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A FRBEPVTSPA 3R(¥W A Amersham)# K. [1]- A B4 a0 A0
BH-F(¥ & Amersham)4F F P44 CCR3 4K, [ 1]-AS B A4 dm oS
BT 5 SPA sRhAEFHE. ['PI-AEBR ML MEALETLMY o BF
TAB TR ME AR TG RABARIEL F AR, BR P HS [ PI-AE B M
B oA R F5 N RAEBRZ R Z AR, B AR 32 % H0K
LA i RS B A e oA LB F 5 CCR3 & 442 B #4547,

R B L& AR H) & 95 5.96 g HEPES #2 7.0 ¢ R4S T A MK,
A 1 M CaCl, KiE#& (1 mL)#F= 1 M MgCl, /K& #&(5 mL). A NaOH A%
pH/EZE 7.6, AEBRKAFTRERGLRBA LI L. RE, ¥5g FolF
BEAF01g BERAAETERY, REFHEFRKAE 4CRAE. £
A E R, @& 50 mL LA4RF A COMPLETE™®R ¢ B35 4] 7| 844
% K (% & Boehringer).

ARBABAFE H Tris-sRQ2.42 o) B M T RIBAKT, AEBBKER
pH AF £ 7.6, HERAFBRKFERRLERBRA | L. WEREFHE A+
KEACKEH. EEANLE R, @F 50 mL £ 4% ¥ A COMPLETE™
EOQBIWHNREMAR .

Bty sl G A ERIE CCR3 My rab 28 %00 & fo 5% (RBL-2H3) 49
JORL R R B0t A BN R AT 2B ik, BRFTHRE
AR, FmiE SEB00 g, 5 04, BNENRRENBETFRANS
REFBRY, BLMEEA 1 mLZEFR, EREBE 30 5047, |k
kLA EBFFATE 10 RBFHEL, BHEHTE B0 g, 55
4k, 4C), LFkeks: % .148,000 g, 30 24, 4C), RRBFREBETA
A 10% VB8RS B, BENGEALSERAALLBT &
(Anal. Biochem. (1976)72: 248)i#tf74&+t, &4 5 B4 5 =4 -T-80
C. |

AR EFEAEEILLARBRA 250 pl 4 Optiplate™ 5 FLIL (W &
Canberra Packard) ¥ T8, ZLFEGMILRAILF Aen 50 pL FR1eo4
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HAA 5%DMSO # R L 7 RIERGREM 0.01 nM 2| 10 pM). 3§ 50 uL
A 5%DMSO & R Z 2 FBAmAD) it B P UAZELESE. K50
uL 100 nM # AR MEE M E F(# A R&D Systems)#)4-F
5%DMSO %R 2% FRERMAD LA FILF AA LR FHLES
. SALPFHIAN 50 pLREH 250 pM HIEB-TA2H 5%DMSO #R)
REARA[PI-AEREE SIS LE FT(WEH Amersham)B & (L4
REHAE3IL 50 pM), 50 pL iEF R ZE A+ R& 6 WGA-PVT SPA 3Rh(1E H 4
RE A3 1.0 mg 2R)F 100 pL REH 100 pg F & 5T R 2% AR (1R
HAREAHHIL 10 ug O )WESF]., ZREFZETEE 418, REA
TopSeal-ST™F 4147 (1) B Canberra Packard)3 R 4 = % 95000 H & 3.

JLF] Canberra Packard TopCount™ R348 A&, S50
15947, BREIF %, dREFS @ EAEZ % 50%37 4] (1Cs) i ARk
A R

FX RS T eGLe A LA REF EA 1 pM RIKTF 1 pM 4 ICs
1. #l3m, FHEH| 241 AW ICsoE A 6nM, EHEH| 322 AW H ICs
18 21nM, R3] 341 1484 1Cso 184 23nM.

