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B F
B

BT B

ARERIX, IV T LBEBIEREEIN T L F ¥ o XVEBAIE LTERZ 4,6-2
AFN-A-[35-ER(FY 7Fa 2AFN)-1H-E'F S —)b-l-A V]=aF T =) KO
AR ICET 5,

R

BN DRHEERTEE D VS 7 AF ¥ R0 (Ca® release activated Ca®* channel ; LL
T CRACC LBRELT D ; AINVY T LR NTIREMEINS T WF % R/ (store-
dependent Ca®* channel)& HIEIIN D) 1X, JEFAEAL, Vo 38k, 7R bada b (.
Biol. Chem., 270, p29-32 (1995)) %, FAL TN COREMMITICHFET 2T & 156N
TEY, V4 PIAVEEBLIOEEAT 4 =— 7 —EHFICERSEE L TV HER
HE SN TWS (J. Immunol., 155, p285-96 (1995)%% U Br. J. Pharmacol., 144, p598-601
(1995)) &

¥7-. CRACC IZME#MIM (Am. J. Physiol., 269, C733-8 (1995)) KU ERe#iMa (J.
Biol. Chem., 270, p169-75 (1995)) IZHFETH I LBHONTWVWD, NEMIENST ¥
ANEBEEZZITIBRICHERAOI LYY LARAPBEESE L TV I2E/HFEINTRY
(Am. J. Physiol., 261, C889-896 (1991)) . CRACC FREAIA N MAE DB 53 2 Ak R
EIIRTHAREERAZATHAZENTRINTWD, BT, AU LTRARE M
JAEEOMBERZFETHILERNA U F—a A %2 (IL-2) OEAZIHTLZ
L HEE XN THY (Br. J. Pharmmacol., 133, p861-8 (1994)) . CRACC FRZEHIILEM:
FEBEOMMENED 2 VITETHEORBL, BCARBEREBOTE - eEA L LTHEAT
HY., EBHERROERKISOMHEFIE LTHHERATH S,

f-C. CRACC MEAIIAMAEIKBR, 7 LAX—KSE, ACAEES.
BRG., HEMRBZEOTFHIIRBICERARER L2 532 LI TND,
1 AR IR MR S D B MRS DR I L 2 U AFRENCBE 59 B IRENLIK
fEtE Ca¥* F v kv (BUF VOCC L#3R9 %) & CRACC L OFAERRMENE <,
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IL-2 EAMEEEEZETIET7 Y —AFEERRES L TWD (Fl2 X, FFFFTR
1),

_N
\CN
(B x—

(X, DINEF ERTALFVETBRINTHTHIWVWET UL, nid0X
i1, Bii7==L %, XIZNR-CRRM%, AlZ1EULOBHELZAEL TNT
bIVHBE LI 2 HEIBAMEE~T a7 Y — N EE2 TNFIRT, MLY%
NBBH, )

Fie. IL-2 EAEEEELYE L. BEOCRERBERA L LTERARMMOEY 7 Y —v
FEAELMEINTEY B, B0 2 RU13) | FFEFUk 2 1ITI3RDIbEY
DBRRIN TN,

R, R
R2\Zé< 14
_ N-Q-E
RN R

(P, RREVCRITI1I~15BORBEONTINFaTINENE 7 1I3TBH IR
#Z. QX7 VYV —NE, EiX. -Ly-B%%Z277, HMITUBRARSE, )
7. BEEFSCER 3 ITIIRDILEMBEREN TV B,

Riff3
R N R,

(KHF, Ry BV R 1E CF; %, Li%, -NHCO)-E%2ENETIrd, #FMIUZARS
&, )

