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E208  BEERS 21215
7 bE—EEBERERRIE(NC)R U AZ AN EE
FEPENE O FEIERE P DR & Frilia R ORI

T B BARIAT RS SRR AR
B %E E EHER

SHRMTIEE

() ErEESEMBENER KRXF X B & X
@) BILEREMRFEER g B %
=]

NC <7 ADZEIFERIMIFT T2 NO OB 5 28E0 ., BEASNDS NO BEADEERFTHL A REM K Un
NOS ZIREPEEFIDHEFEREL THEL THAIEZHONI LU, FIZ NC TTADRFIZBWTEIFER ST
AL LT A EEFORIELRART,

1. #F5EE W

FHFENLT M — R (AD) 1B W TEEREERME ThA N OREMFICBEL T RHATHD,
RENITIHERZ A, U7V AF —Fl AT aARA RSN EASNDD, R AR R T LT E VB
<\ EIEE DO TR CETRTAIREEDBRSE) LB - B8k 35 AD 128> Tl TEERARE THD, L
L. YR 2 S DBE T ABTEE Lol 120 | KBS RIT A RII - E CHEER BT,

B2 i, BRI AD T NV<UA(NC =V R) 1T D ERFIEITAEIBREEED K E L HFEE OB E2
BWETNERDHIEE, MO THLINILT, AFED HEL, FE7 2RV TERSR, B SR, Ml
AEYERFIE TSRS THIZLILED ., DHOFEERERFOMR (BETHAT 1=—&— #ila, 5+,
BEFEORE) 2 BETILIHD, B, BodEi2 oo RIEAN = A LEX —F o T DHIRRIEEREDE]
BIHIATU CEMT D, AT AD RIGZIEEEORAMNIGFIEL DL H/IND,

2. BFFE L

1)NC =7 AR DIRE 50

ONC w7 ADZHFEREENMEL 19 H R G RIEME O B
HEMED NC/Jic =A% vz, NC wUAi, SPF BREE T CEM-fRE Lz, 4 B CREALS., SPFIREET T

fAB &Rt H8E (SPF NC vV R) & fBE R BHRE (RERBRONDTYALFHE L TODRE) ILE

B3 B EE (conventional NC <=7R) &3 T,

(1) ZHFEBEEEOFN: MARBETICUADITEIRE T A WAT T 2 BRRE Lz, COEAILLY, Yl
T AR EEMELRAIE IS T 2 A B EIC IR EL CEOREE# X 7,

(2) TGRS EMOBE: DTEALEY 2% 7% 2—3 BLUNICBOMEALE, vL&r (1.5
g/kg. ip.) THRERLTZ1. 3STCORIBRD ETEMICL T, MERHET —7 CEEL, BRSO
JEEEIBL CHY ., EE 2 » AT R B (WIS H 2 BT DI O RS L RIS % KB T 2R
BRI OFRREL) 2 F NN OTABEDOREBIC OV, 2 ROEFHBEOBLIEEIL, FFICHBEARE
FIEICIVAIEL., BTEEIESE ML CEIE LT, 60 088 L7 . High cut (1 kHz) 3L U Low cut (150 Hz)
O filter Z3@L T 2 ReHRERL  IEBVEALORELEFHRIL T,

@NC =T ADFIPER MR T AAT A RE|OEGE R 5L A% R

(1) T|EEVEORE Wi 5ATH LI 5% 1.6, 10,17, 20 B HIZEARE T CUVADITEZY T A VAT
T 60 HERE LIz, TOBAICLY, BEIZLD TN TOBEEMEORIZ LT 2 72,
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(2) 5. Beta % 0.5% methylcellulose (MC) IZEREBL . 1 mg/kg DEES 3 B[E. 4 B 07 10:00 [IcEO#
H U7z, SRREEICIE 0.5% MC 2% 5 L7,

) BFEREDAaTAL (4 BBE) : 227 0, BIAABIIEF ORE; Aa7 1, B Y IR E D EI 2
DOEAb, BRHEEICETORMEEEE, Xa7 2, BEXAOE(LERE, B8 O H o652 2 vl
T BB OGN, 22T 3, BEEORESLH M THOEX,

