJNRIANZHRA SRR EfRE, 122 VAN
&M A ZTREF R4 77 7R L5 A i A 1B % 6 — AP B K 3k

1
25 HEL B LS

X5 &k X H &

LB B F) A A% HAPARRA
i AN, HEH ik ST

MEE HA B A4S PR YA ESR
(L) BN, ATHESHMR | FEM HEHH
HARZE  [REXEH 4% R

12
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i Yt ROEEEH & XY T/
AHEE R X 4 % LY
A5 BREM. & kA A LA 184k
exh L IR X ik RREFDBH
e Ay SN S i AR AL AR
BAF AHEHER kX |RBIEY
REATHRE |FEH £ LMEE, FeE
A,
ZBALBR(CS,)| T kR —FALR  [RMA
fEE HE A AN AR | 2N
¢ R A R
W AR R oo % 25 LE X3 REH
44 FAPHE B ROKR |[ROHELXFEH
F ok REkeswn, Rt ST ROREEFH
£ RB8 R o B8 25 F RT3 RARERE
A AR ALAE, Fom A 4 HW AL
HEE RAE Fh A8 FARRE
IR& R RE£ PEFB  |RAMAH
Py R 06 et £ W% 8 A% B
£ER BB, QIERRAAS |HRH HESH
SUBLESE R LESS A%
KBBIE R R REX
BRI |BAREH ! REBH
SR A FBH T &35 REEF  RMNES
MEk L. 3] y 212 VI 98 35
LETH HA* BRER BRI EY
LARFRE: |[REE & X AH
it PR £ AR |HRB
£ R R 944y |AA&ER
hexacarbons |3 #] L-& £8 |[MEXIZEFNA

13
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WA KB KA |[RAHBH

FETREE XA, BFaH ) Lk ks

BEL% 3% i R 3 Kiw¥ |[HHAEH

b2y e 3 RRABYH BAE A |JkH F(mega doses)
$4E4D |k E(mega doses)

REAPASY A Tiwrg e B-F TNF-o 8 = 4, RE/ESH A LR
AREAPKCHHFR. LM ARTHH@EETIL-1ps9 4. TNF-a
BELEBSRAER L, ABGEAIEANEH A  FEORHAERATLE
Z347ATR TNF-a & 2394 64 TARAIF4A.

5 B, THAEH A T 485 P4 INF-o 6§ & L5/ A T4 57
REMKEMREG T, MEXERRROIEERRTFRERKL., £
REBAXT R, BXFR b, LRFX REpERSER FEH
HEHRAR, REPLXBHRBERABRIE L REER, KFEOH
BT ERILFI PR G TR EHESY A,

10 ATRTALD, BidsTHAFEEBRHYNFRERES, THES
A RBHNBEWEESY. THEMRASHAUAR TEHERGEH. B
ERFREHNEFHXCHELT: Toh RBRREERRZFRGHX;
TR, HEAR NI EGHR; KA, HAREBAB AN, B G
R BH, Bl B RMA.

15 THEEAH A AREMFHXFRILLHEHTAEFAR BRI F
#, #)JwjE Remington’s Pharmaceutical Sciences (Mack Pub. Co. Easton,
PA,1908) ¥ 3£ 0 5 k4l &Pk eaddh A . A TRMIMLBGEMNTEA
FREHALBAREE, RoBeRL 8, afldh, £EF A&
Wi, LHTHEY, LW TEMGAIRREGY, AR/ LIXEARY

20 ARALH-ROLHARBR B ERASWEXGARAGREN, TH
THAH A YR FHIML AR QLI LH- LR LS RAER M B, &
HR. THAGREZAGRBAK. AFEALE G LA B M6 4o
LA, R TARSH MG KER, A TUARSHLRALHEI-+ K
A, HRERESCHEKDGRER IR TARFHBXLHE G

