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B [T 1 1] TRINBEAWLEIITHLO. 5ENNBBEECIDFRS
N FELKELIEIN~L. 5ENNHERINS,

BOSIE, 8%, NEESERTTON. ZEHEL TR ST oY
Vo AEAFL >, ZJooR)VA, THF, DMF, U EXIZDOEAHA
BENRIT5N B,

o, ERNIEEOEEET THETTEN, HRICRGEEFI RS-
OBEEDOEFETITTD TENFEL,

BICBNOT A, BEBEKNERVBRBICBN T, EEELTH R
ERUIFNT I P4V TUENIFNT I, BU DL EOFIEEYIZ
KEBALT U DL, KBEA VTN, REF U A, REEHU YA, BREKS
FTRUYLAEOEMERER WS Z LN TES,

BEOFEREELTL, 8%, —BKX [111] TRINBEYW L ENICH
UL BINERBECILVAFIRSN, EEZEENRETHBBAITIE. SERs
BHSRIER L U TAVWT XN,

—7%\ EROWTNORGEFERER NS RBICBNTD, KISMEEDD
OMFEELTIAFIVT I BV DV EOERMEMEZHEE T3 2 N8 TH
. BAMIROERELE LT, MRSEFEE 1 TILITHL 0. 1~5E)L
PliaREN, HFELLIZ0. 1~0. 5EILNHEINS,

HIRE RS EAZ AN S BAORIGREE LTI BH. ~50C~100C
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PERIN, FELLIZ—20CT~50TaHEEINS,

HTEC RS EFERZ AN S HE ORISR & LTk, @%. 520/~ 7 AR
PlRan, FRLLIE3 00H~ 2 4 aHER S NS,

M, —fR=X [I 1] TRENZMLEMT, HROLCEMEHERATESM, 2>
Lybh (Synlett) 6%, 829H (20004F) . Pv—FI-F7 -
;(5—“49%)[,-775;(]\1)— (Journal of Medicinal C
hemistry). 41%, 1855H (19984) ., [, 44%. 703
R (200148 . ANFO¥dA U)X (Heterocycles). 35%,
1551H (19944) , ¥>F¥ZX (Synthesis), 609K (1
9754) . P¥v—FI)I-FT - ANFOBA U7 - ¥IAMJ— (Jour
nal of Heterocyclic Chemistry). 32%. 1
563K (19954 ICRBOFKRIEUTHETSZEBARETH S,

X = [ 11 1] TRINBLEWIZ, EIFOFEICL 0 AMAETH S,
BLET 2
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[vi]
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2-2; BT 2 N R
N
B2 N R2
B1
[vi]
H B R
0.3: BocitE/igx  BocN N R
_ N
BZ N R2
B'l
[viij
2-4;
. 4 3
1) $52E, R4-X R B pe
—— H-N N, R
2)BocEDPHIRE —N
B2 N R

[

[, Xid, %R, BR. GUREONOFVEFR. p— MVI 2 ERED
B, ROBEDAIWERFIVE, AT 2)VRFIHEEQHEELEL, B, B2,
B3, R!. RZEUR3L HERICECTH S, ]

TE2-1:

—fRI [IV] TRINBMAEME—BRR [V] TEINBLEWE &R ER
BIEOBEETXIHEET. FELIEEETT, 20C~200C, FELL
iE50C~150CIZT, 100~4 8K, IFELIE1~ 2 4B mad 3
CERED—RA[VI] TREINDLEWMEED. M. ZORBIE. £ (sealed
tube) FTIFD Z &N TE S,
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)

RS E LT, BIRIEDAEY S, THF, PZb=RY)l, DMF,
PAFIZINEFT R CAF. IDMSO) &Wd, ) « TR ERIRE AN,
FELLWEYPAFY >, DMF. DMSO&MM#EREI NS,

—iX [V] TERINBEMOFEREELLTE, —&KX [1V] TREND
LA 1 BIVITHL 1~5 0 BIIBFERE I, FELLIE2~1 0 BILAHERSE
ns,

KAT, =R [VI] tRINBbeaWmid. Bonke—KRX [VI] TR
NBEAYEEDRINESYD STERAMOHIEIT I D BEERL ., UIHARS
BlEsZ &, WEUSITEEREL, XTRICED, I I THEREDSIE
EUTIE. AIARAEHHE, BER. hoL.70x b5 74—, BiEZOT
7574 —, pBEBI/OY NTTT 40— (FLIXTT 4 TTLC) EWRFIRT
%, XUFOITRIZBWTHRKTH 5.,