(@) EFHEEHREIEENEMORIE YR GEHKTLT 2 HEINICERL, FEET C, <7 2RI ER O
RGP IRIEEN % 60 /o MFRERL . IEENEM DR A ZFHAIL T2,

@NC Y ADEDIFESN T T DR T — (b 2 3B 6 AR (nNOS) BIRAPEE IO

(1) B4 EBRITIT NC/Nga =7 A (HEME, ATTRF 4 85, B AT v — A Us8=) Z A7z, NC/Nga w7 AN
W H BREE (conventional BREE) TIZT 11 BLL EAEL, RIEREREFHER L% CEBICHUZ ((KE 25 -
30 g),

(2) #ekin'E  AR-R17477 (N-(4-(2-((3—chlorophenylmethyDamino)—ethylphenyl)-2-thiophenecarboxoxamidine
:No.11614, RBAA NG /o BEIEIFZEET) 1 10mg/kg. No.11615 (A-(3—(aminomethyl) phenyl) acetoamideine.
HAANTT 7 EFEP) I 3me/keg DABETERE Uz, EANTAEBRERRICEML, 0.05 ml/10 g-body
weight DFEICTRIFIRNE S LT,

(3) WEENMEDORE : FEHDOBERREIT, <V AMTEBERT 27U — 2 (13x9x30cm, cell) D HHT A 1IRFH]
BMELU7=, Bilfbth . SEARE T ISV ADITEIZ YT AU AZ(TRV-10, SONY) T 120 sy BR#E L7z, &Lk
IETFOBEAEICIVITO, BT I 5EF LB EEMED 2R L A2 10 0T L OB EE RFELCEF
HIL7-, BRREIE, fREBRIAT: 60 DT ERE CRARMZ 5L, 581 60 % & SaifE. 5% 60
Sk EREELTRHIILT,

(4) BRAEBFOMT: ~TREITLZ (1.5 g/ke/10ml AT 605 Lp AL REME , FiR= bo—
Z—(HAEE, ATB-1100, 36.5 f) Liotnr — 7 CEHELZ, ~VAOEHEEEZ ML, KEOF R
MDD AR G DRHIBEL 7o, ARSI (LR Co — FUERIERR(0.4 ¢ ;A& — AT 477)V)
{ZHNT L TRT A AV(CN Biomedicals) & T L7, i@ UHEFHRTEBIO LA 728 | MR HIIHREICA
HERATH Sy Bl AR TUIRT L7, ¥EIEER(H A6, VC-10 R U AVB-10) CHEIR SN/ IB BV BT T —
SEHTHY 7 Power Lab(AD Instruments) BIZERERPRIE L To, FRERTEENZFERDE . 1| FEELL L2 EHIREZ R
WTRBREBRIA LT, MEREENE 1IRFHIRCE R . BRIREV & IERIZ 5L, &bI2 1 FrEIRERLT, Bietem
FEMT IR GRED R A 7D AR E B EEFNIR ERED A A VOB L ORI T t REEEM LIz,

2)NC = BRI % oA A SR
OAER TR KT DREFET A b A DVER

NC <DRTTF /YA NDOBIFEIZR T B FERE A DA OYEFIL, MRERRERE I Y M A L A s o I R
MU 72 BERIESAEIL OMMBEE | K IRBELALE BEL O B O LT, MRS EBES ST B kL, 2Y RS
WASAF Ly N AO AT BEHIRREOIRRL 5L (CV k) OmMEZ v,

@NC =URTIF JHAMIBITH INOS FEDOMET
NC =V RATZF /YA 7 rm—1% 0.25ng/ml O IFN-yFE7E FIC 72 RERIEEEEL . INOS &R % ICC ik
ZROCTRFILZ,

3INC = R% AW T IFEAT 4 == — DR

ORI TF IV ANVERNT 47 7L 2%V T 42T A (DD) IRIC X BT

(1) NC =V ADBEEMEEEIC L OB BERE T CHEL CHRELRREIHEL T TURRNENTEE
. RTO-YROITER 3 A, 1 BIZ 20 5T 288U T BEEER X7, 3 B REREL TREE
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B8 %\ B (high responder: 43.7~83.3 [E] /20 438, 66.8+4.6 [E], 8 [LD EHIREBNEEIE LA ERRZE)
&7 B (low responder: 4.3~14.7 [B],/20 43[4, 10.6+1.1 [A], 9 FEDFHEIFEAEHERRZE) O 2 BRI
TEBRLE,

