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(57) Abstract: Itis intended to provide various methods appropriately usable in clarifying the onset mechanism of atopic dermatitis
(AD) and symptoms similar thereto and a remedy therefor with the use of the phenomenon of inducing the production of interleukin
18 (IL-18) by kerationcytes (KC) and methods of utilizing the same. IgE expression at a high level in the serum, which is observed
in an AD-like lesion, can be reproduced by, for example, applying Staphylococcus aureus-origin protein A (SpA) on mouse skin or
the like or transplanting a skin piece having an AD-like inflammatory lesion to a mouse or the like. Thus, it becomes possible to
screen, for example, an inhibitor of the induction of I1.-18 production by KC.
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SZ,TZ, UG, ZM, ZW), 1—5 7 (AM, AZ, BY, KG, 2XFa— FEUMOBEEIZDI\TIX. EHRFTIND
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AT AFER:

— BERAERES

— HROBEAOHEDHBAOLFATHY . WEER
HOBRICIETBAFASN S,

GNEH: H5F/HA4 b+ (KC) hoDA2F—AO4F%218 (1L-18) OEFELXDOFERZEZFALT. 7
FE—MEREEZR (AD) OFOELEROREHEORACAREFORARICIFEICALDS Z ENTRELEE X
EEFDANRFEEEZRBT D, AL, EBETFUBREHEOTOTA VA (SpA) EYIREOEEIZERL
U, ADBOREEREERENECEREEREYIRZIIBHELEZYT S LT, ADBROKREIZEVLWTET S
MEFOELARAILD cEXBREBRITZENTED, ThickY, FIZIE, KCIZLKD I L-18ELEFEDME
BHERO)—=_0 593 EMNTEIZHS,
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F

S (Tpaig

AEWEIZ, ¥IF /94 Wb F—uf4Xxr 1 8 DELADHFEES LT
ALEREFRDORAZ V—=v 7k, BEOT M —ERBREEROFEFIE,
FRNEZEDOFBILETAHOTHY, FiT, 7 FE—HERERLT DEEUER D
ZIEHE O EACIRERER OMBICHFBICHVD I ENFARRAZ Y —= 7%
B, BROT7 P —ERBEAREROFESE, TCCLOFAICETLIHOT
H 5,

Hi
H

i

Bl

BEZEORPTRLRERBETHY . EEBHORIBRTHLD, REIX
FF %A b (KC, A{HifE) . A=V, KREF T AnrXfka (L
C) BLXUEENTHMBEENGRS,

L CIZRmiB BN (DC) THY ., ZOREBIIFMOICRES NS v
NR7ERRZHEL T, BENRERSE—REIZThN 28R Y v 8 ER
THZLTHD, VURE~OBBOMIC, L CIEINFRTEZHE T DEDC
BT B, TORKE, LC/DCHESTFICH L THREN 2T HERERE
BEIERZ N5, Z0XYIC, REOHESENRAELRE L. R UHEITS
THEEMRERE LEBCEET S, LMo T, KELAERSBIL. LC/
DCORRLAFEERN2AEHEZE L CHEKBHZEICEEL WD LB 2L
nNa, it LT, KCE A=V llIIEBICEREL., ERMZIIERRE
JREIZ DTN BIR,

LU, KCEEBRICEIT2 BRAERE LREOTFEICFET S
TR RR I N D, WEDPEBICBE TS L, AR MIRERE, DWTE
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BRERICE KERRECER TS, TOB, BEEBR T KCBIUL CHR
L ENFNOBBICELEETD I EELDND, Ll o T, HMEYWOILERE
CEBHMCH LTEESERY A MIA VEEET DLV a=—2 RIEEIC
ES&, KCRLCIEEE25x, tORRERAREICEZEMSED WML
ZExbind CGERFTXEL - 22R) . ThoDEEZEEAL L. KCHE[E
B LEEBORENEHERERRICOEETINERETHIZLIEIEETH
%,

AREEEZE L, DETc, KCHEREMIZcaspase-1ZFEH L, f v F—uAfF1
8 (IL—18) BIXUOAvZ—ufFxr18 (IL—-18) KEETHHFET
7 b —EEK (atopic dermatitis, AD) BOEBRE (FWEMEEBER)
BHEIET D, caspase-l— h 7V AVz=y 7w R (KCASP1Tg<vwUR
) BRI LTS (GEEEFHFICIRS - 428B) . /o, AFEHAFIT, IL—18H4
IL—18DADROEMAELZFHET HHEAZHERSIEDLILHRLTND
(G ASR) . ThOOBENLD, KCIHFIL—-18BLXOIL—18
BEDEEL DYV A PIAVOEEZLY EFEREREICOFET 5 AEER
HHEILBRBIND,

AT, FRIL—18BLTIL—181E, EWERICARIEERFIRE L
LTCEEA &N, caspase-10 & 5 2 EI 2 HIFINEESRIC K 0 BT S oz ISR
ELTHRHEND FREFXE S ~98R) .