TE2-—2

—gX [VI] cERINhBEhoroEzEol, —&KX [VI 1] TE
IhBbemET 5, Bk, flAIEW002,74001 987y b
CEHBOFEEZHANDZENTES, H, —fKK [ I I] TREINBLEWI
PIFBR=HTHBHEE, — R [VI 1] TRSNDBLEMERD,
T#E2—3

—BR IV I I 1 TRINZEMEERAHDFIEICID B o c fR#LL T,
—fRX [VII 1] TEINDEEMET S, Bo cREiL BEOEETT
F5ZEMNFRETHD., FIZE, NDIIZFITIV, D4V 7T0ENIFINT
U BUDVEERNWSZENARETH D, X, Bo cRlFELL TR, HROR
HERANWSZENARETHD., HIZIE (Boc) ,0. N—t =T FTHILR
SWVFAFIAI ) -2—TzZNVTEMN NI t=TFI N-HBIIA3
DIWHIVNA—REEZR NS ZENTES,

Bo cHEOHRAEELLTIE, —&X [VI I] TREINSEW 1 BIVITH
L1~5ENNFREN, IFELLIELI~1. 5BILNHERIN, X, EREOME
AEELTIE. — @K [VII] TRINBLEW 1L EITHLO. 5~5F)
DFIREN. FELLIE 1L~ 3EIDNHERINDS,
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RSt BREEEFTEDI, FZREYE SNV BEAFLY, Zon
[IVA, THF, DMF., BEUD EXIZTORABAHENFREINS,
TH#E2-4

—RX [VII 1] TEINBAWEN a HEOHER L 2 EA L TRISES
MEL, KATHLNEZREEWER - X ERISS®EE. Bo cEE2EET
Bk —BR [111] TEIhBLANERES.

BAREICIE. FIEEASR, —BR (VI [] TEINALAmEERE %
0CIKT1~3 0ARIEIHE, BENERBEAWHICR*—XEMA T, Fiz
0C~50COHOERET3 040~1 2KEREEZfTN, RY4B2EATS,

WEOEHEELTE., — KR [VIII] TEINS AW 1IENICOSE]
~1 0ENAHIREN. FELIEL~3 BRSNS, X. Ri— XOfE
HEELTIER, B [VIII] TEEINALLEW 1 T icoE 1~10%®J
AFEREN. FELIEL ~ 3 ELAHEI NS,

R4-XELTR. IUEAFIV. GETFL. AF)Vp — FLT Y 2Lk
*— MEDGIRE NS,

REMEEEE LT, fIZRYTFINT—5)b, THF. DMFERHRSH
B,

- X. Bo cHOBREIL. {ERAMOHFEICE DTS 2 ENTRETSH D, Fix
i MUV ORI & BB, R & BRSNS TH B (R
3 (TOFDF4T - U—TA - AY - F—How « V2vI 2] 2RET
£32) ,

M R [1V] TEINBEAMERY UI—RR [V] TEINAA
Wi, HEROREEE NS Z ENTARETH D, Fic., MERARIOHE. Sl
REROFE. XRTN5RHEAEDES C EIck VA ICHRTETH S,
BUEF T 3

BUETTH 31, Wit 3 ~ 8 BOIBHkE SR ERRE TS 5 & X104 /s ms
FHETH 5.,
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(A,

C-
i, —RR (1] FOWIZBIF3 3~ 8 BOREEERERRELEL, Ph
5 F7zoEEEL. R R2Z, R3KRUVArE ®iRKiKRAICTSHS. ]

— &R (V1] TRINZEAMTHLETALEw 12, TE2 - 21THUT
BILTLTEEM2 LT3, R0TIEM 22U PR, 7o)V 7 adR)V A—
FERAWTT7 V- NA—MELTIEEYM3 &9 %, LEW3IE. (EEM4
EE SR TILEMSE £ T 5, (L&YW 35 SEEM5 ~OERIZ. FIZIEWO 0

10 114376871y NIRBOFEEZSRTES. HoENALEWS IR,
BDERZBCTHIAIZUI NI 74 —F KD DTS I LTk D —KA

[I—3] TERENBEMETEZENTES, M. {LEW4A L LTI K
ENTVAREZFBRATHIENTEDEN, Dr—FI)I-FT - AT 4 F
WerIARM)— (Journal of Medicinal Chemis

15 try)., 43%, 2703H (20004) . FhIAFRo>y - ¥ —X (T

etrahedron Letters),38% 6359H (199 74).,
Fl., 39%., 6 17H (199 84) FITRBMOAKICEU THETSHILBT
BTH5.