4,6-V A F-4-[3,5-EA(F ) TFa AFN)-IH-E T Y —el-A NV]=aF T =
U FiZ, XML B3O L—AIZIIEEND DD, BEMBROZRVWERIL
EHTHB,

RERFOCHR 1
EEAHEI9I. 19303571y b
RFRT SRR 2
EABRE99./515808, 7Ly b
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T 3CHR 3
EEABRHEI9, /628855 7Ly h

ke ERME LTERTA HE,. —RIZ, TOREMOIANOREDFELL,
FFEOBRYVFENRCRHREDORED - DILIIHEREHOREPLEL 22BN H D,
A OBT

AFHEEL, CRACC ZEIRMICIEE L. FEPERERE, 7LAXF—HEEED
TR - BB ERRFRRERERRET LI LN E LTHRE{ToE T A,
4,6-V AF)-4-[35-LR(MNY) I NFaAFN)-H-E'F YV —-l-f Ml=aFrT=]
Fafgdme LTE, BAMNCLUBEEDORSITII2EBOEHMNFEL, BiZ, VT
NOSHAESR b ERERHOMEFE L LTHETHD I EE R LE,

G, AR, ERMERYOMEREE LTHRR 4,6-2 A F)L-4-[3,5-E Ak
U INFa RFN)H-¥'F S — -l A V]=aF 7= FOSERERICET 5,

LIF. AZEAZEEMICRHAT D,

AFEBAIE, 4,6-C A FNA-[3,5-EX(FY ZuFa A FN)1H-E'F YV —/b-1-1 V]=
aFr7 =Y ROFKRCET 3, ARAOKSIL. ERORERE L L CTERARRELRE
BEICRERERTHOHIILL ., FICTEMEELZE TS o BT B BOBRESIFEL
WV, BfERRITENENTROHE X BREIFTARSZ MA20 OITHREMTOND, #.
MARXBETTIET —F OME L, BROFA—MEREICBWVTL, BakFHRC2E
W RE—UREETH Y, HMBREIHEERREOLT M., RFOKRKE E, BERMI
EoTELEDY I BHLDTHAEND, MBICEINENETIIARV,

« Bl : 5.94,9.94,15.64, 15.88, 18.48, 20.04 T} 20.76,
BE 1 10.60,12.90 K T* 17.24,

F/-. DSC T, oBUFHERITH 196°C(onset : ' — 27 O H _EAS Y BE)ITEARIN
V=7 EFT 3, BRI 172~1T4CHHE LIS R e—2 2B L, B
i2#9 196°C (onset) IZBAVRIN ' — 2 2F T 5, B, o« BERUBEERVTHE 195~
198°C (onset) (IZBVRIR ' —7 2 H ¥ 5,

aBRVPBENTROBRDL5~6 0°CTHR L L3 ARMIIRETHY . BiEMA
W LDEMEBFRETHDLI LD, EEORUEFEE LTHERAFTETH Y, KiCHE
FRRIDORELE L THETH 5,

BlZiX, 4 0°C, EXTIZBT 2REERROBEREZRK 1ITFT,

3
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£1 40CIIBITAEEMRAER

1~ A 3» A
o BRES 100. 7% 99. 2%
B BUfER 99. 7% 100. 7%

(fEix, HPLC »bEbhit— 2 % b L ICNERBEEIC L o TR ERE
ERT, )

o BURESIT. PV U HEREREITIZLICL VBRI ENTES, £, o Bk
X, BEUERE -7 m/N ) — ik E DIRAEEET, BET. Z|E~MEAT, FFELL
i30~60C, VHFELLIT40~5 0 CTINETICHEHH~EAME®RITIZL
KESTHHEHIZENTED, BIb, o WERIT. OB T TOREENDL, KAT
—NVTOREIZE LR TH D,

BEFESIL, 227 N — VSRS, BET. K WFE L 22T -1 L%
B) #MACHBEEMHIEIZLIZE B LNTED, b, BERERIX. MY
T LY HEEOERWVEEOAR Y AV TESMICEETE 3 A TERL T3,

o BERROBEESE VTS, BREEIT O, MG oh ROk % ik
ELTHRATBORMFELY,

B, -7 ) =LK EDIRETER BlxiX4 @ 3DIRAL) ZRV., INEEMEE.
B L THBEITHSER 2812k, DSC o CoBiffd e M UBMRIN Y — 2 2 F L,
R XBEITICBWTY 20 =19.24°0D 2 — 7 LISMT o BliER & R CRIF 7 — v &R
THREPBONDZ EBH D, YEUMBIIBRTTEETHY ., £ DSC Hirokh
KXBREFTOFRRNG ., HiER bAREAD o HERICEEND,