EFSERIL—183EETEIA M A OEEICE U T, SHREEEEE R
T, Bl, A F—ufFr12 (IL—-12) OFETT, IL—18F@mn»
RIEFEEDOY A " IA LV THBIFN—y EFEL, TORBRIMERISZRE
T5 GEEFXERL0) o THEIMEMNIZ, IL—1 2B8FELRVES. 1
L—18i% Th2¥A "IAVOELADHFEEZBLTT "L EEFHETD
(FEIGFFICIR L 1~ 1 4 BH) ,

FFEADIX, SIS RIEMRRERE T, BHEREEDORWEREZ
SRBTHD, BECIE, BEHERRLY, BEEIZOMBEFRZENL L0
I gE2ETAN, TORERFIZTONTIIRAREANREZN, ADRED AT =
RBIZDWTIE, EHE TR, FEER, EREREIRESET 5,



10

15

20

25

WO 2004/104578 PCT/JP2004/005747
3

Bz, TUVNVT U X 5IERARE IR EROEELOBR, Th 294
NIAVETIANAT A =—F—DEENREZY, ZOFKER, ADBBIET S
EEZBZDILTVWS, LT VAF LSRR E 2 i e LR OB,
INHMEEDF c e R WFHEENRDO I g EFIEICHTEF c ZAK (FcR)
) KHEELEI g EAFORBICELD, ERRTh 2V A M AV ELTEERD
DX, fvF—uafFxr4 (IL—4)  AyF—uafxr5 (IL—-5) , A
vE—uAF%r9 (IL—9) . AVF—uAF13 (IL—13) ENHEJ
bNd, FIANAT AT —F—L LTEERLOL LT, ERFIV, &R
h=v, g a b VERZTFOND,

L2 AT, BB FUEKE (Staphylococcus aureus) DREEHEAS, R X -
TIXADRBEORBORELEZBMIEZZ L FEETE15 - 1 65H8)
 EDhIZE, —EOADBETIIMIBEIL — 1 8REN EH 5 (FEfFrITi 1
TBR) ZLRMbLh TS, TRbL, BAT FUREORKLEN, ADDFHSI
HOWVIHEBERFTHE2ZLIXINETHLN TS, LALRRL, ADDOF
FEICEABT RYRENED LS ICEET ORI OV TIERARANREZ,
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BRTIE. ADDOREBBIZOWVWTIRAHRRANREZL, Thiwz, ADDEZ
RIBRER ORI, Z2< ORERFE-> TV D,

EROXIIC, REEZERT IEEMBAE, xR BRECEETI N
M TRY ., FlE, EE, FRRMEESFERSEE S L CEBREIRE LR
BFBZEBRHFEENRTVE, LLLARARL, REZERTA R LELIMBET
HOEKCIZOWTIE, BRMDHEISEICED LI ICHET LT O>VWTIEHADL
DT TR o TR,

EEORBIZOVWTHMDRIBREANZHRETL2HE. TOREEBEEZMHAL.
ENEFALCEREROOIZMEEA I V) —=V T L XEERFED—
DTHD, LOLHERDL, ADOREILBVWTIE, KCOEESLEET NUIRHE
DEELEDTRARANEZL, Zhwz, A7V —=V 7 EDADDOERER
EHOBRBCINLZISATAEMCOVTIE, ThETIZEALEALNTVA
Mo T,

ARERIL, EROBECEARINEZBDOTH-T, TOHMIX, KCHhHHD
IL—18DEADHERLKLEZFAL T, 7 MY —MEBERLET OELUEROF
SEMEHE DAL R EH OB ICHFBEICAVDE Z LN TRAKESE L 20F A
FELERETLIZLITH D,

A D BR

AFEAEIT, LRBECESGERN LOER, BHEAT NUREERO T v T
AVARKCERBMLTIL- 1 8DEALZFETHILEZ, A EME (in
vitro) BE A Y ER (in vivo) DR TEIEL, ARAZZRITIICE ST,
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Thbb, KEBICA»E R V—=r P HikiE, FROBRELMBERT 52D
. TR HRERBROREEREREEE T LEDITBNTET LA & —
BAXY 1 8DELEDFHFHEBALGEFNA LLEEFHOR I ) —=v 7 HETH-T
. in vivoE7idin vitroll T, FIBEANC L B3R Tr ZF /A FhrbDA v
F—uAx 1 8NEALFETIRELZERTIREFHRIEL, ¥HURED
TR TEFMEEZHRS LT, LEFIF /A 0D F—m X 18D
EEAFELZHEETIWELZ, LEEERH L L TRETIHEARELIRE &
ZEEEBHEL LTV,

EFRRAZ V= 7 HEICBO T, EREEAIE LT, BT FNURE Bk
DFaTAA, FIF VA FERIBTHZLATNERLEE 2T A ADE
GEVNITE, ElE. FIF VA T ERET A EPRNERLE e T A v
AFERRZFOHSEVRIBEOREERDOH RS EHEANPPHANVLNDS Z & 253G
EFLV, EBbZ, EEFEHIE LT, 7074 VARRMATRT UARRET MY
vAh (SDS) 2FATHZERXVEFELY,

Fo, LFERAZ V—=V T HFEIZBWT, LREREFRIENSAA E R
EHINBHE. F7F /¥4 FOBBEMBROKREBRICLE v T A AZEM
LTEETHIZLICLY, LRBEOEREER L T IWL, ERERERRT
Bl VERCTERINDES., LRI TA VARFRRA N RDIEMDRKE
CBHTHZ LT, FPRBEOBREERALTH I,

Eblz, LRRERBRIENA VERCTERSNDHE, ERAEAI L LT
T —MEEEAROREERERENECEREFERV., YZEEF &K
ANEBRDZEHPIIBHETHZ LT, LEREOEREERLTH XV,

ZIZT, ERFRMERDZEMT, PR LD, CD4A'THRDOFREE, statb
DB, BIONKTHBEIZBITAZIL—-18RaH(OERLVWIEZRBEZMN
LEBLTWAZEMNFELY, ERASXMERBEMI, FAlXE~Y 2ABFE
L AHWbLR D,