ArtFato-l B EREXRESNWHAT, KAEHFHKE RS

Mt 4] CCR3 &4 2~ B HH.
AERAGAHT 0-1 B LIRE ZAREE A6 37 R 7T vAB L T 313X

E S

%43 G M Sprague-Dawley X . (175-200g) %) i & o 7 51 A 3k 38/
45 R QL BAE 10 BrakA64 0.32M EAE(SF 1mM MgCl, = 7K4&-4 Fa
ImM K;HPO) ¥ 946, @R T 1000 x g B S48 15 947, BERIE,
FTEEOHB, AFLFER, T18,000xg FuoyBH 15 04k, WA 10
PR BATHIRARE, FEFok L 30 547, F 39,000 xg Fo0 B &iFH 20
o4, B &F T4% 20 mM Tris % Krebs-Henseleit £ /4 #& pH 7.4(1.17mM
F.7K MgS0y, 4.69 mM KCl, 0.7 mM £ 7K K,HPO,, 0.11 M NaCl, 11 mM D-
# 2 #4225 mM NaHCO:)F, #F-20CKE 2 B. RET 20-23Cakix
safeiE, @it 18,000 x g &3 15 547 A Krebs-Henseleit £ 74 & 204 3 K,
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F4CHKEBiER, REFREI KR, FREAHLRABBFHRLEILER
PA 125ml/100 e ) &iF FAARZ AR Y. BERNZEG RRERA
Bradford MZ ik, Ay REGEHIFE), B2 HAXT-80CHA.

133 ¢4 e BB AT S BAR S AR AT . BB A— X =4 #AT,
RAAA[P1]-HEAT(Amersham)(40 pM, K,: 58.9+18.7 pM). KARITHI#H
AAA-4h Fo b8 FUBE(57. 1pg/m]) # 96 FUIRIEAT, LARER 250pl(R] 4 A %4
A 50 mM Tris #F= 0.9% (w/v) NaCl, pH 7.4). F 37CRF K 60 2475,
£ Whatman™ GF/C 96 FUiRiT /& H ik A TR, HIXKA Brandel &
JoH K & (Gaithersburg, MD), A 10ml 2kRA R 2 8 Ak kk 3 R, e
F 50°C, ¥ -FIR3 et @EILP AN 40l Microscint 20, FERTH
2 E AR 20 24T, /& Packard TopCount NXT™ A MRi+4 88 L #4758 B 244
EHEESHN.

S A ML A B AR B E T 100%DMSO, AR ZLE A RAEREE
FrE R, DMSO #REH 1%(viv). RAFF &, BRBRE-WH kL
R 2= & 50% 0 514F A B 6945 R4 64 R E(ICso) -

# BB AL RNA W CCR3 4546935 4E A, ALY 6184 T vk
AFHAFE CCRINFHARE, FHAXERTHHRFE. RFEALAHY

6 9T ST VA R AT JEG T R MG 5T .

B, RERHGLESHTEA TETRXEXAEERELRA, Flheft
BRVBEHR%G. XATHGREM., KEARHEE, RXATERATER
RMRAERRHERRK, LIEEFEARRARRYEH, QR RECETHK
My fesh R GI AN E . BES . FESWR. EEER. i""uﬁ"
vkeg . BHFFHER. REEFwnad A LHEFNER. FRGER
HARFBIRA QLI FIA BTAT R06H, 2] FAXSFHEH, X2 E
& H IR G IR RA L BT el A “Blegeg” , IREFRESL
%t —ERAEE, H BILRAL AN RTHREBRR. hH AL,
HRERGERRBEBANA “BILEEEAIE . )

ﬂf%%%ﬁw%&Tuﬁiﬁ/ﬁﬁiiﬁ%iﬁéﬁﬁ%iiﬁ
TR A BIAFR R BT ) B R E A & B MR,
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At —F B 2 CRREE T T ERIER, G ARA B IR

HIRBEREAMELP LSS, PleRARXBEEAREERELA

TV RS, FURGHRLHANZE “FREAA” (morning dipping)#) =}

FrREMBRHN. “FREMN R—HAG G ER 5L, E&kbwl
gyekep BoA PR A, R4 ERSRE T AREIREREEREST

B EBR KA, Hlde, EFRY 4-6 5.