10

15

20

25

WO 2004/011440 PCT/JP2003/009610
4%

IR 1 S BE S E 3 OERISICBNWT, KISMEFICKRICHEE L
RWT S B KEBE, HVEFVIVE, FFVE, HIVRDIVEENEET S
BA, WY I HE, KB, INVRFVIVE, FFVE HIVRDIVER, E
B, 7)) EORERE, KBEOREE. HIVRFVIVEORBEXIAFVE
2L I IVEDIVEOREETHREL 2 BICEERE 1 0 S 8EHER 3 D&FK
BETN, RISBICUBRERZIRETHIENTES,

(73 ) BOEER) EUTIR. RUDIVE, p—ARFIRIDIVE, 3,
4—DARFIRIDNE, o—bOXRIVE, p-—baOXRIVIE AN
SZTE RUJVE, NUFNHEEDOT IIVFIVE ; FVIVE, TEFIVE T
EA oIV, TFUIVE, ENOA VEEOERT VA ) AVE XA IVE
TroVTEFINVE, T ) F T EFNEEOTU—INTIVE S AIVE; AR
FIHINARDINVE, T RFIAIVRDIVE, 70 E}Lzr#:/ﬁ)lxrﬁ:)l/% tert—
T REIVH VRN EEQERT N AF T HIVRDIVE ; RODVAFTHIVR
“JVE. p—S bORIVIIFAFIHNRINE, TzRFINAF AR
BHEDT FIFENFFIHINRIIVE ; PUAFITUIE, tert—TFIVT A
FI U EEDEZE T NFI T UINEENET SN, FITTeFIVE ENO
AVE ROVAINVE, TRFEIHIVRIIVE, tert—T7 MRIIIIVRIIVESE
N EIND.

IKEEEOEELRE)] & UTIE FAAEAFIVE, TFIVE TOCIVE (Y
FOEIVE. tert— T FINEEDEBTIVFNE ; FUAFIUIVE, tert—
FTFINIAFIN LU NEEOERTIVFEN T UINE ; ARFIAFIIE 2 -
REVTFEFEVAFIINEEOEBETINVIFIAFIE ; T RFOES DI
AN )ﬁ?)lﬂ/U WL RFVAFIVE  RUDIIVE, p—ARFIRY
DV 2, 3—VARFIRIVNE, o—Z ORI D)E, p—=hanx
SUIVE, NUFINEEQT IIIVFIVE  BIVIVE, TEFIVEEDT VIVE
AT 5. BICAFIVE, ANFVAFIIE, TR ROEIZIVE, b
UFIVE, RUAFILIUIVT FFEYAFIE, tert = TFIVIAFIVI U IVE,
TR FINVEENERINS,

[HVREFVIVEDREE] ELTE, AXEATFIVE TF)IVE Tobb
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B, AVT7OENVE, tert— TFNEFEQEKT VFIVE; 2, 2, 2—tUT
OOLFIVEEDEFNOTIVFIVE ; 2 - T aRS)VEEOERT VT =V
B RIVINE, p—ARFIRIVNE, p—ZbaRTIIVE, XPXER
JJLE, NUFINEZDT IIIVFNEENRT N, FICATFIVE, TFIVE,
tert—7FINE, 2 —TORIIVE, RUDNVE, p—AMFIRVIE AN
Ak RUJVEENHEIND.