Fio, AERIZE, ERRZV—=V 7 FEEANVWTEONIRERZ S aE
REBRERREEND, SO, RBEHITE, 7 M —ERERROKIEM K
EREEZTTH2EDCBNTETL2OMBFFO/BLNDI g ERBREZIHT 25
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ETHo T, LRRAZ V)V —=V 7 HFEEZRVWTELNDHEEAR., £k, Ltk
ERBEEEFZHNC, ¥5F /A PhbELEShES X —aAF 218
DRFTHRERICE - TRBI S, fiE~ORBERLICSERZSNDIEHED I

g EMBEEMBTIHELEEND,

REBEIHNDT PE—ERERFEROFESTEIT. T VEBIT, T Y
— R BAEORIERRERELRESE ST P —EEERREROFIE L
ThoT, BET FUKEBRROTeTA VARETNVERORBIZEBRTHZ
EEFHELTNS,

ERBEFEICBNTIE, ERRTuT7 A AL LT, HETeT A VADEE
BURIE, rTF ) A VERIETAZLRFARERERE e T AV ADELS F
VI, ElRE, FIF VA MERBT S LA ARRER T e T A VA
RO Z A BORERDDRL L ANPERAND LN TES, &
iz, ER7uT A VARETNVEMOKRBCEBM TS L IZik. SDSZHH
THZERFELY,

Fio, AEPICE, LEFEFBCIVEOND, REERBEREEZRBELL
EFNEYNREEN, TOTTNVEYO—FlE LT TRERZTHIENTED

KEHOFIAFIEE LTI, filxiX, ERBRAIV —=v T HEEZTOICODDR
7 ) —=v Ty o, LRFEFEETILOOT M —ERERREROFH
Hxy MEZETDHIENTE D,

EFREEFECLE, 7T HEER (AD) BROREEFEREIZIBVT,
rSF )AL IPPLELASRZIL— 18 DRFTNRERN, ME~DORERL
WCEHEMED I gEREEIEBEITILEFALTVS, Thywz, ERESFE
X, 7 bR E RS OEEUER O FIEWE O iR B OTRREEA O B 58 A8
WCRHWB Z LRFEEL 25,

AFEADOS LMD ER, B8, BIOENZAZ, LTIRTERICE-T
+HbnBTHAY, o, AEFAOFRIT, RANEZZR LIZKROFHHATH
BIZRBHTHA D,
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1iX,. KCASP1Tg~vVADKRERBEBETDZLITLD, FRAFT
DI gEFEORELa L Pu—LORRELLBIRTRTH S,

M2DA~FiZ, KCASP1TgvVADKRERBIZBITHIL—180DE
Ba, 2 br—LOfERLE EBITTRTH S,

K3DA~FIX, KCASP1Tg~UVRDRERBIZBITHCD 4 " THE
DEREZ, a b —LORRLLBITTRTRTH D,

M4k, WEREZBHESNEZFRR MIZBWTTh 2 Ma0RRE R oME8 K
KTHZeE, aryhe—LORRELBICTTRITH D,

M5OABLUBIX., I gEFEDOLDODORAINCDA'THE, xR |
stat6 BEIOARA T L—1 8, WIZTh 1,/ Th 2MEDOFELEDRER
., arbua—LOERELBICFTHTH S,

6 DA~CIE, in vivo TOSp ALHEIZEIBIL—18BLUI g ED#H
EORERL, avban—LORREEBITRTRITHS,

B7DA~DIX., SpARIZHBEEZITZKC,rDb, IL—-12TREZRI
L—18DANKEINIHERE, 2 te—LORRLEEBDITTITRTH D,

M8MDA~DiX, 4%SDSESpA (200ug/H) DEEHEERLL
NC/Nga~vURAIBITEREREDOKRE, =V hr—VORKERE L BITR
TRTHD,

MODA~DIX, 4%SDSESpA (200ug/RB) DREMEBM L
NC/Nga<vVRACRIFAEEORREEZEMETHRELLHEREZ, 2 b
B VORRLELEBICTRTRTH D,

KHEZERTIOOREDOHE

AKREHAZSIX, ¥I7F /A4 M OELASNE T L— 1 8 DREFTRIRERN,
HE~DRBERLICEEED I g ERZEIERIL. ThWB7 PE—MEREL
BORERRERECRNDZLERH L, AFEHTIEZ, ERMAZFAEL
T, Bic, 7 FE—MEE R Z OELUER O FEMEE O AR TR ERIEH| O BE 5
WIHFBIZEAWAZ ERFRBREERIOR 7 )V —=v 7 FE, BEXUOT ME—MHE
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JEREROFES ., YT ORRAFEEER Lz, DT, AEHITONT
ERRICHHAT 5,

(1) RERICHIPBR7 Y —=v 7 HIE

RERICHNBRA S Y —=2 7 FER, in viveo ¥721F in vitro 1T, HlE
Fllc Lk 2RETrIFF /94 F (KC) DODREHHRIL— 1 8DEALHE
THARBARATIEERRA LR L, YZREOTIKTEMWEEZRSESLT, £
RKCILEBAM v EF—uAx 1 8OELAFELHET I WES. LEEEEH &
LCRET 2 EEARETRE 28 A TNS,

T hEe—HEREER (AD) HORKEERERETIE, EEOPKCH»rHbIL—1
SAFATMICBRICEA SN, ZAICKYVMBEFICBWTELLD I g EDOX
ARRON2568bH5, I T, LEREERIERBIUVCHEEFRELELZS
DRI V== T HEERVWAZLICEY, IL—180RWEHEETLIMEL
BDHZENTRICRD, BoNWE PLEAD) 1. ADDOHERRIBERER L2
DED,