AL AT AR 6 28 oG Jobk 3R PR M B3 R R 3R S L S AT AR
H(ALL). &M/ RATR FALEAIE(ARDS). [BHMEE. KA
#(COPD. COAD & COLD), &LiERMH X AE X RE5ZA0X 69~ F R B,
i S A B A2 A RBAE WS I RGAEFZTR NGB, K
RPLERATHAEFEARIARBHIAE R, AEMH. LAEIBENKE.
Fhotk, BEhM, RERLEEBIAETL. RLXATUAELAGH I X
2R FRLE M ARl IR A @%&ﬁd&iﬁwﬂﬁéﬁi%(*ﬁk& B F A Ok
BidRkm, BEHMAREMRE, AREBHLRAEN, FEHELHAR
ABrE3IR), wERERER. RAREE. GAHRAEE. BRRER. 5
BE LM, MR ERE. AR, BRAERPARERAER.

ZRIAARLEM, FHL 54 RN mOE A XA R FN
AL AR T 74 F7 S B tn O AR K AT, JorE B e %,
R RAEGERME MM RERGe T R RAR G A SEREA S
Mikid), GiEGEREE M % E, BAHTENT AR A/ R0,
H AL QTG4 B H Y AT R I AE R miet X R
PR, EEB M mMAT K. FAMEEIRE A SRR (AIERFTE RS
Bmp¥s), XATHRBER. £ TR E IR (LIEL-HEAHIE).

BUME AL gm0 ) 3 B Ao 25 4 B B mh R Mo = A 6 B B e AR R A,

AL AT VAR T 97 KRR ITHEME LR FFIE, FlReR/E A,
BEMER. FEMEX. Bh. $HHaE. ASHRAK. BEARK. 4
B, TEMRE K. FRA. KARERARL. SRl RALE. K
1M K AAEREANRABR I Kot R B A

AL RS ELTAR T LCARRRFE, HHNZEH XBRL

18
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BIR R BRI, Plmissi: BFRRAREDERRX, FREALRE XA
AFLBER), YAREAEAR(CEIHLE XS FEH. RERFY
HE X)), AREGHERMEREG XTI R, RHBEEHEEALT R
), BEENEMREXFT R, FRBELY X, BAEEE X folf W
FEHFRATEA, Rkl H0. MahbkGo/E, SHHRBFEL,
BRMREE. BHRH (TR) . TENALS. & IgE GAEERENIR
R ARB A EET, i iR, WA, AR, MR R MBS

AL RS EFE RERE . Flde XM B E & AT 6H BT A
BEEE K ERLE XEREGHHAER | Flde ) XK EARE FF2)ER,
B hevA FSL#KFTiAL: Szarka F A, J. Immunol. Methods (1997) 202: 49-57;
Renzi ¥ A, Am. Rev. Respir. Dis. (1993) 148: 932-939; Tsuyuki ¥ A, J. Clin.
Invest. (1995) 96: 2924-2931 #F= Cernadas % A.(1999) Am. J. Respir. Cell Mol.
Biol. 20: 1-8.

AL RSO TARKBESLTR, SLECEHEHWRF I mRK, X
AFET K. WABIALHDHR)BASER, FHZETEEERKER
HERK, Pl EXF EEAGMRERR, Flde, CTAMEH LG W4
FEMAEBF RAME A MK B G E AN ERTRAELG SR &
FH. AXPLESHTREARGEHBSMT HECHHR, AT
AELECHYHRARNZIIN . AR E5HEA.