(2) DD #:2 #£D NC =7 & (high responder & low responder) Z FkEE., BrEE#IC. HHO K EEEIVEY . EDTA
BICLVREZHEE L2, 3 3 ® down stream primer (5-AAgCT11A-3’, 5~AAgCT11C-3’, 5'-
AAgCT11g-3") & 23 FEFE D up stream primer (10-mer primer) Z V>, £ T 65 /SF—L DAL EHETDD
ATV RETTF /H A CTEIERIS DB B> TR LT A EETFEREL,

3. HFERR
1INC U AR GEIFEIEE T /MBI AR 2 AR5
(ONC =7 Z0DZ 58 RS &) {F L35 B RG R TE o0 B

NC =DV ADITENV IR L7310, BRER T C in vivo RRIERCAIRAZEARZ/ERIL | & 2 Wl B A EE X
B DR OIEBNEM L FHAIL T, FU~UAD 2 FBEOZTHFERIEENE (BEEELE A EIE) DEHE B %
T HMRFEKOBELOROMBE%ETH 7= (Fig. 1), Conventional NC <7 XTI, WA H OB XEEREE
(49%5 [, n = 10) 7213 Ti372<, BME R OME A ENEEIET (2343 [F]) &, SPF NC <72 (B Eh{E, 31 [ ; 4
Bh{E, 71 [l n = 10) \ZHA~TEREEITHML T Ve, BRFEEIRO B R 3 KHEED. conventional NC <7 AT
I, WA ERE KRB R B R O R KB EE (6,693+1,055. n = 10) DA&7eh T, BN E XE T 5mE
DFEK B (4,1834£618) %, SPF NC <A (WHMAIEER, 7824235 [&]; BAUFER, 778+244 [A], n = 10) 1T~ TR
FEITHIML T, @2 D NC < 2O EENERIELEYMUE BB RO R KEEE . BXL O, 48R
BLRME SR EEROFEE R0y b 58, ALORIECHEBERELNT-,

12000 5 Ostral back ° 12000 - caudal back
< @
N
.g 8000 @
k] @
8 4000 - %o
E - e ©
2

— ol o
0 50 100 0 20 40
Scratches per/2 h Bites/2h

Fig. 1. Relationships between itch-related behavioral responses and cutaneous nerve firing at
rostral and caudal back of NC mice. Each data from SPF (O, n = 10) and conventional NC
mice (@, n = 10), and each regression line were shown. (Left) The correlation coefficient
between the frequencies of scratching and nerve firing, of rostral part of the back was 0.92.
(Right) The correlation coefficient between the frequencies of biting and nerve firing, of caudal
part of the back was 0.53. v

@NC =V ADZIFERIEIT T DAT oA NH| Dk 51 L 25N R

Conventional NC VAT, 8 BHENOEWADE(LSCBELEEICEE /R ENBIESN, 16 BHITR5L
FRCWRIE R O B EER B BAL LTz, SPF NC v VA TR A DB PEARII RO 2D o7, EERBIA
D conventional NC v ADIEXENERIELIL SPF NC =V RZLA_RTEEFIZL o7z, IHREED NC < 2AD
BEEERENT, ERYE R TETORDIEHILOD, BERTEENEN-T- (58T 267458 [E, 3 W%
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218431 [A]), Beta #EH O~V AIHRE 1-3 BREIZICBN T, BERNCHA_NTEBERBEESHEER OB %
RU7= (Fig. 2), SHTREEO<Y AD EBRERITEGRIFE T 227 2 §ig T—EL TR LT, Beta & &
HCTREEOMRENEINDRE ©LLABLOBERICH 5T, Fo. SHREED NC ~U R AR O B #
F&KHEEEX, SPF NC <7 AR CTERICHEIL Tz (SPF NC <7 & 6424223, XHBREED conventional NC
<17 A 10,13742,033) , Beta OB G~ XD MR KEE L, REICLSTHLNZED LT
(3,379+829),

@ vehicle (0.5% methylcellulose)
300 - A  Beta (1 mg/kg/day, p.o.)
o
£
o
(L]
B
Q
o
[74]
Q
£
[
o
Q
n

Time (day)

Fig. 2. Effect of betamethasone 17—valerate (Beta) on spontaneous scratching of

conventional NC mice.