BB, AERATVI LZADADRORKEERRBERELIT, I L—1 8KFR
CRETHIRERB T, KECRENPBRENLIERZESET b OL L, BEICA
D LRSI NABEEBHEROLERTHOTITRY,

Fio, AFERIZBT S lin vitro (A hm) | LiX, HEMARICELY AT
PICERINAREREZRET DL L, Tin vivo (A 27ER) | &iX, BER
BEICBT ARIEREHRT OO LT3,

I, AEHATHH L ZAHD HEH] 1. KCHLLDIL—-18045WsE
EETIHETHNIXELS, ZOREOREHRAN = LIFTRESND D
DTIEARY, Lo T, KEBHIZLNERZ Y —=v 7 HETELNSBEH
X, ERRKC2»HNDIL—180AWOBREEZAFEMICEET SN TH-TH
FVWL, RAHFMICEETZLOThoTh I\, E/, AIHENICHET ZMHE
HoHs, HeR (FHE) OlREHR (HHFA) ThoTbiwvl, B
FEHICTH->TH IV, METHIE, RERIZLNDEIRT U —=0 T HIETIL,
A EEOEORA RBEHOEERER 7V —=v 7 T5Z LR TE S,

<BEFRIE>
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FEBERRIRIZ., FEFICLIRBETCKCrbD I L—1 8DELEZHYE
THREEZERTAILETOHNITLL . BERRICET 2HMREHICONTI
BIZBESNAbOTEHRY, 2FV, EREIL—-180EAZHETE ZRE
EEBETENIE, in vivoTHo Thin vitroThH > Th L\,

FEHEF L LTI, KCERHEMT A Z ERFREREES V7B (KCHIE
BUNRIE) BBETFHILENTES, UEKCHREF v X7EL LTI, KC%
FIET A ERFARERF VU RIETHOHNVETFICRESNLD b D TITRWVAE, RF
Wbl LT, BET RUKE (S. aureus) HEDO BT A A (Sp A)
NETbOND,

R L7z & e, BET RUREORENR, ADDHESHLWVIFEERFTH
HIEREINETHMOENRTRY, b, AEHAFELIZE>T, SpARZ~TUR
ISDS & EBITBATHLEHMD S BIZADROEEHBERBAZFET
XA ENRBENTE (EEFASE) ., LeBoT, KCHIEF "I7EE LT
. ERRSp AZBIHGELIHVWDG I LB TE D,

LS p AR, BET FUKENPORONDIEES VNV E (BE&RT IR
BFZHTHEZNIE) ThoThbIWR, F7F /94 FERIETL2Z &R
TEETHNIE., SpADEDZ VU RIER, BEFVNITBERITEHDZ 737
BOURERTHoTH I,

EREEE L. AMOSp ADT X BREFICENT, 1EELIIERECT
I OBMMAERE, RE, BA, BXO/ MMMz IV BESINGRY .,
Mo, BT-23 FOMBREICRBIT2REZACHET 57 "7 EEzETHOL
T3, £z, LR 1 EXEEECT I/ BAER, KK, A, BLXO/ £k
AN EN ] LIk, BABRNRERERFTEESOR/MOERF 7 HIER
Wiz kDB, RE, BA, BXO/ERMMTEIRENE (FE1L<iX1
OMEIBLT. LVFELLIXTHEUT, EORFELIZSHEUT) o7 I /BH
B, K&, BA, BIO/ EEEMNEN2ZLE2E®RTS, Znkdic, k
WKL, LRRSp ADERI UV RIJETHY, TZIXWD [EE) X, £¢
LCAMDERZ VAN EEMECE ) AAMHICEAShKEERZERT 5258,
RRICFEETIABOERS VAV B EEERRELIZbOTHoTH RV, £z
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. FFES p ADKEREIZ., MMHRRIRTF REZEHLHEDOTH>TH LW,

Fe, LRFEFL L TE, SpACMATSDSEHATLIZLRLVEFE
LW, SDS,7uTFAVALEHRATHZILICLY, IVEILWVWADROREE
HBEREREFET I LN TED (EHEHZR) ., SpALSDSEDHEH
FEIZOWTIHFIIRESND O TIRRVDS, Sp A2BMETIHEHEICISDS
Mz, SpPA—SDSHWREREUL, ThEETNEYORBICER TIZE
Xy,

<K C DRIBEFE>

FRKCHIEF VNI BIZL DK COFBEFIELIODWTIIHIIRBEIND HD
T, KCEZRBLTIL— 1 8DELEEZFETEILIFETHNITIY, B
EECiX, Bz, ERBEFRIENin vitroll TEB SN B5H4E. KC O
BHEOEEBERICEES p AZTRMLUTERTHLIEIV, ZOLEAVWLENEK
C DEBRMIBIZOVWTIIFITREI NS DO TIH R, AHOREEMEE FHEIC
AN ZeinTEd, IR, BRT2ERFI6 T, PAM2 1 2tz AV
TW3,

FRKCOBBMIROEBESE, TROLERBRCEERE. Sp AOEMO
HFEIZOVWTHRHFICBREINS bOTIERL, AV b3 EMEOREEICIS
CTHEYEREFZRETLIZ LN,

—F., LEEBREERITENin vivoll TEBEINDIHEE. LFEESpAZFX b
LRRBEMORBICEBHRETNEIV, Sp ARBRTALBIIBIIBEINS D
DTERL, SpARIBKCORBEEH T R2VWHFETHIHITIV, AI2IX &
W BERBFITIE, SpAE50% 7V Er—/LOPBSEKELTHNTWS
B, bbA, AERAIIINICRBESINLS D TIERY, £, EBLE LT
. SPAICSDSEMA7-Sp A—SDSHEEZMAEL, ZhEFRX MNEHDORK
JBICBALTh LW, B, BREH. AIZIXBHRAESCHTR MEYIZEBRTS
EHAIZOWTHREIZRESND D TIERY,