AR X B OIELER, HARBEARLBDBI oRLR/E. FR
A #> (beclamethasone). A& F4. HKEAERERL, XA E WO
02/88167. WO 02/12266. WO 02/100879. WO 04/039827 3 WO 02/00679(4%
AR FEHA 3. 11, 14, 17, 19. 26, 34. 37. 39. 51. 60. 67. 72. 73.
90.99 F= 101 444A4) b #4514 49 K B B % ; LTB4 5L 4] 3= & US 5451700
bR AR, KAR LY293111. CGS025019C. CP-195543. SC-53228.
BIIL 284. ONO 4057 #= SB 209247; LTD4 ##.A], wE &3 4. &3
¥ FRBZARHYN, wFEAKR. BRF. FTERT A 424
T-2-[12-[[3-2-F & TEE) AR RBA] TA]-BK] TA-23H)- KR

19
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BRI & T 25 A 2E (kB8 3k A Viozan® - AstraZeneca); PDE4 #74) %], o # &
3] 4% (Ariflo® GSK). ¥ #& 8] 4 (Byk Gulden) . V-11294A(Napp) -

BAY19-8004(Bayer). SCH-351591(Schering-Plough). T ¥ & #&(Almirall
Prodesfarma) . PD189659/PD168787(Parke-Davis) . AWD-12-281(Asta
Medica) . CDC-801(Celgene) . SelCID(TM)CC-10004 (Celgene) .

VM554/UM565(Vernalis) . T-440(Tanabe) . KW-4490(Kyowa Hakko
Kogyo), ¥AZAE WO 92/19594. WO 93/19749. WO 93/19750. WO 93/19751.
WO 99/16766. WO 01/13953. WO 03/104204. WO 03/104205. WO
04/000814. WO 04/000839. WO 04/005258. WO 04/018450. WO 04/018451.
WO 04/018457. WO 04/018465. WO 04/018431. WO 04/018449. WO
04/018450. WO 04/018451. WO 04/018457. WO 04/018465. WO 04/019944 .,
WO 04/019945. WO 04/045607 F= WO 04/037805 AR /£ WO 98/18796 #=
WO 03/39544 5 T 697 8k; A2a #BHA, 4=/ EP 409595A2. EP 1052264
EP 1241176, WO 94/17090. WO 96/02543. WO 96/02553. WO 98/28319.
WO 99/24449. WO 99/24450. WO 99/24451. WO 99/38877. WO 99/41267
WO 99/67263. WO 99/67264. WO 99/67265. WO 99/67266. WO 00/23457.
WO 00/77018. WO 00/78774. WO 01/23399. WO 01/27130. WO 01/27131.
WO 01/60835. WO 01/94368. WO 02/00676. WO 02/22630. WO 02/96462 .
WO 03/086408. WO 04/039762. WO 04/039766. WO 04/045618. WO

04/046083 T #5iE &GARsk; F= A2b A, dofE WO 02/42298 F #bi& & AR
e

— O

REX AT KAWL REREGDRAFEIREY, FHNEAA
b4k, R4tifde. BitiB4r 8 A CHF 4226(Chiesi), fi&ibsk, £F
AR £ WO 01/04118. WO 02/51841. WO 02/53564. WO 03/00840. WO
03/87094. WO 04/05285. WO 02/00652. WO 03/53966. EP 424021. US
5171744, US 3714357, US 5171744, WO 03/33495 #= WO 04/018422 + #
Reghd; ARP-2 B LERERTARESA, I TEE., AART. &
AR, TEKT . FERT. AFRY, HARBESTREATHAA,
WO 0075114 4 XA G B SR RERLHT X)), ZIXRFARLF
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MAFE, RikZLKERE T HLEY, HHANELTLEY