25 RER, KAREARALHORE. ATEMIMEHGRNMNETEAAT
BeddRERE. ATFEinLtaRkpRi, 3R TFTRELHGSRE

14
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B, T i BURE A o 8 A0 4 F IS L.
et A THALERAG R A THBESY. 34, FLTELE
FRARGHEA, do RRABEROHBAEERWERLHEKRTFHRA.
AERGHAESHPOLESD A GRERTES, LEATikei%
5 HAHHIEMNERRLEREFAL. —& Lo A UETREAEL
AR, RE0LIE 10% wv, mATFEBMLYE. —HRHNEAEFX
TN R EY lng/ke-lg/kg ; HikHEXHN 4K E 0.01mg/ke-100mg/kg .
e Bogietdh A GRAN ETHRETE 34 ERGEVPHRER,
AHRAN ERBERI, o A SPris B RRme AR, FAGLR
10 %M, pALHESZ,
A FARERGESH A KRB Lewis ¥ £ B+ 4] No.5,461,146 2
T4 7 %7
AKX R T 5 Lpjit—F o, X LRMBIERF ALV E
H, L3k FHAT AR R K ey .
15
3 X
XM 1
MPOBENBAHEESER
R F MPTP-3#45 ¢4 $ ok kv 2 L(MPTP ) KA )FL44 A
20 TRIKE. % C57 L& R A THMEHE MPTP(20mg/kgy s UK k8 £,
RN EHMEL 60 %, HXLHE MPTP-LE& ) K4A 0.01-
10mg/kg(R TF)eG1adh A, BIKT SRAEBER BB ERNR L., X

RN THE2.
%£2
25 A4 F MPTP-2 2205 8P, SCRKES £ 8 R LE(TH) B °
LI A SRR TH & R 2 REG %
(£SEM) |

A9 19.0611.06 100+5.6

MPTP - i1 &5 7.4041.07 3945.6

MPTP 845 5 (#4) 6.9940.75 3744.0

MPTP 45 65 +4t -9 A
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(0.01mg/kg) 7.76+1.23 4115.3
(0.03mg/kg) 10.4840.92* 5543.9
(0.10mg/kg) 11.5140.80* 606.5*
(0.30mg/kg) 11.89+1.34* 6215.0*
(1.0 mg/kg) 10.39+1.39* 54+7.0*
(3.0mg/kg) 9.66+1.10 5145.8
|(10.0mg/kg) 9.7740.70 5113.7

‘M E-R L EE A,

EF—RERSM A B 4-6 %, B MPTP(20mg/kg ; A F)L&A
. REHXEMULESY A A3 RBE R, AMRREAN T X, FESR
B ERRIEEE, EFAFRITFLEERHY, 5 MPTP-#AKLHE
*+ I 3h 4+ £ F(p<0.05).

EB—wiE%Yy, AHHEMPTP-) RN #4400 H A GER, &
M—K 40mg/kg MPTP, EiEME 7 R, REREBERBASEEHRET
95 % . 4Rk 0.03-3.0mg/kg 69 F) 36 A4S A VAN 4R 69 5 XM T
BUAHBRE. XBMEF TA3.

10 F &)
EHHE MPTP-L 2oy LT, SURER KR BICMTHEN®
st SRR TH %4 | RAAH 2 REG %
(fSEM)
AR &9 23.141.6 100+7.0
MPTP - 45 (8 4K) 1.620.6 743.0
MPTP - #4565 + L& A
(0.03mg/kg) 1.840.6 842.5
(0.3mg/kg) 2.740.6 1242.5
3.0mg/kd 5.311.8% 2318.0*
‘BAER A KR

BF—RIESCEHW A B 4-6 1B, B MPTP(40mg/kg; AL TF)ALE ]
. REFREMNAH A BXBS R, MEIBRAMT X, HEER

16
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e ERLPNEEEH. ESAFRITFEAREN, § MPTP- 3k
*t FR.5h 4 #5 £ F(p<0.05).
MPTP-4r§-¢4 % & Bk st &M 4 T MAO A~%-69 MPTP é) MPP'(1-¥ X
4-E R AR TR § RS 2T MPPHBAWK L. e
5 4 MPTP- SRR b A A EM AW RILASH TR MAO #WH AKX $ B4R
Adr# R, SRR Y A AR RIPHELRAIE AR BB 1 2)RMA
B AF 2 K ASBAILE BB, XA E% R &# 45 MPTP ) MPP' & X i
MWHACR P H B TR AP B BN MPP Y /5 1L,
X REH A JE MPTP- & 3 &5 SR 45 B0 b X 8 A e S48
10 FATACR M A RS FAB RN E R bh 2 KR P o 5 A,