TOLERVDLNAFA NAEWE LTIE, FIZRESND b D TIIRWA, &
BiX, —ROCEEEZERICHVOLN TV AELESZ A VXL v, EEMIZX
VUR Ty b, UVF, TE, PNVEOERBMERTE LB TED, f
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ZIE, BT AERFCIX, FAMEHL LTIV RZANVTWD, BT, <7
AFERBYLE LUELAVLNRTEY, Bx DRRERBORMPAFES T
HEEDERBRBE DB L, EENNSVWEEDIHATRADRAN—R & HBEI/NE
T&BZL, EOFERHBTHIFELL,

<& Fr O HE >

FRBEERIENA VERCTERINSGHS, LRAEAHE LTS p A%
DKCHIEEZ X7 EUNDLDERANDZERTED, REN LD E LT,
ADBOREMRERERECLEE (FERE) 2AVDILRTES, 20
REREORBREZF A NEMIIBETSHZLICL>Th, IL—-180EL%:
FUTEXIBELERTLIENTES,

FREBEREIL. ADBOREEKBRENEL TV DI EETHIIZEHFICRE
ENBLOTERNE, BEOCERID, AA MM ERBEOEMDORETHD
TEDEFCFELY, BRBEOAYOEHE. HERRIED X 5 R ADRORIEMRK
BHREUNDRE CRERENELBEDEFELL R, ERBARANEHL LT
. KCHIEZ v A7 BT 20T B L dic, FEEREMWELEET D
TENTEBEN, FlzIE, FAMNEHE LTV REAVLSHE. BIESh DR
PRECKEF b~V ABERTHIZENEFICHFELY (BRT 2 EMAISR
) o

TIZT, EESAMEYIR, LD, (i) CD4A'THEOER, (i
i) stat6DFEHF, BIO (i ii) NKTHBEIZBITIAIL—-18RaHEHDIE
REVIBRHELMNLEBLTCVWILERD S, HBiRT 2ERH 4 ORI L
BHARESIC. CDAKRET YA, statbREw v A, IL—18R ik
< RE, MNWHBbKCASPLITgvVANLELNIRERBORFER 2 BHE
LTHI gENEARHFEI NPT, TRbE, IL—180ELEEZFHFET
EABEAERTLIEDIE, £ (1) ~ (i11) ORBEPLEREHELE
25,

¥, EECD4ATTHME X, MECD4 (AL —HRE DM ERRE & o3
JED—D) BRETHTHIEZSRT, CD4DOEROFEIZOVWTIE, HLA
EDTTRERFATATRT, Tz, CD4IZ2VWTiE, EHRLTWS
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BEIZIZ TCD4%)] TRL, BRLTVWRWESIZIX ICD47) TR, £

. kEstat6 (STAT6) 1%, ¥A FAA v OERABECEETIMENY 7T via
S5FT, IL—4 THRRHZEERELENLBOTHY, EFRIL—18Rafk

X, THRICERLIL-18DKECEETIHETHD,
<PREFIRELE>

FEHEEEFREIR TR, FEBREPRIBTERINZIL-18DELL
SFUTEIBEO T TERMESRE LT, ERBFIF /A ML dA %
—uA %1 SDELAFELAETIVELRET S IECHONIIRHICRES L
BHDTIERY, TOTERTRESNZHWEN,. 1 L—1805WMoRBELESE
THHEA L RVES,

FRERDEEZBRETAFEIBICBEEND O TIERY, FIZIE, in vit
roCHIIE, KCOEEMPELER L COAERBRICERDEEZRSTHIZEIW
o E77. in vivoThHIIE, FRX MEMICR T 2 KERMICERDELZEBR LT
LbEWwi, RR MEMCERDEEARITTCH LW, £, LEEEHZRE
THFELBICRBESNSLOTIERLS, KCIZEBIL—18DEAFENHE
EIRTN5Z L AHEE ﬁmf%5;5&ﬁ%f%hﬁ;moIL—18@E
ARHETEX B3EEMNIn vitroTho Thin vivoThoTh, ELI SAZH
Wizcell-free systemBEZ WD Z LN TE D,

Bk, KBRPZr1E A7V —=r 7B, ERLERERRIER JUCH
EZXFETREZEATONEZOEERNRFEIIFCRESND O TR,
LHLAMNEDMDIREZZEATHNTH LW,

<SEEBIBEEA - BL V] g ERBROIBIFTE>

CAREBICR, ERAZ V= HFEERVWTELONLSEER 2 ST
ﬁﬁ%%ﬁ%%ﬂﬁ@iﬂéo:@ﬁﬁ%%ﬁ%%ﬁ@ﬁ%%&ﬁﬁ%mowf
TEBICBESND bOTIERL, A7V —=r T SNHEROERLE, REX
HLdEY (t hbEl) ORBIJELT, @Ry 77 —REMAZE A
TWIZ XV,

Sbic. ABBICE, FRRI ) —=V S FEEEOCRLLIEER, i
X, PRASERREEAZBVEELLVI g EXBROMGBIFELEEND,
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ZOFETIH, LREERHEZIIAERBIBRERZH VDI LT, KChbHE
AEINTEIL—-18DFHHRERICED., FiE~ORBER LI ERBZ &SN B
EHMED ] g EIREEMET 5, TORR. 7 MR ERFEORENERER
BZRBNWTETHIMBEFOGLVAADI g EEFLWVWIREEMEEIIEEY
HIEBTED,
KCnbDIL—~18DEAFEIL, #1417 MIADOREILORMEHHA
LHNiE, LD g EXHRZENTADDOREIC RN ABELH B, K
AT, ERMNUOBETH-Th, ADDORREZEDICIEEEZITBRMT 5
TEIRTE S,