@NC =T ADEHIFER KT 5 nNOS R BIBE E IR O FR

nNOS =R FIPAZESR ; ARR-17477 LT No.11615 0 NC/Nga <A BITBFIEATEN RS NS IR S
B R IE BN 580 R%E Fig.3 A)-D) IRLTZ, NC/Nga <7 AR A FEITENC L T, ARR-17477
(0.1-10 mg/kg. i.v.), No.11615(1-10 mg/kg, i.v.)id, Wi ivh A EKFRLMFIZIRE R (n=5-7), &
B/t OB 5L ARR-17477 D 1 BX Y10 mg/kg. No.11615 ® 3 BE T 10 mg/kg i B W THE
B RIHBITE,

HE B R RERIC T ORFHI B O T, WO MLERL & 5 RITEIC L THRVW RS iR %
AU, B 5F1E O KBEEOERIL, FNENVERRER 5, 122.1£18.7% (& 5-716968+1824[H] | &5
#7098+913[A], n=5), AR-R17477(10mg/ke)¥ 5-#¥;81.7+15.5% ($ 5-816848+1254[a], $#%5-1£5975+1689[H], n=6),
No.11615(3mg/ke)¥%-5-5;85.4+21.4% (R 5815334176 1[8], #5-4£3973+1137[H; Mean=S.E., n=5)Th -7z,

2)NC <~ AR JEHERARIR%E R\ - e A 2 Bt
ONC=IRTZF /YA MDEFEI5H T DV A A L FADVER

NCK-SGH 77— AR LT, AFEDO VA AL DI BIFN-yO H 3 EFEHIE A 2R L, TNF-a, IL1-B.
IL-6, TV T NS ZDIERE RS2 o7 (Fig. 4),

ONC=YRTZF /YA M7 ra— DIFN-yEZ %

NCK-SGH 7 7 — A3 HIFN-y DM E R HIE AR ER RO b (Fig. 5), NCK-SG
OB HETE B A3 R OEGFOH EIZ IV K& BE 21 2ho 7o dd | IFN-yO B FEINHIVE R I3 2%
ZHEICBWTIIALY BV RO b, EGFIEFEIE T TIZ IR EALIFN-y 2 RO b7z (Fig. 5),
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120 ¢ 120
. 1oot 100
£ £ |
£ £
3 80 |
g % e
E 60 | 32_' 60
: 5
e 40} o 40 |
(o] (]
(] (+]
> 20 | = 20|
Vehicle 0.1 1 10 Vehicle 1 3 10
AR-R17477 No. 11615
(mg/kg, i.v.) (mg/kg, i.v.)
C) D)
160 [ N
_— —~ 160
S 1407 [ = I
£ i £ 140 T
© i ©
o 5 °©
£ 80 £ 80
e X o
g 601 S 60 |
5 40 5 40 |
2 20 , 2 20 [ .
0 “Vehicle AR-R17477 0 Vehicle No.11615
(10 mg/kg, i.v.) (3 mg/kg, i.v.)

Fig. 3. Effect of nNOS-selective inhibitor ; AR-R17477 and No.11615 on spontaneous scratching
and firing of the skin afferent nerve in NC/Nga mouse. Each value presents the mean of pre-drug
scratching number / post—drug scratching or firing number for 60 min x 100 as % of control (n=5-
7. A) Effect of AR-R17477 and B) No.11615 on the scratching in the mouse. * ; p<0.05, #* ;
p<0.01 by paired t-test. C) Effect of AR-R17477 and D) No.11615 on spontaneous firing of the skin

afferent nerve in the mouse.
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Relative cell growth
SO kN W R N1 0O

Control TNF-o IL-1p IFN—y IL-6
0.5ng/ml 0.1ng/ml Sng/ml 0.5ng/ml

Fig. 4 Effects of several cytokines on the cell growth of NC mouse keratinocyte subclone
NCK-SG in the presence (open columns) or absence (hatched columns) of EGF (5ng/ml).
The ordinate indicates the relative cell growth calculated according to the equation:
(relative cell growth) = (cell number after 3 days of culture)/(cell number plated). Values
are means and standard errors of data from experiments performed in sextpulicate.