, CH,
HN
' CH,
HO

N
H

on
B ETHALAR WO 04/16601 # X (M)A (5 & X & B A e
X), £FMEFTH p-2-F LRIARESIFH CIEFE JP 05025045, US
2002/0055651. WO 93/18007. WO 99/64035. WO 01/42193. WO 01/83462.
WO 02/066422. WO 02/070490. WO 02/076933. WO 03/24439. WO
03/72539. WO 03/42160. WO 03/91204. WO 03/42164. WO 03/99764.
WO 04/11416. WO 04/16578. WO 04/22547. WO 04/32921. WO 04/33412.
WO 04/37773. WO 04/37807. WO 04/39762. WO 04/39766. WO 04/45618

F2 WO 04/46083 F #4i£ 49 AR o4,
AT REBRE MR LIELE B BHAlE. S UBALE. §5

BALHIT. FAE. KREFHLL. AFTHE. KigaAf sk & IER
.. activastine. FTE)oko, REHIT. REHIT. REHIT. Kk iTH
BIRARZ, VARAE JP2004107299. WO 03/99807 F= WO 04/26841 F A FF

AEAHIA G —FFRSFTLERRE. B2 B3 . PDE4 #7557
LTD4 3 A 69484-7T A Al F 74 57 #lde COPD 455 2478, KA BALAE
W5 FREHBEHE W RAEEZBRE Y. PDE4 FHF]. 3 CBRRESHA R
LTB4 357 6928877 vA B A T34 57 0% %5 45 5 £ COPD.,

AL PN EREGH G EAH A GEEGREE LA E T AR
FFH 49484, 42 CCR1. CCR2. CCR4. CCR5. CCR6. CCR7. CCRS.
CCR9 ## CCR10. CXCR1. CXCR2. CXCR3. CXCR4. CXCR5, # 3|
& CCR5 ###], 4 Schering-Plough 3 #.#/| SC-351125. SCH-55700 #=
SCH-D, Takeda & ##] 2o &AL N-[[4-[[[6,7-=F-2-(4- F £ XK E)-SH-KH 3K
B8 AIEEIRAIXA]-T AW A&-NN-= ¥ K- 2H-b % 4-4%
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(TAK-770), CCRS #H#HE US 6166037(4F 7| A F] &K 18 72 19). WO
00/66558(4% | AR A &R 8)f WO 00/66559(4% 5| AR A Z K 9). WO
04/018425 F= WO 04/026873 F #i& .

LR, KERELRBT A THT CCRINFHMENF &, Blie
RHREBMMAFE, FHRXRXAERAERR, AT XOELTEY
MR BRARAEANMRERAAKEG IR IHEGHEBYXXTHA LN
K X(Le#.

FH—F @, REPARBLI@EATEXGHEXTHAREXGXDL
AMEEFETT CCRINFHRMABGEHH T ORI, PTERKRRARA B 20 KM
RiTHMRE, HHAREMIAESRHBLR.

AL Ao vABidiE S iR 12E A, I REA, #Hl4evd k|
IR EMNGHX; EHEXRA, wBRiES; BAER, HlR0d7 KKEX
MEMAEER, BAXA, A8 HREE;, HERLBRAR, s
HEMEEX, REMER, Wb XEMRA.

F—FE, RAERERBEWELSY, BZHWUEEY QLIEH BT XK
T3 A B Ko X LIS Wk A 7 W R A At 4 7T 235 R S A7) R &
. ZEAYETAQLSRESETEY, W BIH#HEN—FRXIAE
YRS MR Y. ZBAW T A B F AL BT R A fe O 40
HE B A S, Bk, 9RABTAECIENS A FRERN . BH3EA 654
FITAHILEA . KEH . BEAHNRRERLHBHEAR. BEAGEX. A
76 69486 T vA L ARFH REC TR T HFH.