KM 2
* GABA fE A B AN B EFEH
A ¥t BT EEAAR G D, Balibsdn A #p5) X a0 b T HollAF
15 2484 GABA 2K Y (R AE)GRES. ol ERR(—FX
H&HFX)TE Y £ nbm R ¥ GABA-k ik #9#% 2 7 ¥ (Lindefors ¥, Neurosci.
Lett., 135:262-264,1992; Shaugnessy % Brain Res.,637:15-26,1994),
8 KR8 (5.08) 24+ £ AR F MM Sprague-Dawley X & nbm &9 —
M. ERGE 18 A, FHBATiEHLXK#AALSY A (0.03mg/ke),
20 FRa—sb, ZEE/HGE 18 K. HKEKEEA nbm %% M-A(rostral-caudal
extent)¥ BRI K, LGRS RBIKEE, —TE2WER GABA FTE
B8R, MG AN KM T RN B G TN-RE R AR S EMBLER
BB AK, AERE, REHEALSREHREELN nbm 254
AEHEaRFRPTRGGR)T AL ARMABOFETRS T #
25 HRETHAET TR, RBGN, ER4GNLEES AR S
LEE S5, 433 %M nbm, ¥ 38-nbm #=&,-nbm &4 K.
LA & M keh 34 44 34 % (219 sem)igrt, EREZHESHAZH
MR nbm ¥, S RMBLEBEAY BT TG E 5 A 78 % (£16 s.e.m),
AR, A RFEFH(p<0.05). £ F-nbm =R -nbm ¥, ALEHA
30 ZAFNGHWERBEBEGHHGTB)ZREAEEER.
XL R EPAY A R GABA (A B F B LA BB 14 7

17
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51826 GABA stV 2T %, BB AHANBERER.

kM3
5 nbm HZAKHBFEH
5 AT BRRRESH A RSB BARTHERS, TARAKES
8947 L MATIL A SF Sprague-Dawley X &, 49 nbm #4270, FrdtritiBiatiz
#t Fluoro-Gold(FG)k £, FG £ —#F dy b 2 M Bl 3% 4 =1 40 fL(Book
%, INeuropath. Exp. Neurology, 53:95-102,1994), # A #fo1® & /& A nbm
HEAREGHBATES. T-10 X6, ASugBFTELR, S se

10 48 nbm R15. FTRARG G F45 18 v, BE—X, WA T afbdd
A(0.03mg/ke) B H| 45 /5 18 K. M A3 %8 nbm #§ AN AT 8E-BE 6448440
K, #H8CE FG A7i26) nbm AL 04, AtFAF ER EiH MM K ER,
HRERETHAA T RABRG M nbm ¥ egizie 24K, LEHEADHR
4 8 nbm J &9 AR ITAP BB T 4 1L,

15 HAEEE RG4S B0, BLE W A 6955 £ 4458 nbm 7
(FEMRY F .5 400um v L) ¥ ¢4 FG-4Fitiv B & (B 3). ARG TH
FolR G R3R, Lo AKHER TR,

LR ABEASH A THh B LaH &4 & 5] &4 nbm +
FArieip B G R %K.

20
Lk 4
SEMERSWALEH KM ERE
WAL E-H T # ¥4 4 (maze task)(Hepler ¥, B8 F % &
(J. Neurosci.),5:866-873,1985) | %4 &, 5 #&:M Sprague-Dawley X R.& % —# &
25 E. BRUGEF% 18 I, FHB—X, IHBRTFEMBELLLY
AQ.Img/kg) AR 6 12 K. RE—KEM 24 IWE, HR—KEsH
AEEE P, AP KL X474 (alternation performance)ik 5] F K769 KF,
AT E3-10 R, X2 LE, RANFHHET 10 Heknl. BAW
FMFHETEETPHE, XK LB FRTOKE. AH 4 +5)
30 BTAKREY, HHIRGEAK, 5ABLFRAGEEHWERS
BFRG Bk, RELEEOBRGHHIRGHREER S, wHLE

18
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% 10-12 FiLe-4h A 304 s 5 EF SRR £ 5.
BRELREAPELFBISLEHA, EEHAXANLARE, P A
BATAR &P, FETREKEER.