120 7

100 (I-ﬁ/

80

60

% of Control

40 1

20 7
/L

0 7/ T T T 1

0 0.025 0.25 2.5 25

IFN—y Concentration (ng/ml)

Fig. 5. Concentration dependent cell growth inhibition by IFN-y on the NC mouse
keratinocyte subclone NCK-SG in the presence (open circle) or absence (solid circle) of
EGF (2.5ng/ml). Values are expressed as means and standard errors of percentages
relative to control (without IFN-y) of each condition on day 4 of culture.

BINCUAZANT=HIT T2 B DFEAT 4 T — DR TR
ORETIF IV AV AN T AT 7L % VT 4 27 LA (DD) RN L AR S

High responder &low responderBEMONC~U AT, FH T FF /YA NIBITIEGFRBERBIZEDHD
cDNAKTR 28T R HE o, ZOTAEFHEIBLI %, 3 — 7 DU REIToT LA LT OLIREREET,
1. =72 A% BT/ > CDDEER UE X (bp) DERFI AR T TEIZH D - 1818
2. IR — /T A TDDEARVROESB R STH0-12(A
3. EHEART 1718
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DDLIFIER U EXOEFIAfET

IR,

Table 1. Homology search result (BLAST search)

X TETZ18EIT-oUV T, BLAST Searchic TRERI— TR A LUI-fE B4 Table

No.?

Low®  High®
Expression?

Name

AC No.* bit #%

RERV—REL, VT ATELNESNZEREIC—ELZH0 9 &
1 ++ +++  Homo sapiens HSPC292 mRNA AF161410 172
Homo sapiens chromosome 17, clone hRPC.1073_F_15 AC004686 172
14 ++ - Mus musculus GATA-binding protein 3 (Gata3), mRNA NM008091 371
Mouse mRNA for GATA-3 transcription factor X55123 371
15 ++ + R.norvegicus mRNA for ribosomal protein S21 X79059 170
67 + ++  Mus musculus lamin A (Lmna), mRNA NM019390 575
Mouse mRNA for germ cell specific lamin C2, complete cds D14850 575
68 +++  Mus musculus gene for keratin 6 alpha, exon9 and complete cds AB012025 279
73 +++ Homo sapiens high—glucose-regulated protein 8 (HGRGS), NM016258 374

mRNA
Homo sapiens NY-REN-2 antigen mRNA, complete cds AF155095 374
Homo sapiens high—glucose-regulated protein 8 (HGRGS) AF192968 374
mRNA

Mouse chromosome X BAC B178A13 AC002406 324
75 + ++  Mus musculus glutathione-S—transferase like (Gsttl-pending) NM 010362 240
Mus musculus glutathione—S—transferase homolog mRNA MMUS80819 240
81 ++ +++  Mus musculus capping protein beta 1 (Cappbl), mRNA NMO009798 317
Mus musculus capping protein beta~subunit isoform 2 mRNA, U10407 317
84 - + Mus musculus Ring3 mRNA, partial cds, clone:TRC5H AB010248 478
Mus musculus Ring3 mRNA, partial cds, clone:TRC8 AB010247 478
Mus musculus Ring3 mRNA, partial cds, clone:TRC3 AB010246 478
Mus musculus bromodomain—containing 2 (Brd2), mRNA NM010238 470
Mus musculus female sterile homeotic—related protein Frg-1 AF045462 470
Mus musculus major histocompatibility locus class II region AF100956 410

L T ATELNEFO—E GEHL T 100 bp LLE) THREGD—EPoTHD 1@
8 ++ + Rattus norvegicus nonmuscle myosin heavy chain~B mRNA AF139055 196
Human nonmuscle myosin heavy chain—-B (MYH10) mRNA M69181 133

— TV AT B:miﬁaﬁm B GEHEL T 50 bp L) THRETV—ED-2T2HD 1 {8
12 ++ Human DNA(aminotransferase;serine palmotyltransferase) ALL109983 108
Mus musculus serine palmitoyltransferase, SPtlc2 49
Mus musculus serine palmitoyltransferase LCB2 subunit U27455 49
M.musculus mRNA for serine palmitoyltransferase subunit B X95642 49

= T ATHBLNIZEIFIA BLAST DT —F =R LRErnd— Kb 0 7 {@

fragment No. 10, 24, 63, 74, 86, 87, 93

2 Fragment number
b Low responder

¢ high responder

¢ R~ - BREHSIVT) <+ Gt
¢ Gene bank @ accession number

' cDNA B2 OFE RSO B S &R A
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4. EE