(2) REBITHH»57 FC—EREABEROFEFIE

EFE (1) Tix. AEHD S b, ADREOFELUER O IBREER % EfmpE H
BRIV == 7T HHFEICOWTHEHEMICHA LR, RBERIZZHIZBESN
BHLOTIERL, ADRLZOHEMUEROBEMELMBATIEN T, T NVEY
2., ADBROREMFEFRELZRESEIADBEROFEFELEEN S,
ARBITHD ADBEROFEFEIX, EE (1) oBEERIRIZT, K
CHIEZ > 7 BEREA L LTRAVWESSICOWTHALZ LI, BAT K
VIREHEDO T T A VAEKRA NVEYOEFICBATL2HFETHNITI N, Z
DEEDBHFMHFEICOVTHER (1) LRAKBICRESND O TR,

Ebic, ER7ueTFA AL LTE, £ (1) THhBRRELSIZ, ¥#%Tm
TAVADREEZ VNIE, F7F ) F A4 Ve LAFMRERERE 0T
AVADEZERIE, ElE F7F VA MERET S Z L AFEER LR
TuTAVAERBEDERG S R BOHEEOL R E b AATHIIT X
(AN

Fe, ERRARXMEHELTH, ERLEXLSIZ, vUR, Ty b, UHF,
TE, YNVEOEREY, BT UVRAEERFHEICAVDIZENTES, BBETH
IR, ARBEHRICE, LREPEFBCIVEONEREEREREEZRELLET L
EMPREEND,

(3) AFEHOF A
RERIZBNERT Y —=v T HE, BIOADKREROFESEIX, EdRL
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T2k 9T, ADRE DEEUER O RBIERE OMEACIRRER OB ICEEIC A
BIENTED, 22T, ABRAICH2E EREFIER, ¥y MLV ERSH
Th I\, Thbb, AEHICE, ERR/AZ7V—=V T HEEZERTAZDDX
7)== T %y hERRERADREROFEFELERT 5 O0FHET v

FREENTHTH LW,

ERER7 V== 7%y FOEFHRBAITISICRE S D H O TIXRWVA,
FlziZ, » &b, HEE (BCKCHEY VI E, [RERE) &. HEA
AEIRTHVWONAEE~TVTNVE (FIZIXSp ADREFI7EEYVT
FNGESFE) 28 DBREBTHZ LN TEE, AL, ADKREROFHE
¥ v POEKHRBRLBIBEIND O TRV, SpABKLSpAZ
MBHICBHACEDLLORBHAFRLEEDEREFET LR TE S,

ARBPIELPDEAZ YV —=v T HEE, ADBROREEREREZRET 5%
E%%ﬁ%%ﬂ@xﬁU~:Vﬁmﬁﬁmﬁw6héoit\K%%mﬁbéA
DRFEROFBEGTEIL. ADBREREETVEMCATIHICRESESZ LT,
ADBEROFBEBREOMBICHNEZ ERFRETH DI, &I, RFEHIKK
MINBAZ Y —=r P HECEVEONEHEERODRERILT 2DITHND
ZEHTED,

Bl z1E, RERELPDERAZ ) —=r 7KL LT, BEERIEZin vitro
TEHETHIFEICLY, p2MEEH WX WEXLTD) v/ELIAEZLETD
o TOBAETIX, KCOBBEMIBIZBITI2MEXDHRZRTND I LITRD,
FIT, AERICH»ZADBREROFESFEZAVTADRERBBE L~
TAEERL, TLEAVWTHEXDRRZin vivoTRIET D Z &R TE %,

BB, AEAOFAFEEZ, LROFICREEND D TIHRL, hofEL D
FABRICOLAWVDZERAERTHDZ LTV I ETHRY,

TDESIT, AEMOFRETIX, BEMRAEZET CRERZHEMICHALL
A, AERIZLEREROBEOLMIBEIND bOTIZRL, REHIX, ZOR
SEBRELRVWEENT, ¥EEXFTIMBICESNT, BrOo®R, £E,
EEEZMATEBRTERTHI LN TE D,

PAITF., ERABIOHRAICE Y, RERALZ S OICHEMTHAT IR, REH
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FEINRBEIND O TR, 2B, BERAICBHTAVLORETY ZB X
ORREE, T, EEMRERFEOHMZRIITT,

(w7 R)

AAMCS57BL,/6 (B6) BAEAE YR (6—101) IHCLEA Japanths»
LEALZ, B6HECD4ARKRYTUR (XA, 6—10#) IZRFEKFDDr.
Taniguchi DEFFIC L VRELZZ T /-, B 6 FHFistat 6RETT R (XA, 6 —
1 0#) EKRAKZEDDr. TakedaDFEIZ L ViRt E 7z (Takeda, K., Tanaka
, T., Shi, W., Matsumoto, M., Minami, M., Kashiwamura, S., Nakanishi, K.
, Yoshida, N., Kishimoto, T. and Akira. S., 1996. Essential role of STAT
6 in IL-4 signaling. Nature 380:627&HR) .