[FFVEXIANVRIVEOREERE) LT =F L2 F7F—)b, bUR
FUITT=IN DAFNIIT=INEDT =), TF—IERETEND,

X, EEOBRELEL. FREEOBERVO—ER (1] TRINBLEHD
e kD B s IR IESSREROFE T TF T4 T TIV—TR -
Ay FA—Howr - A (Protective Groups in
Organic Synthesis).T.W. ZJU—>(T. W. Gree
ne)  John Wiley & Sons#t (19814 8] X%
NICHEL B HIEICHES T FIAREIERZ NS IEES R, 6, fIZE
0. 0 L ENNERBREORE. FELIEN Z)VAOFR, Fk HRE X
BEENHBERBEIOELE, FEUIIKBEHU T L, KBRIEIIVDD LEE
RSB 5  KELSBHHRSE 2 WA LEREILII/N S DU L — R
. S x—ow )Vl E R0 S EETEIC X DThN S,

tEmpETREONE—RR [1] TRINZMEWIL. ERAADIBEFERIC
VAR CHEERITES, MNBFELELUTE. FIAKEGHT. BEk. b
SKAPUR NI ST A= BRI OI T I74— SBERBI O NT T T 14—
ENFIRTE S,

ARBEOLEYNT. COBREOERICE > T, HBREER PTATUVAR
Mok, BRSO AREAIIELRERNEETSHBEGNH LM, K3
BT I NS & TOMNAENEK, EEREGERTTNSORGME DEZ
ER-

—fgsk [1 —1] TRENB(EYEEET S ERMBRY

AFRPAOAYNE, BOXIFEROMERETSHIENTE, 2OREITHET

BRRBICEENL T B T Lok V. IERE, IR, )V S OWEE, SR ME.
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. FEIEIE. Tk, FEESORBRER, FIXEPRE. B - 5o MmiEh
Ké‘bﬁﬁg\%%ﬁm@mﬁ\EME\%ﬁﬁ\%ﬁgiﬁ%mﬁﬁ%%ﬁ
B, FIZDEAE. BEREE 5D, L. B BE. BR. ReRRE
EERN - SEtkRE, oEEE BEEE RARE. EFEE. BRERE.
R, )L b REE. RRREEE. 7V 3 WKTEES O PR R ORI
IR, HI 2 ERITE, B, MSAERES O ETERRE, TOM. HILERRE,
IR SRR, LR ABRNELEOFHAIIBER & LT, FITIEMEDT
BFEI S IdaEsl E LTI B 2 ENTE S,
ARBEOLSYEFERNICHENSICHRZD, TORSHRBICADEERE LI
ShBEEEZMA TEHAERLOBEETH L DWETH S, TOROERLE
LTt EHIABHICBNTERAROSBORIFIAERTETH . AARZYE
SF. U AR BTy, Fr7Y. BRVOo-A, EROoFI U0
ENVAFLEIN A=A, AVRFTAFLRIO—R, FTERITT T,
RAZAZYRFY T A, BBETR) S, AFTABRTIVI VBRI
i EKDABAINYT A, PIVEE, JIVBEFRUUL, EROFST
o)Ll a—2Z, VIVE b=)b. VIVESY VBB T ATV, WUV IIR— |,
aElB T AT, RUAFTIFL Y, Blheil RUEZIEDY
Ry, AFT7UCBTRYT L, BEEKSAB, ZIV7. W, X2
A=), TSET DL, TOEL U =), RUTINFL T a-)b,
LraFEZ M) OXIFE ROF 70N I OTFFA N VENETEND,

NS Ok EARHEOLAY EDRESYE U TEEILINSHIE & LTI,
BIZEEES]. ST RIVEL R BRI U RIS OBEBEA ; IH A
2y TEL LU FOVEIE U  IEHBIS ORGBEFIENET 5N, TNE I,
BB B T B RERAR OFEICHE - THRET S Z LATED, M. WERA]
icH o T, ARCKUIMOE L R EARICEFEIIRBE S E 5B THo>TH K
W, BICERBIOBE. BEIS U TEEREKILT BRI IS
ETHEL, BEHAICRERZHRMLTHL W,

IS OHFNL, ARBEOLENEBEERERIEAED 1. 0~10 0EEX,
FELLIEL. 0~6 0ERBXDEIRTERTHIENTE, X, BELFARS
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NHHEEZ20~99. 0EEX%. FFELLII40~99. 0EEYSETS &
MTES, Th5OEEI, BEEEDRMOLEY. Al IDERRLE. &
MRS, BB ERERS2E A TN THEN,

FHEAOLAEYZ LS - BROTHHRENE L CHRT 58, =
OREBROBSERIL. BEOER, £8. AR, FROBERCENET S
BEPROBERORBESICL VAL BN, —RITEORSOBE, RALES
7ZD0. 01~20mg. kg#&l~KENIHITT., X, EROBREDEAIL.
0. 002~10me/ kg% 1 ~KECHITHETZOMFELL, X, 4
RIZEK > THEFHNICRET B EBRRETH B,