REGEEE | W1 THERLL 72 in vivo i B L R B i AZ AR Ve BR AN T o —F ok, BER -
TEIEEFRIELTC NC vURIZBNT, —FROEHEDIEBIN R EICE Eo QDI EMNHBAL , AEBRZAMN
FEH D EBILOFH UNERIZ RV GA R REMEZ R LT, £ 2T, EEAHIRICRBITAZ0RIEED A Atz R
FEIZT 272 | SHIZFEMARETEIT o7, F8IE NC =V AWl 2 45 IS LB E IR, B D @7
DRSS U TOIE A EERZ B DT O T, Zht 2 FEEOEIERESEDEEE . RU <7 20Uy
LR L A DR R OPRIEMEL LB L T Z ORI~ T, EDRER, conventional NC <172
TiE, 2 TEOEEL 2 HOMRIEKBEED, SPE NC =7 AR THBNTHEML TRY, NC w7 20FHX
BEhVEEI B - W RIS 50 B R B RRTE P L B O, Wl A B VRIS & B AR 30 R R A AR TR e S s Bl B 95 2
xR U, BLEDORERIZ NC w7 AW TR EENEZ T T M A EEDL T BERIEORIZEILRD
TEERBIRL ., BRI RO KBE N R G TR A T AR OB EWIT T D A REME R SRR D,

DI, BEARZELE, AME IR E N RO B 50 R E 2 LT SR IE S BN TLE
LTNBZENRHHALTEZETHD, BEREZECCODYRI SR RE Tl —BR{L 223 (NO) JBEE S INL T
BY, ZD NO BEIERUSOHEIRE T LU T FTAEMEZ 3 2 134 L TE08, SR NO JREEMS M
LRTREE CTHHRBME IO RGBT | G B RO B BRSO TLENBEINZZ 813, NO 2L
O T=I2Z HPFE RIS ERE FOFEEL RS S5, Zhil, 5% OEERIFEREETHY ., R )T —Hhe
DR T EDOREEMEDE AP LORF B LETHD,

Conventional NC =7 AN XEEEIIE SPF NC =R~ TEBICEML TV, FORBXEVERM
Beta @ 3 B O 512 I0BA LTzZ Lix, ZOFY S ZSFER MG 2 /et 2 R~ 45, Lozl A
I BREEO < R AT LA LOBE I H -T2, Beta HEH -~V AOR EHR FOKERMOES
W, SHRRBEL b TETFIIHIEN T T IR EOATREML & T, BEERDOE(LOREIZOWTIZE
IRDIRFIDLEE T D, YT IR % B3 D R FERA RO B B3 KRR I RO NC vV AR W TE
B72 B INA R L Q203 TOEBE DR A Beta W EHIZB W TRDONI, ZOZ LT, NC =7 RZHBUT
B2 R AR IE M % TUHE 35 (FEASUSFRER) R F AR IE IR O BALIZ > TR T AR F LT B p L2
HED, NC v AD KRG AR OTEE R TLHEL TOBZ 81, RS CEASNARE TS, Kk, 8 heh
BERDOBELRFREL QONAIEEEKRT A0 T, ZOMRIEEEIHI LTz Beta ICLDF5FE RS O MG VE A6
PR DOEEL NV ThHEEZLND, TOMBIERBFIC O T, B A TREAHTHIR,
conventional NC =7 ATiL, R EN TEAZINDERID NO BEIFERIGICEET A REMERE VDT,
Beta (LD IEERS OMFIHEFFIZ NO RO E T 20 E0%E . £T . RETTA2LERH D,