Fo. AFEAIX, 4,6-CAF-4-[35-EA(MN) ZAda AF)NV)-1H-¥'F S —)b-1-
AN=aFr7=l RO L REZNCHFRINIBHRLLEFTIERERM
B b BT B,

RESE b ORI A ATREME

4,6-F A FN-A[35-EZ(F ) ZAFaAFA)IH-ET Y —)b-l-A V]=aF 7=
D KiZ CRACC FAZE(EM. VOCC L OEBRRMR D IL- 2 EEAMGIERICENL TV,
F|Z. TNCB FHHEMBBUE (TNCB-induced Contact Hypersensitivity) (2532 #l%h
B, wvRaF—FUBERET VR D EEAMEIER. BRI EME R

4
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(Antigen-induced airway eosinophilia (rat)) <DFFFFICHR 1 ICERHORBRIZBWTH BEF
IRTEMER IR LT, o T, SHLaMEER T HERIT, CRACC L IL2 D557
LAX M, RIEME L ITE CAERBOFHIIERAIE LTERATHS, ZIZ T,
TUAF—, JEEELIIEERERBE LT, KREXWE. B, 7 he—H
EExE2E&LT PE—MERR, 7o —UREraDREERBRRE, HILERE. B,
P, Bk, BRA, BE) U~F ERERER, BEROERKISENEE IS,
g E A~ AL, BEFSOER 1 IZE# O CRACC FREERR N IL-2 EAMGIERS
? in vitro DFRER, BICRE M EDRREEBET NV Th S HURFHTE R E N FBLERIE
BTN, v AT VEBRETNVEE AW AERRICIVERTE 5, 46-U4
FN-4-[3,5-EA(NY ZFa AFN)-IH-¥T S —n-1-f V]=aFrT7=Y NI,
RERFSUIR 1 IZEERDOFIEIZ LV BIETE 5,

AKIEHAD 4,6-FAF)-4-[35-EZA(F) 74T A F))-1H-¥ T Y —)b-1-A L] =
aF 7=l ROFEREREDNS L LTEFETHERESERMIL. S0FICENT
BEAVLON TV AEAIFHEE, BEAISTAVNCEEEAII TS HEIZE-T
RABTHZLNTES, BRETER. A, 27 2AH, BRAL BH, BHECX
HIEO®E, Xk, BEEN. BIRN. SIANEOEHA, LA, BREBRH. EH.
RREZ FAREATA, AR, BORIRRLAE], RAFIFIC L DFEROKREOWTHORE
BEThoTh LW, BT, 46-PAFNA-[35-LA(FY ZFda AFNL)-H-¥°F Y
—N-l-AN]=aFrT =) FOREREPRER L TIROBREMOER, LAl »
TeNEl, TRAL BEIE. RUEROREAOBRAA, REHEIRERERRHF
L LTHERITH S,

BARED=DOEFBRANCLNTIL, ABRILEWD, PR EBb—D2DOREM
RREA, FIIEHHE, v~ ==, TRU, E X7t ro—X
wEEE A —R FrFy, BRI nl) Ry, AZTABETAI VER< T X
VU LELREIND, BB, BB T, REERLREMAL BIZIERATTY
VEER TRV AEDRBRBEICHNKRXVATFNRE —FF N U LEORER., B
fRAEEFIZEA/ L TOVTH XV, SEFRUIAANILEIC LV BERSUTIBEBEMEE LI
JREEMEa—T 4 Y TRITHIEL TH kv,

BOBEODOREHEEDIL. EAWICHFESNDAHF. KA, BER., oy
THI, =) X IUNEIEE R, —RICAV LN RIEEREA B ATRERK, =

5
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7 ) —NEET, ZOMEYIIRIEEZRBRILSMCTEAH., B85, BBEoO X
D 7R FEBLAL. HORAL, MBukEl, FEA. BERZEFLTHTL RV,