I EX—a U EE

ARHOLAME, BILE, EHIBET 5 BI0E. BinEREER. ORE
K. EEIA, RBHEE, T, SRR SIS R, (A
AR &S, ) ERAEORETHERATEZENTES, BAEFNT. BIEER
DT XIIEEITBWT, BRI, B4z, IEXICEET 3 2 ENEEETH
3, AFRAOAWE 1 it 2 M EOFR RS & ABcERT 288, B—0
BEBETH DERHRN ETHENTES, LOLANS, I2ER— 1
VEREICBWTIE. ARV LAMES MR SRS E 2, BEMSRIC
MU, BAaozafe LT, A, Bleic, ERRERCHRELTHEN, =
N5, KMEEE BN TEEL TN, -

PIRIASA OB BRI, BREAVL SN TWARERICETIES. L5
%, BE)L— b, BHE, HAEDEEIC L EERIRT 32 LT 5, B
EHOREHEIL, BICRESNT, BERIC. KEHOLSY &R ks &
BEAEbINTONEEN, COXSRBEREE LT, fzd. 1) A%
B OLAY) & HER AR & 2 AL L TS N5 E—0BAI0RE, 2)
AFER DL & BER BRI & 2B 2 I B3E L TR 5 N5 2 1 08 o F— 1
SEETORMEESE. 3) XRPEOLEY &0 FSH & 202 C LML LTE
515 2 BOMK QR — L ERE COMMEEZBNTORE, 4) ERAOILE
Wy & R FREEA & BB & I EEIE L TR BN S 2 MO EH O B 5 B R TO
FEEEE, 5) ARHOLAY EHHASERE 24 CBALL TR NS 2 /&
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DEIF| ORI DR ERBE TORMEEZ BN TORE GBI, FEHADLEY ;
PR AEFDIEFTORE, H2NETHDOIEFTORE) FRNETE5NS. 3
B O(La & B R RS & O AL, #ExSR BE)—b, BREFICKDE
HBRTHIENTES,

AEEATHNWSNAHARAES & LTE. AR HERmREE . wiE
EaesE) . TEMEREE] . THEEE SRBFSns. s ORI
AT, 2HL LR EEOEETHEOETHANTD LN,

bER TEERAEIGEER) LT FIRIE D) U 8 (glitazones) [BIX
E2 U &Y (ciglitazone) . #IVFUF > (darglitazone) . T2 7 U%
/> (englitazone) . A H7 UL (isaglitazone) (MCC-555)%] . B4
Y&y (pioglitazone) . M7 UF > (rosiglitazone) . hOFULFJ >

(troglitazone) . BRL49653. CLX-0921, 5-BTZD. GW-0207, LG-100641, LY-300512
EOPPARy VIS A b ; DA MKV > (metformin) . 7AJ)V X > (buformin) .
7 2RIV > (phenformin) &EOET T A RHl; 3) s~ 5O R A
7y & —F-1B HEH ; O T EIAFTIR, O TONRIF PTERZ

(diabinese) « U Z 53 R (glibenclamide) . ZUEP R (glipizide) .
ZFU 7Y R(glyburide). Z U AU R(glimepiride). 27U 7 52 B (gliclazide).
7Y R>F R (glipentide) . ZUF K> (gliquidone) . UV I I B

(glisolamide) « FTIPIR, MVTH I REQZNFZINTLT ;6 LT
= K (repaglinide) . 752 U = R (nateglinide) D AU F K

(meglitinides) ¥ ; 6) ¥ W)L R—XZ (acarbose) . 7 IH > (adiposine) .
HIZYMR—RA (camiglibose) « ZIZUF—h (emiglitate) . 77U b—)b

(miglitol) . WZVUR—Z (voglibose) . T3> —Q (pradimicin-Q) .
HI)VRA Y F > (salbostatin) . CKD-711. MDL-25, 673, MDL-73, 945, MOR14 £
Oa—7NayReRoFys—FHEE; DT FIAF Y (tendanistat).
KU AZF (trestatin) « Al 3688 %D a—T7IF—FHEHR ;U /Y
J B (linogliride) . A—4166 ED1 AU P WEEH ; 9 7 OEF IV