NC =7 A0 B FEIFEATENT- DUV T, ATEE DA IV T AR-RIT4TT BAIHIER 2R 282 i
LT3, Al AR-R17477 Li3{bF#EE D B72 5 nNOS BIRWIFEE R No. 11615 23, B A 2hE 3me/kg(i.v.)
TMHIZERE R U220 h, ZRODEAE I RO -8 BT e BAVER T137a< nNOS FREICE S
I CTHIZEMWTRRINT, DHRFEE OB AL L FEICLY, BEEOREZEELTRT conventional
BRI THE NC/Nga wVADEE LB afferent #HRIEMEDS SPF BRE THE TOFNIVLEEICTELT
WBZEDITREI, AARIEHEITEAH D RAEDIIELRVBIZEPNRIBEIN TS, 4 E, NC =7 ADHREZES
FEATENCE ZhCdho7z, AR-RIT477 10mg/ke, i.v. 3L U No.11615 3mg/kg. i.v. IR GEEAS, APHIRDFE K AHE
{ZDUNT vehicle BEIZHA, WL IIHMEM 2R U2, AERAEB TRV TIL, R R ERED
B0 afferent Z2FARIEEN D Hr & FRERL TVD DT, ZOMBIDOIER SILHRHL NV THAZ LD RBE NI, L
LZDIFHZEIT, ThEh 33 BEWY 30% &, A&k G5 8 TOZEIFERIEOIEH LAR-RIT477:54% .
No.11615: 40 Z L UARNE D TH -T2, DI EE, nNOS [REIN, R OLAL T, FHRICHB W THIEAL
TVDRBEMEZRIBL TWADONB LIV, Fio, NO BADH e F 5 EAT 4= —F— N E L TWH TR
LB EILTER T ZOLIRAT 4= —F—DRES, 5% OEELRHIERELE X DN,

WFRUCL TS, SLEDERDG, nNOS 13 &<HT LWHLEIERIDF — 7y My FIlipvigsE 2 bz, =
DZETHAE VU ~F  IERUE R —F V00 ER R E M RERB LU THBEMED BTV, BRI
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nNOS FHEH D 2 =— 7@ O A REMEE R L2 &2 B BRI 5,

F7- B NOS FREHIOAIEEE B fE 9 1h oo T, EBERR in vitro DAZY—= TV AT ©OFEZEN
METHD, a3 INOS, B ER NOS(eNOS) BI U nNOS DEHEEEFRIELE HWT, fifEr23E
RI O in vitro TEMERIE REEF LI, NOS FREFILL THMESN TWATE 4~ O{LEW(L-NAME, 1400W, AR-
R17477, No.1161IAFH R TORMMEILB T, ESHTWDH O LFRFEDOHEEMRE R W isozyme 1
WM a7 7 AV e R U D eph AR IT., & NOS-isozyme (2% BRETENED in vitro RV —=2 7
AT ALELUTHEN TEZEEZBND,

S[EIFESI LT NO2™ HIERIL. JE Rl THIET A0, KEOHREEZRZ)—=0 7T 5DICF A THD, —
ARICHE RIMEDRIBEESL T, RUBIEEICHEL (BREPKEICLELRDIENETONLTEN LV, Fx
iX Baculovirus B ARB|I AT LABL R BRI K EIEET AT LEENL T 528I28Y. ZOMBEEZARRLT,
TS EERFIEN, isozyme BIREY NOS BREID in vitro A7) —=2 7V AT MBS _LRO THHAETHD,
— % SEEEL7ZFNENROEBITOWT, 3D NOS isozyme (22l 7 a7 7 ANVE R THE D
FNOEILTRTD isozyme (R U TIMHEIBIEREZRL, FIRAID 1C; fEIL 1 ~200 uM DOHPANTH-

- IOOFERIT. BEW O EREZERMERB IO potency BIEFRELTHIIFE S TRNIEERELTED,
B2 SRS nNOS—isozyme SBRMENE L, FREEMEICENT, HifbaWE B LIS BRORAIY—=0 T H W
EHTHHEB LN,

NC M3 KC &AW #aE W FREIc W T, BTEEOARFFIZRW T, NC/Jic, BALB/c,
C57BL/6 & RM~UAFEREREARDTTF /P AbDIH NC/Jic =V ZAHEOMILIZRNTD A [FN-y
WAL INOS OFENRBOLIMALIY NC vV ADEGEIFEIEICRE T TF /A MIBITH IFN-
v 125 INOS OFEMBI G5 L WD EERME IS RIRS Tz,