LS aSAFENFRE, KREHE T @6 oS- F-SL(HFA)WSH
7], 4= HFA134a 3 HFA227 R EMRESY, FELETULES—FHS
AR L BIER, W UEE(R S 20%(EE)), F/R—FXREFAE
EMF], dedhBR AP ELIEEE = i BR B, Fo/R—FPREFHAAA, il
¥, BSOS TRRANE, KLiZESHOLTEIZEE 10 HEKHY
XDWAH, 14K A THEQTEIFQHRBERRBAR, eIk,
AR B Ed THEMmG | AR ET 2690, WRIEERE. Y446
QA FALE FI N, R E T @S X)L ESWIH BRI BFEAEERY,
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PR IR A A K. do TEER A ZBF 69 BHIEH VA BT vA 4 8 7 M 69 A8 R
.

AL A OIEA)BEAT XN RL RGeS, A FR R e Frhas
4, BATBNET e X RE A 91eY; (B)L2BAT X
RE A GIAD BN Y, (C)LIFBAT XKL A HGILEHBEBAR
BEHHR 5 FD)LABAT X RLAGUEHHBENEE.

LR, EEHREALPERAGRELAGGHEGH T H BRE B 0 P76
FRE. FTEWHRREUBAARRYIRE AR, BFRE, BAKA
B9iE T 69 B &4 0.01-30 mg/kg, IR HE T4 B HEH 0.01-100
mg/kg.
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LA 239:

9.88 (s, 1H), 7.98 (s, 1H), 7.68 (d, J=3 Hz, 1H), 7.55 (d, J=8 Hz, 2H), 7.35 (d,
J=8 Hz, 2H), 7.00 (d, J=9 Hz, 1H), 6.67 (dd, J=8, 3 Hz, 1H), 5.22 (s, 2H),
4.50 (m, 2H), 3.81 (s, 3H), 3.56 (s, 3H), 3.20 (m, 2H), 2.73 (m, 2H), 2.36 (s,
3H).

KB 241:

10.54 (s,1H), 8.16 (s,1H), 7.98 (d, J=2.1Hz, 1H), 7.83 (d, J=8.4Hz, 1H), 7.67
(dd, J=8.4, 2.1 Hz, 1H), 7.51 (d, J=10 Hz, 2H), 6.91 (d, J=10 Hz, 2H), 5.13 (s,
2H), 4.55 (m, 2H), 3.71 (s, 3H), 3.23 (m, 2H), 2.73 (m, 2H).

&) 322:

9.90 (s, 1H), 8.16 (s, 1H), 7.98 (d, J=2.1 Hz, 1H), 7.83 (d, J=8.4 Hz, 1H), 7.66
—7.71 (m, 2H), 7.00 (d, J=9.0 Hz, 1H), 6.67 (dd, J=9.0, 3.1 Hz, 1H), 5.24 (s,
2H), 4.55 (m, 2H), 3.82 (s, 3H), 3.65 (s, 3H), 3.22 (m, 2H), 2.73 (m, 2H).
R&B] 341:

10.56 (s, 1H), 8.15 (s, 1H), 7.97 (d, J=2.1 Hz, 1H), 7.82 (d, J=8.4 Hz, 1H),
7.67 (dd, J=8.4, 2.1 Hz, 1H), 7.22 (d, J=2.5 Hz. 1H), 6.98 (dd, J=8.7, 2.5 Hz,
1H), 6.81 (d, J=8.7 Hz, 1H), 5.12 (s, 2H), 4.55 (m, 2H), 4.20 (m, 4H), 3.24 (m,
2H), 2.74 (m, 2H).

LB 373:

8.52 (t, J=5.5 Hz, 1H), 7.88 (2, 1H), 7.54 (d, J=8.1 Hz, 2H), 7.35 (d, J=8.1 Hz,
2H), 6.85 (d, J=8.1 Hz, 1H), 6.81 (d, J=1.9 Hz, 1H), 6.72 (dd, J=8.1, 1.9 Hz,
1H), 4.87 (s, 2H), 4.48 (m, 2H), 3.73 (s, 3H), 3.69 (m, 3H), 3.34 (m, 2H), 3.09
(m, 2H), 2.65 — 2.73 (m, 4H), 2.35 (s, 3H).
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