(clomoxir) . T NEF )V (etomoxir) LD figRHRRERLHNHIF] ; 100 2 57UV —
JV(nidaglizole),f ¥ 1) R—)V(isaglidole) .5 U 71U B—)lb(deriglidole).
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4 ¥V FY > (idazoxan) . T7 @42 (earoxan) . 7)b/S 13-4 > (fluparoxan)
s=p A7y IT=AN 1) EAS (biota) . LP-100, /)N E K (novarapid) .
insulin detemir. -f > AU > 170 (insulin lispro) . insulin glargine, -
SAYSES. Lys—Pro—A AU, GLP-1 (73-7) . GLP1 72 F (7-36)
BEDAVAYVERFA LAY IIAT A v I A 10 TT=501, 77NV TI5
v —)L (farglitazar) B0 EF 7V U D> D% > ; 13)MK-0767, CLX-0940., GF-1536.
CW-1929. CW-2433. KRP-297. L-796449, LR-90 KX SB219994 D PPAR a/
WY A=A MERETENS,

FE MElEmELEEE) S LT, Bl DILVAFUNT IV, abkvx
L2 (colesevelem) . ALV AFHR—IV (colestipol) « RETFANT OVT
WEILT I ) TIFINEGER JVAFY R (Colestid H&FmiR . naLA bk

(LoCholest Z4RpHAE) . F LA T (Quesiran BERMEE) FOEIHERKINE
HEH DT FUNASF > (atorvastatin) « A F¥INAFF > (itavastatin)
JIWNAYF (fluvastatin) « BNAFF> (lovastatin) « FTINRFF >

(pravastatin) . UINAZ F > (rivastatin) . BZANAS F > (rosuvastatin) .
SUNAZFY (simvastatin) . ZD—4 5 2 2%0OHMG — C o ABTLERME
&3 - YHMG — C 0 ARRRMES] ; ) AF b—IVTATF). B—¥ MATH—
e AFO—)ZNaY R, TEFIN (ezetimibe) FO IV AT O —)VRIE
=) - 5) 7N I (avasimibe) . T 7V I A (eflucimibe) . KY-505. SMP-709
DY I ALITA AAT VAT O—)IVT VIVEEBEEREEH 6) ITT705. b
WVt RS ET (torcetrapib) . CP532632. BAY-63-2149, SC-591. SC-79%5 EDC
ETPEZEH ; N A7 TV AREESR. 8) 707 a1 )VEOHBRLAL. O
074 75—k ROPFILTI—b ¥ TOTLTI—b. 70T 4TI,
TrI4TS5—N T2 ) T4 TF—b. DR (gencabene) . P27 A
) (gemfibrozil) . GW-T647, BM-170744, LY-518674, T« Ty BT
Wk (FZIEY O R Atromid BEREEE) . DER (Lopid BE&kmER) « bU
a—)b (Tricor BFFGIEE) 1S DOPPAR a7 I=A b ; 10)GH-4064, SR-103912
EPFXRLETY—F7yFITZA N ; 11)6¥3965, T9013137, XTC0-179628 D
LXRLETy—7dZA b ;10 FA 70 EQURTO7A CERBEEA ;
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V=T roF T REER ; 1HDI 70y — AR U Y Rk
REZEA] ; 15) BARA1453, SC435. PHA384640. S-435. AIDT706 <&M FHyTEEERINEE
Z=H ; 16)GW501516, GW590730 EDPPAR O Y I=A ;1D MU ULRY RE
FRFEHEZEH] ; 18)LAB687, CP346086 MM T T PHHEH ; 1D EEE Y RIS O >
SEEA 2T a—Y—; 20XV UL IRF I —EHEA ; 21) /MBS
EH 5 22)ME-591 £ 5 —URF T F—BIERS NI HEH ; ENET S
N5,