B6URARLF10vUR (AR, 6—10#) ¢2XELEZIL—18Ra
KRie< Rx, KEEKKXZEDDr. Hoshinok Y ##ft% 5 1F7 7= (Hoshino, K., Tsutsu
i, H., Kawai, T., Takeda, K., Nakanishi, K., Takeda, Y. and Akira, S. 19
99. Generation of IL-18 receptor—deficient mice: evidence for IL-1 recep
tor-related protein as an essential IL-18 binding receptor. J. Immunol.
162:50412 )

HEBHEFORF—L LT, BOmEFI gERE (10-12p¢g/ml
) BT L—18E (5—7ng./ml) 2HTHEBERBREEEI ARD
< T AEBIR LU THWE, caspase~1REkv U RAEB6HFHAR TR ERE LT
Boh/icF6~vURA (AR, 6—10#) AW (Seki, E., Tsutsui, H., T
suji, N. M., Hayashi, N., Adachi, K., Nakano, H., Futatsugi-Yumikura, S.
, Takeuchi, 0., Hoshino, K., Akira, S., Fujimoto, J. and Nakanishi, K. 2
002. Critical roles of myeloid differentiation factor 88-dependent proin
flammatory cytokine release in early phase clearance of Listeria monocyt
ogenes in mice. J. Immunol. 169:3863%f&) , B6.,/ 12 9FEZDFWL{LT
727 4%—88 (MyD88) REk~vUX, Tollff L% — (TLR) 2Rk~
TADF 4~<T R (AR) &, KRIRKZEDDr. Akirad bk E%1T 72 (Seki et
al2f) . 2 TOTURTEFREBOTIIE W,

(FZE)
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BET FURECowan 1 bR L7 S p AlX. Calbiochemtt X VEA L7z,
KIEE (055 ;B5) oY REHEE (LPS) X, Difcodt K VEALE
o Murine FasY ¥V FhS v AT =227 & F (mF as L) iIZ20WWTik, JEHRFFF
Xk 6 2SR, IRVEFE TEMEEE T DcaspaseflERTHDH z - VAD—F
MK (ZVAD) &, caspase-1D#EMREER THHAc—YCAD—CM
K (YVAD) i, Peptide Instituteft?»HBA L%, REME TIT. 1 0%
FCS., 100U/m1=R=vVU>, 100pug/mlAMNVT b 5
OuM 2—RAAITFrxd ) —VREO2mM L—AVZIVEZELRPMI
1640%BEHEOEERELTCHAVWL, SUVRDT TF /%A MEEKP AM2
121, HEKZEODr. Tamakid bREES N,

(B e HE]

FEER (1 cm?) 13, BAEABE~v YV ROEFREELIXIKCASP 1T
vV ADRELRELEZEE FEKRE) H23WIERELTHWRVWEE GER
BRE) hoBir kT, BERBGE6YY X, CD4XRKT TR, stat6 REKR~ Y
A, ¥7FIL—18RaRKBE6vVADOERIIBME L, REEARL LTI
.KCASPITgDREREDD VIR ERBIZONTIE, 2R OBERZ
B,

REBEDOH, LIy MI, TR TRTOKREEESZDIC, 1mg/
m 1 OWMEEFR A~ A (Sigmatt#ll) BXL U1 000U,/ m 1 DFiMpolymixin
B (Sigmattfl) Mz 7-fiAAkzE i/, @E., 1 gEREZRET LD
Mgz 7Y 7 L,

BESNEZZENLENDORA MBI OBEREOEERIT48HEETHEL
oo MAEMRMEDTZDIZ, ~T bF VI e VU TREERZRELL
GESTFXE 3 - 428) .

G327

FEER (1cm?) 1. BERMOBE6-YRERLIIKCASP1ITg~wU X
NHBE LT, YEEEEANLRABLEZREDOY— MIPBS (V VERIEEHE
WEEK) B, 4CTHREVFARXL, BB L7z, TULENOERDFICEEN
BEEFEF A FHAVBIORE UV RIBEORER, VA4 A VARERBI O v
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Ry EFMERIE (Piercettfl) VW, ELISAFy MTXVHEELR,

(Th1,/Th 24k)

gD CD A *THIBIZ, Aut oMACS (Miltenyi Biotect:#) % T
A RPETRE L Ap 0 LU, FICBERELZRBMIRIIICD 4
P —X (Miltenyi Biotecttfl) & & HICA > Fa~—h L7, CD4A'THIME®D
MEIX9 8%BThHoT, M (1 X10°% m1l) i, EM{LENZHCD 3
¢ (PharMingenttfl) & & $Hi24 8KEHA ' Fa—F L, ZRENLDOLEFED I
FN—yBIUPIL-40RELZELISAKECIVRELL,

(BA "I AVBELOIT g EOFEM)
IL—18EEIMBLHBMELI SAFY MCEV®RELE, IL—4, I
FN—yBIOIL—181E, Genzymef B EL I SA¥ v M XV IRE LT,
IL—5MDELISA%y MZ, Endogenft2»HHEA LTz, MIET g EREE, P
harMingenft®EL I SA¥ v M EVH®RELZ, IL—18DIFN—yHH
BEIZ., LNKY YV —XE£4SFbhizIL—18REMOo~vyANKMES v—
VERWTALET v EAICLVRE L GERTFCHE 6 tha i)
BRRICIZ., LNKSE6#IfiZ. LNKSE3HLVLH, IFN—yEXE
CBLTIRIL—1 8RS LTI VEVISEEEZFLTRY GEEFFCH 6
BR) . COMBEEEBY U IAUEBI100pg,/ mIDIL—-12¢EbIC
CHIL—18%fE (50ug/ml) OFETELIIRFET T4 8BEfHA
FaN—hLi, IL—180FEEER, KRTRT LI, IL—18ICxT
BIRERBNT, MIEICE > TELASNBIFN—yDRELLTEREIND (
R 6 S R) .
IL—187E%E= MLIL—18HEOREFEAETICBIT L EFEFDIFN—vy
) — (AIL—18HMEDFETICBIT L LEFDOIFN—vy) ,