5 %#&M 5
4% A £ AR KBt 3% (Entorhinal Cortex Lesion Model) ¥ &
A

NRERE 2 PHABRBRAZAN EEXGHLSTFE, SNERT
FREbaRg R EBA TR, BittsMEE NFED-XARK
10 (NMDA)#A S4hbiidt, ENREME2 FALHRY. X C LA MR
T, RAARRIRGAAMLEEMNT NMDA(I5nmol/43 8.). HAE, #
RAARHA A 50nM BACAE M IO KA, f£KF &L 40um ¢ 5 & o
A, It Cresyl #& Timm’s # &. B A Cresyl % # & 6591 K 545 KRR
E2FMBANAEE, ATmm's 2E0mk, NEFERESFETPHELR
15 3% éh KAk,
E4F NMDA P78 & 2 $983RiA 5] 62411 % (s.e.m), 1&#HK & & 145
T EG @RS T 1946 % (se.m). AiLs4 A(lmgkg, K TF)E Xkt
57, Z£iESNMDA &, SBEMLeH A, RARE 2 BTG EB S
3| 22410 % (s.e.m)(p<0.05,t X3 )H 5.k T F 4-F & @R & L (p<0.05,t 3%,
20 k). B, eH A TARY AREM P HHEARE LS ERRY H
CE PRCL S8 3R 258
BEHBERRTHNAD A ERPARERFLEBEN BT @K
A. CLERHHER P REEAOWYE LT EERERR P YIS
o foil S B0 = TR, XHPNEW A LRF T ROBBENZ
25 SRR KRG B A 2 AR k AR 49 B R B R R T F bR
F. P RA kL) RA AW,

K#kMH 6
- A 2735 B Bk X 6 o B ¥ B % 6 45 8
30 ARBBAEARTS R T F 4 KW FPR-IPAZRSHBH. FTERS
A—HBREGBEEHHERH, REATHRIERBH. KW kHF LA,

19
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EHHET, AHBEIIRITAHBEL. BHPREERDARRES, LAWY
FHMEENARERE. AR, ABRBESH ALK, KEWHE,
Ab H8, BRK P, 4o/ et ¥ 3k R 4F B (landing foot spread(LFS)), —
FHAGRLR LR T, A8 RDHBRE Lt E5,
5 AMBE AL 9 ZRE — L F RSO FEREN, B EubEH
FEHA (LT A R Z A F: Adatastiisa(3 A)shsmastsft
K. BHBBERLSEXAMG L5 EH,
R AKIE T4 MR E A 250g #94pH Sprague-Dawley K &. 48 =
R, HBEM = RBBREGCOMgKg , BEA). #AWMK 30 BRGEHA
10 F 423 J6 By 1) ¢4 5 & (Edwards, PM. and Parker, V., H. (1977) “A Fi¥
ERAAHRBA ARG —FHRE. ZHEEAGT R, FEEEARES
(Toxicol Appl. Pharmacol. }40:589-591). X 5&id#2 b4 X458 — Lo
A0.1, 03 X 1.0mgkg, AT, MBS %ER)
PR AL RS ey LFS WAL BB ARKGES. oW
15 A(0.3mg/kg/R )i I T Bl skt & 4. 69 LFS % ey 2 B (B 5).
REHEEPAY A TR TR IIADBR.

£k 7
oM A IR R4 & & ikl C
20 Fa#as C XBf K-252a R Q8 C hip R AF TLE 44
4923986 #= Kase, H.% (%), Japan Scientific Societies Press, Tokyo, 293-296
R(1988). FAAKABMGF ik, AAK-252a #wHH QMBS C, K ICsHH
0.028uM , WmitA-d A 64 ICso 3 16.0uM , EBp &A% 570 4&. 4% TNF-o
#WHEIH, KB A K ICsoh 1390M, Ttk IL-1p AW H# A, ICsH
25 261nM, AR E, EABGQMEE CHR N, oMM ARG EN.

5364 8
M A 4 2; TNF-a feo IL-1B = 4 6539 # 4 A
BRT AR, RAARRKI 2SR F LB A 4 TNF-o
30 #EFHRRS. WS 4mM LS A 69 100 % DMSO #94k 4k F 4 C R4
%3 18, 3% 3 % RPMI1640(Media Tech, Herndon, Va)#» s 4 fo. 7% (Hyclone , Logan,