FEROBEDOTDOENANT, EHEOKMEUIIEAKOES], BEA, HLAEZET,
KHEDEHIE LT, BlSERARBKROEHERRERIESEN D, FEKEDEH
LTI, fiziETreryyYa—n, RIxzFLrrsa—n, Y —THDk
57cKEM, =& ) —NAD Xy T Aa—VE R IAR—| 80 FERE) E1b
B, TOL)IRMERIIE. S HIZERLE. BHER. BEE. HH. sEHA. BE
b, BRBBFEZEATHLIV, TNOIERBAXIERNITFITHRET 4 VI —%ET
s, REHOES IR Lo TEELIND, Flo. ThbIXEEOBEGHER
Wa s L, FEAMCERAIEEOENABEICER, BBLERATSIZ LD
TE 5,

R AFIRORR BANE ORRFEBANIE A, BE, FEEROLOBAVLI, ERAK
DIFEIC > TRET D2 N TE D, HlxE, HFESLEH O L O RBEAIC., EiZ,
pH FREEH], BAEA. REEEA. BmRF, ZEARCEMASENEERMSIATNT
HEV, BEIZ, BYRBAIIKREDIZDDTFT AL ZAEFERATEZILNTES, i
X, HEBREBRATNA REDAMDT N4 AREEREER LT, {bahi B
TXITRF INTREHOHKE LT, b LIZEENICHE LG HELELED
BTHRBEIBBRL LTRETHZENTE D, HBEHRBRARST, EEXIHE
BEEIOBRERAD LD TH->TH L, HEBHKRXIIBKREFI BV EFATLZ L
NBTED, HDWIL, BYREEA., FIX, Jeaertar iy, e kazn
AaTNa I ZBLRBEOFE L REEFER LIEME=T YV — VAT L—%FD
FERETH-TH LW,

BERITER, BEXMNROFER, HEHEE2ZR L THEL DHEITE L THEHERE S
oM, BE, BOREDOHE. A1 H%7Y 0001 mgkg J5ZE 10 mgkg BETH
D, TNELIET, HHNE2~4AENZH T TERET S, iz, BRADOHAIT, BE,
A 1[EY% 729 0.0001 mgkg J9E 1 mgkg DT 1 BIZ 1 BIEEKERS T 5,

[t D BE 72 R B .
K1 46-PAFN-4-[35-EA(MY 7t AFN)IH-EF V) —L-1-A V]=aF
7= RO o BRSSO MRXBREITE,
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2 4,6-TVAFIN-A-[3,5-LR(FY TZNFERAFN)IH-E T S — -l A NV]=aF
7=V KO o BFERE OB,
K3 4,6-VAFN-4-[3,5-EA(F) TNAFEAFN)-IH-E' T —-l-A )V]=aF
T =1 RO BEYER O KRXBREHTE,
M4 4,6-FAFNLA-[35EAR(F) TNFERAFV)-H-E'F Y —-1-A )V]=aF
7=V Fo BB DESHTA,

& EHET A2 DR RO

LITF, EMBIC &> TAREHAE BEMICHAT 328, TN HIIARRH O % RE
TB5HDTIERV,

BEXBEIFOBEIXZ. EEWXIHEVWHRLE-ZR&E & MAC Science 3
MXP18TAHF22 # V>, *PatE : 87, B EH : 350 mA, FEE : 45 kV, 7Y
JTERE : 0.020° | EEEE :3.0° /min, KK : 1.54056 A, EEHHE (26) :5~
40° DEMHETIToTZ,

TREEEHRE (DSC) RUBEE (TG) ORIEX. TA Instruments #:H DSC2910 &
(M Hi-Res TGA 2950 & Fivy, BBHE : 895 mg, BEESH : TAI=v sy (K.
DSC H) kUB&/ v (BEfk. TG ) . MNEGEE : 10°C/min, RIERELH : =R
~250°C, FEEKAN A : ERER, FHEKIAME : 50 ml/min D&EHTIT- 72,