(S p ADEA)
BxDENDSpA%Z, 5u l O (50%7 Ve —/LOPBSEK) IKE
BL7b® (Sp ABK) 2B L. Z0Sp ARREZFEROEOKREIT, 1
ABBEBREBA LE, 3 bur—AE LT, SpAZEERVE 1 1 OBEEL2H
Wiz, D~ T ZADEEBELETHID, v U RE/EBIOr— I AT,
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(K C D)

K Ci, Dr. Tamakifhiz & W m& 7= (Vestergaard, C., Yoneyama, H.,
Murai, M., Nakamura, K., Tamaki, K., Terashima, Y., Imai, T., Yoshie, O
., Irimura, T., Mizutani, H., et al. 1999. Overproduction of Th2-specifi
¢ chemokine in NC/Nga mice exhibiting atopic dermatitis—like lesions. J.
Clin. Invest. 104:1097, F7-i%, Tamaki, K., Stingl, G., Gullino, M., Sa
chs, D. H. and Katz, S. I. 1979. la antigens in mouse skin are predomina
ntly expressed on Langerhans cell. J. Immunol. 123:784ZRR) IZ L7203 - T
. BRECTHEOSUADNLHEAML, RESFORBELZEFICEESEL DI
. THERBRFPTCA U F a2~ Lk, DCZERETHDIC, KCECD11
c~vA4 7 at—RX (Miltenyi Biotecttfl) & & HlTA v FaX—FL7E#E, C
D11cHil@gliZAut oMACSEZMAWTERELL,

KC (5X10°/m1l) £&IZPAM2 12/ (2X10°/m1l) X, #
#7BEDSpAL, 1ug/mIDOLPSERIEmFasL (1X10°% ml
) LEBIT2 4R A v Fa— Lk, —EOEBHITIT, HFEROKC %,
20 MODZVADELIZYVADDHEETT, 100pg/ mlDSpALL
HIZ2 4R v Fa_X— L, ZRNENOEBICBITSIL—18REBX
CEDEMEZ, ELISALAAFTT vEA LV ZERENRE L, —8OD
EHFITIE, KCIiE500u g,/ mlDSpALLHITAREA VU FaX—FL
MRNAZHHELT, RT—PCR (Tsutsui, H., Matsui, K., Kawada, N.,
Hyodo, Y., Hayashi, N., Okamura, H., Higashino, K. and Nakanishi, K. 19
97. IL-18 accounts for both TNF-a - and Fas ligand-mediated hepatotoxic
pathways in endotoxin—induced liver injury in mice. J. Immunol. 159:3961
BMR) #fTo7c, IL—18, IL—12p35, IL-12p40F&iEp—
TIFoDEdDTTA—RRENENDT A MIA T ONVTDOP CRDE
IOV TiE, LFRTsutsui et al. 258,

(Kupffer iz D FH )

Kupfferfifil (7 v/ S—fifE) OFRIL, FEFRFFFXEEIC LI oTITo 7, K
upfferfifid (1 X10°%/m1) id, 1ug/mlDLPS (YREHEE L&
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BICABEEA Y Fa—FL, ZhHbDIL~18, IL—12p35, IL—
12p40BLVB—T727Fr0REFEELERT-PCRICLY, mRNARBEL L
TH®RE LT,

(FACS (EhFRXMpaL B 74T)

DC, CD4'THIAKROCD 8" THIRBDILERIZ, FEBHFXMOIT LR T
FRLEZKCE, 74axz) bV v (PE) 2FE&LEHCD 1 1 cfifk (Phar
Mingentt#l) LA F LA VAV F AV TE—F (FITC) A LRI
— Aifk (PharMingenttf) &, HHWVWIXPEZHA LM CD 45k (PharM
ingentt#l) CF I TC%:EA LM CD 8Hiff (PharMingenft®l) LAt ¥ =
R—hLE#, ZB78—FA AN —FTICIVRE L,

Eikie-3

ETOTF—F I3 EOMOFE LFRFEEL U OURLE, MRELLEROM
DEBMEIZ, MZLERAF2—F Y T AMIEV{Tok, PO. 053FE
Thre L,

(EHif 1l : KCASPLITgwUARLOREBEFOBHEICLIAI gED
i)

B, KCASP1Tgv UV ADHRERENFAZRMOEREREFER <~ T RIT
BESNS L, MBI s EREDCLAZFETLIAREZE T IR~ T, &
EEIZIX, TRENOBEICKBIT 2 REBERF OXEEZRELT DI, F,
BERLOREICEBERERERBEL, LETIC—ENPIL-18KXUI gER
E2ETHKCASP1Tg~vYRERNF—L L T&ERLLE, KCASP1Tg
U ADHERBH EIXEFRERER %, EERB6URIBEL, BED
MEI e EREZHEELL, TOREEZRLITTT,

M1TiE, F77H0OBDOEENTEHABLOEAOLOEER, EHE/RB 6
vV AICKCASP1TgvVADREREEBE LEKEREZRL, /79790
BHEEZBWEHBIOEMOFROEENR, KCASP1Tgv UV ADERER
BEBHE LEERERL, V27 7FD0EFEBLOCARAOTOEEN, HEM <
TADEERKEEBELEFERERT, /7 7ICRSNWERATEL I SAK
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