FRETEOERESR ELOR AR D Z700F 7Y Ry, Z70a0F7 IR,
vrun7ZzFIR, e RazIFoFT PR, A /X2 K (indapanide) .
L ROz ooF7 Y REOFT P RR; TAFZR (bunetanide) . THZ Uy
7 ® (ethacrynic acid) . ZOEI R, M2 REDIN—T%R, 7I0U R,
NITZATLEOF NI TLR, AEOQ ST, TEL VEDOTIIVEAR
FOY H I NREOFRA ; 2) 727 bo—)b (acebutolol) . ¥F/
o—)l, R¥Va—)b (betaxolol) . XN ho—)l (bevantolol) . ¥V 7O
t—)b(bisoprolol) ;AR E > Ria—)k(bopindolol). 7 )VFF o —)b(carteolol).
ARz a—) (carvedilol) . U 7 —)b (celiprolol) . TAEDO—))
(esmolol) . 15/ a—)b (indenolol) . A% 7mua—)L (metaprolol) .
F Ro—)b(nadolol), R ERDT—)V (nebivolol) .7 ka—)l (penbutolol),
Erro—ib, Jonx/sa—)v, vyo—)b, F—F ko—)b (tertatolol) .
FUvo—)b (tilisolol) . FEO—NEFEOR - RLFUTOvh—;3)
7 LY ¥ (amlodipine) . ¥ 5P ¥ (aranidipine) . YENZTDEY
(azelnidipine) . /NJV=PE > (barnidipine) . NP E > (benidipine) .
R7Y P )V (bepridil), > F I E > (cinaldipine), 7 LE D E > (clevidipine).
PINFTEL (diltiazen) . THRIZPE > (efonidipine) . 7z E>
(felodipine) . Hr/S3)b (gallopamil) . 1 AT E > (isradipine) . T
TP E > (lacidipine) . L 2P ¥ (lemildipine) . LIVHZPE Y
(lercanidipine) . =)V P E > (nicardipine) . ¥ 7 = =¥ > (nifedipine) .
ZIWIy ¥ (nilvadipine) . ZEF E > (nimodepine) . =V IV

(nisoldipine) . = ML PE > (nitrendipine) « ¥ =T E > (manidipine) .
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-5 =¥y (pranidipine) . /NS /82)L (verapamil) DI T T LT ¥ >~
i Tayh—; HRFETUIIN, BT STV T THFT U (cilazapril) .
F5 7)) (delapril) « TFF 7V, 7+ /77U (fosinopril) . 3
FFUN.ay ) T BIF T T U moexipril) . FF7 U ) (quinapril),
*F+7USw k (qinaprilat) . $I7U) (ramipril) . _RUZ RTUI
(perindopril) . U > R 7 UL (perindropri) « #=7U)l (quanipril) .
ZES5 7Y (spirapril) « 527U (tenocapril) « FF RS TUIN
(trandolapril) . V7= 2 7FUJL (zofenopril) 07 VI T 3 PRl
FEREEE:5)A</S MU b (omapatrilat) . 7 REHY R U)JL (cadoxatril) .
IHERUI. 73 ¥ BRUJ (fosidotril) . B> /7S MU Ty b (sampatrilat) .
AVET688. ER4030 HQHET > RRTFF—VHEEH ; 6) T/ L2 >
(tezosentan) . A308165. YM62899 DT REUTFUF AL ; DERT
5oy, yO-Ty, I 7F VYN, ZaFINTIINA-)EOMENRRA ; 8)
HYFENG . TTOFNY . ANRFNT > OB >, TT ML
> (pratosartan) . ¥ 3 J)L% > (tasosartan) . 7))V 2H)V ¥ > (telmisartan) .
INJLHIVS . BXP-3137. F16828K. RNH62T0 &7 > o745 11 #Hi¥ ;
)= vo—). TaF/ o—)b, TEASO-VEDa /BT RLFUT
Owh—; 10)FIV Y, USSPV (apidil) . TSV, TrHIT
rUY T, REHVI Y, FTREDIN. 4252 2, WHIPLI64, XENOLO
Bpelyavh—;1lDa7zFrY> (lofexidine) . FTAZT >
(tiamenidine) . EFV = > (moxonidine) . UL A= > (rilmenidine) .
57 )RR (guanobenz) ZD o 27 A=A ;5 12) 7))V BT 0 2 HERISEN
2ToN5s,
LI THEEER ) LTk, B D /NTOF > (paroxetine) . TIVAFE
F> (fluoxetine) . 7> 753 (fenfluramine) . 7 RFHI
(fluvoxamine) . &) N5V > (sertraline) . 1 IS5 EOSHT (&0
F=2) RS RR—F —HEH ; 26V320659, TT I3, FINVATI A
(talsupram) « /I 7>V ED I NVIEXTY Y b T U AR—F —HEA ;
3) U & F )V > b (Sanofi Synthelabo) . SR-147778(Sanofi Synthelabo) .
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BAY-65-2520 UN-f L), SLV-319 (W JLR-1) . T D4t USPS, 532, 237, USP4, 973, 587,
USP5, 013, 837. USP5, 081,122, USP5, 112,820, USP5, 292, 736, USP5, 624, 941,
USP6, 028, 084, §096/33159, W098/33765, W098/43636. W098/43635. W001/09120,
¥001/96330. %098/31227, W098/41519, W098/37061. W000/10967, W000/10968,

§097/29079. W099/02499, W001/58869. W002/076949. W001/64632, W001/64633.