20
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U4 a5 3% sk . Ak 8 KAt i % 0111 ¢ 18 3 $B(LPS)Sigma,
St. Louis, MO); B4, A= f &8RRG, #& LPSH&R;I T4 CRAL
BEREL TG HEPBS)Y. A THRAMNEREE Fa(TNF-0)f IL-1B 4
ELISA % #| &% & Boehringer-Mannheim(Indianapolis, IN), 4 B8 4] 1& % ¢4
5 WHER., AERARERBKE T KT THP-1 @le, —PARBE M-
WMWK A(ATCC TIB202). 37C, £5% =84t 95 %TRHE
HIRBE Y, BaetkF4 10 %84 ke RPMI 1640065 2)F. R 24
L3 £-FHMNunc) £ AKE, #H3LE Iml32hA P45 < 10° THP-1 @A,
#eape s 2ug/ml LPS —&L3E 50 -F TNF-a, 3 I HE&EHANE, Falk
10 Fodgip&vd 1000 xg &5 5 94, WA Lk S iy AT TNF-a &
EHAT-70C, AFrlEe#4R. A ELISA X350 %38k K Af 5 kg TNF-

o = IL-1p 4-¥.
A THARCEH AFH TNF-o FF958D, £ LPS ), s
REREAILAH A —RARB, HBLEH ML DMSO Eaieid e+
15 A RR 0.1%. # LR feniita-3 A #wH TNF-a fo IL-1B F A 667,

KM 9
LB bhikd, LPS# 56§ TNF-o f IL-18 &4
H 60 XMt CSTBL 4> f(4-6 M) A% 6 48, §41 10 R3p¥, =4a(1,
20 3, S5)BHAAA 200ul/ ) K6 BAR(E 0.1% TEA(wW Z X 3 8 4)8Y
PBS). BSr=41(2, 4, 6M2-HHMA(S 10 % 12-F X8 89 PBS;
RS A Bk (30mgkg/200pnl,, BEAERM). 265, ELHBARS
s A 0.1mgkgLPS(4L 1 # 2), 0.5mg/kglPS(4A 3 #+ AR
1.0mg/kgLPS(4L 5 #= 6). .8 LPS2 i JG, WHrASHER, KELRH
25 SR} TNF-a Fo IL-1B 854-F. #5464 8 ik TARAA.
WHREETRAY, HEPOHKFALRAS NATFHH XA
Tl s, ND = k44

.4
LPS #¥ |TNF-a(pg/ml) IL-1P(pg/ml)
mg/d4 &, ip [#A a4 A BAR et A
0.1 €} ) ND

21
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6129+676 27141+449*
N=10 N=10
0.5 3) @) ND ND
71411113 37661375*
N=9 N=7
1.0 (5) (6) (5) (6)
37451610 2399+1399  [300487  59+19*
N=8 N=9 N=8 N=8

*RTHEMHBA LT ROGEHEER (p<0.05)

ok 4 PHR, B R LPS &K F 4L TNF-a» ALEHH
RE2 PG, LHEHHT 4L INFo ¥. HEALEY A LEFHH
TIL- I8 24, XA LEHHERZRAM 1.0mg/kgLPS & £ 8 KK .

¥ kM 10
AR T HIE LPS 36K
40 RS AR, HAEF 10 R0, —4F 20 AR, BERN
AR, LPS foitddh A. 4 1(n=10)) K45 0 6- 8BS HARLPS 6848
10 &BAehE, 200u/8), £ 2 DEERSASH A HEARCOOU/ I R),
4 2n=10) "R & 0 B4t s% A BHRAKQOOW D R), 2 IHERE
LPS(200pl/ s &% 2mg). %42 3(n=20) & 0 E4$4LeH A(200u] HAXT
30mg/kg), 2 /BG4 LPS(200pl/) & F 2mg).
#0 LPS 220 1BY AR ZIAR 90 %R T %, £&ER 2 INE RTHE
15 4100 %. fe3% LPS 37 2 i 4ieddh A t93hdhm P, M LPS 20
NHBEHRTERA 25 %, £ALPSR IHEHIETHRHA TS %, &R LPS
—REHRTEA 80 %, ABRALEARFGSMIFLRSIIRET,
ABHEARAR TARMR, stARPGHAREFETHATHS AL
Foidth, MEAARRE AL PG LT RAEL TSN B,
20 FiWARAZRELTEAX AR FRERNGRAFRGORL, AEFFH
PLEA ¥ 5] A 6 LRI AEA K A A RF .
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2 -
nmol /* 4 /mg .
4842 .
11
0 . - — .
-1 0 1 2 3 4
=4 R A K H1H (0M)
A1
37
nmols = 49 /mg
we .
2-
1-
0 T T ] L) L}
-1 0 1 2 3 4
AP REFHHH (M)
A 2
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