E ] 1

46-CAFN=aF 8 (151 g) RO rZuua x4 (150 ml) DEESWIZ, KE
TTAFYFIALZaY K 87ml) Mz, 15~20CTI1RHEEELEL. RGKIZ,
4-[3,5-LA(R Y 7t a AFN)-H-EF ) —-1-A V] 7=V > (23.59 g) RO
e RAZy (300 ml) ORESWEMLZ, BRET1 8KEME®HLZ, KINKIZ2 0%k
B Y U AKEEIR (89 200 ml) &%, FRELHML&, KEE2Y7unXgy
(950 ml) THH L7, FHEEHMERESDOE%, BETTRMEL. Bohi
BEEZTY ) —NEK (2 :1) OREEE 270 ml) 2»6HRELT, 46-VAF
NV-8-[3,5-ER(MY) 7t AFN)-IH-¥ 7 VS —-l- A V]=aFT7=U F (26.70
g) xFHARKL LTHEL,

FAB-MS(Pos.) : m/z 429[(M+H)"] ; NMR(DMSO-dg) § : 2.41 (3H, s), 2.49 (3H, 5), 7.24 (1H,
s), 7.60 (2H, d, J=8.8Hz), 7.79 (1H, s), 7.95 (2H, d, J=8.8Hz), 8.58 (1H, s), 10.72 (1H, s),

7
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£ 2 (o BFERORLE) _

4,6-F A FN-A-[3,5-EX(F Y 7 Fa AF)NV)-1H-E' TV —)L-l-A V]=aF T =
UK (80 g & bz (160 ml) DEREWEZ., WKV HKT DETMRLIEK, =
BE THAE LS OHEBFICTRERB L, Tl Lo/ESE2ERL, Mr=r (10
ml) TEHEL7z%, 6 O CTHREBERBEL T, 4,6-CAFN-4-[35-EA(MN) TNF
g AFNA)IH-B'F S — -l A N]=aF T =) RO o BifER (652 ¢ ZHGAEGKLE
LB,

Ehaf 3 (pIUFES DRIE)

4,6- A FN4-[3,5-LA(F Y TFAa AFNA)IH-E T Y —b-l-A V]=aF T =
UF (80 g 2 2-7m,8—)b (120 ml) ZMX., BEPBEEET 5 TMEL CBEMRE
XE%, BEETHALE, 20K, BaOTHITBZEI R o7, HRRIZT
HELRAL, wRicAKk (120 m) 2%, ZOEEHERTIRM3 0oE® L,
Wit L@ AR L, 227/ — bk (1 : 1) OREEHE ($950 ml) THE
L7k, 6 0°CT1 BREIBEZRL T, 4,6-CAF)L-4-[35-EA(MNY 7 vFtua X F
W)-1H-E°5 Y —)b-1-A NM=aF 7= Ko gREER (7132 g) #HGEKLE LTHE
7o |

AFEBAD 4,6-F A FNN-4-35-LA(FY TAFa 2AFN)IH-E TV —/b-1-A )V]=
aFr7=l ROfREH, B BMROBAERERIL, BEHIEN, EXELORERE
ELTHATH S,
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k o #H OH

q\

Ty
il

4,6- A FN-4-[35-ER(NY 7F B AFNA)-H-E'F VS —Lel-A V]=aF v
7=V FOfEd,

R X BEIPTT20 C )5.94,9.94, 15.64, 15.88, 18.48, 20.04 F 1%20.76 D &™— 2~
2ET A5 RE 1 BHOMR,

R X BEHFT 260 C )10.60, 12.90 R 1724 D& — 7 2 H T H55RE 1 ik
D Eho

DSC 4347 T 195~198°C (onset)iZ BWRUN v — 27 & A4 % 35 RIE 1 T O,

DSC 4347 T 195~198°C(onset)iZ BRI v°— 7 % 5 35 KIE 2 SLH O #E .

DSC 43#7 T 195~198°C(onset W\ BMRIN v*— 7 & 76§ 5 7EKTH 3 SRH D dd.

EORIE 1 M ORS & RRENICHFA S h 2K L 2587 2 BRERBRD.
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