AAEFEDIFZRIC BT, NC =T R7FF /A MIRL T IFN-y 28 INOS FFE LIS, M@ mE i (e
BRI EMRBALNNTAY EBIZ, ZOEMD TNF-a. ILI-BE MO RIEE YA M A ATIERO LT, TR
TIE IFN—y BA DIER L E 2 bNBTEERUT, Fill, AD EDRBHERERICBDTEEDY A AAD
5% IFN-yDHHBFREEL TEEREEEZ RIZLTCOBLOMELHY, IFN-y 23 NC <URTIFF /P AMIRIE
FTEER% AD D in vitro BT NVFEDOUEDELTUSALIBFRERERIRL TV 5, NC vV A, & IgE MEEFF
IR ZAPER O B R B REETHEME, AD OEF/VEIEL COF BMERRBIN THAH, RIFFEDRL
B IO RIEM B OB ThAETIF /A MIBWT NC w7 A8 AD EORNELLEIN I RENT, 5.
NC <wUATSF )Y ArE VT, AD ORIEMF ORI 5T 2R EHER OIS E RARIZ
JEERARIA LT OB ICRECER T ob O EHfFEnD,

NC <= ADFIFERIEOEE ERICE ST AR O HA BT O DD EEAVWEEROER, RE7T
F )% AREY 18 fH0 cDNA W F OB S| 2 E LT, BLAST search D7 —&_X—RLFERT—0RE N 9
BOBEETF D%, Fr. No. 67 (lamin A) & Fr. No. 68 (keratin 6) X g #& D F R T 47 A M(F: Intermediate
filament) T B, M EHEELRR AD LD BE TG SN TV, F7z, keratin 6 122\ Tk, REOBETRE
OB THEMTAIENMOIN TS, Fr. No. 75(GST-like protein) iX, iITFE/2—=0 7 SV AN RGES
L 0G0 glutathione FESEAIEH T 528, GST FEMEIZ/2\, Mouse PGE, AFi#E£5%1 human @ GST-like
protein &® homology SEVNEWVITEM, FilE, BABMTA2o72Z M35, Fr. No. 75 DF L R0 b AL DEESETE
M2 A3 B RIREMEIL 3D, Fr. No. 81 (capping protein beta 1) 1%, actin {Zf5 & 3242737 T, filament DIELER
AMiEAETRE T AT LIZ XY actin filament OEIRIERZIMFI§5E5 2 515, Fr. No. 84 (Ring3) 1&., H#l., Lav
CavNRTOBEHEICHETHRETFELTRESN B TFERICEERREZ L TS RIRE SRS NIz,
WEEE . MHC O class 11 OFEIR THAZ LR T Z237 LiEE L C kinase {&E M (B - ALF =0 H3E) &7
FrEHBALNIENTZZEDD, VT FRED B CRERBORE~DOE SO EEbLH L, 4% TNbHD
BEEE G T RoF NHEDRET D —DRVEEF DT IEREICBIT LB 5 EZHONITOLEN DD,
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5. fE

1) NC URATD in vivo SR G FRERE AW ES ARSI REIC B USEIZ AT 2N 2 ARENEE
HDEBILDHLUWRIEEICZVELATREEEZHESNIC L, 2. KETFAZ BV, FEEEZATY 0
NC =7 AR IHEHERIX, 2O EERENMI KM O EEL ~ L ThAZ LML,

2) NC = AR B EIEE R TIIRIE IZ BT AnNOS BWEERFE|Z B2 L TWAZEZABMZLL, nNOS
BRI E R NG DR OFEEDOTRRERLRVEAIEH WD THER LT, B2, BIZRRI ) — =0 B $h
B FLEY - FE R Jn vitro NOS JREVEMEIEAS ) — =0 U AT DOMESLIZ LB LT,

3) NC =7 AH 3 KC 23 B AT IFN-yIZISE L7z INOS 3538 K USHIR A 0 (A 2R 9~ 2 &2 B BT L,
NC w7 AHE KC Z W= IR FERIIZEN, TOREER MBI OGN FIETHAIZLEHLNT
L7z,

4) NC =URICRBWTCIFIERISITISE L TER KC BHEENTLT 28 FHERTEETHIEE R LE,
IS DD ETELORD BILT-cDNA DR 18 D R F 2R E LTS ——F 5T oTr,

6. WFacesk
2L

7. WRIFT A HE OB IRI
1) FnEZEA, B, SR — (258 7aHE 3R FFFE 2000-332335 (HFEH)
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ERBRERE S OMBICB T 55

ERR134E11 H30 R F1T

HT MEREAN ba—< 80 T2 AREH

T103-0001 HEHHPREXASENMZBIT13E 45
HEEIN UMcEBETERED 4F
HEE 03(3663)8641 FAX 03(3663)0448

HIR Bttt V-5 2%