W001/64634. W003/006007. W003/007887 B T~ EP~658546 CHEREEMEDH 2T
A R1IZAEKL (B1) 7oFIAZAR/AYN—ATIZA
4)¥001/87355, W002/08250 & icBARILEMEDT LY 2T 25 d=A b ; 5)FF
RSIR, 83— (LEAZIFY—)l—4—4 ) 7OEN N— (RZFIN) F—
Rx—h, 7OXR>FOEY + (clobenpropit) . I—R7x=>7REY b, A
E=7O0FT 7. 62395, A331440. W002/15905 IZBiR{LEH. 0-[3-(1H--1 2
FN -4~ V) TS =W —NA— R ERS DV EFHIRAMRT 5 I
Z b (Lazewska, D. et al., Pharmazie, 56:927-32 (2001), N>V 7z / VihE
& (Sasse, A. et al., Arch. Pharm. (Weinheim) 334:45-52 (2001)). E#N-T =
—JLH—)\A—  Reidemeister, S. et al., Pharmazie, 55:83-6(2000)). 71
F37 = 5EMA (Sasse, A. et al., J. Med. Chem. . 43:3335-43(2000)) & Dk
AFIVMHS)TIIIAZARN /A N—ATIZA b ; 6) T-226296 (Takeda)

SNAP-7941 (Synaptic) . &4 W001/82925. W001/87834, W002/051809, 7002/06245.
§002/076929. W002/076947, W002/04433, W002/51809. W002/083134, W002/094799,

W003/004027 B OMERR 2001-226269 BICBIROILEWEDOMCH— 1 R7>#d
“AFR:DMCH-2RYI=ZAN/T72H I b ; 8 3—7 0
0-5- (1- (6-[2- G- T F -4~ AFN-F 7 =)-0-1 V) - ZF ) ]-4-E)VHEU =
Wb -EY D 2-20-ANWT X ))-TFN) 7 = ZIVI VNS VBRA Y pAsl <
VT Z5 ). BIBP3226. BIB03304, LY-357897. CP-671906. GI-264879. Z DAl
USP6001836. W096/14307. W001/23387, W099/51600. W001/85690, W001/85098,

W001/85173 BN W001/89528 BIRILEMEDONPY 1Y FIZA b
9)L-152804. GW-569180A, GW-594884A. GW-587081X. GW-548118X. FR235, 208,

FR226928. FR240662. FR252384. 1229U91. GI-264879A. CGPT1683A. LY-377897.
LY366377. PD-160170. SR-120562A. SR-120819A. JCF-104, H409/22. & D
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USP6, 140, 354, USP6, 191,160, USP6, 258, 837, USP6, 313, 298, USP6, 337, 332
USP6, 329, 395, USP340, 683 . USP6, 326,375, USP6, 329,395, USP6, 337, 332 .
USP6, 335, 345, EP-01010691, EP-01044970, ¥097/19682, ¥097/20820. W097/20821,
W097/20822, W097/20823. W098/27063. W000/107409. W000/185714, W000/185730,
W000/64880. W000/68197, W000/69849. W001/09120. WO01/14376. W001/85714,
W01/85730. WO001/07409, W001/02379. W001/02379. W001/23388. W001/23389,
W001/44201. W001/62737, W001/62738, W001/09120. W002/20488. W002/22592.
W002/48152. W002/49648, W002/094789 F TX Norman et al., J. Med. Chem.
43:4988-4312 (2000) IZBIROILAMEDONPY 5T > F A=A ; 10) b hH#
% L 7F> (PEG-0B, Hoffman La Roche). MMEAAF ANV TF (T LT )
s 7F 2 11)USP5, 552, 524, USP5, 552, 523, USPb, 552,522, USPS, 21, 283,
W096,/23513. W096/23514, ¥096/23515, W096/23516. W096/23517, W096/23518,
096/23519 BTN W096/23520 ICBARILAMED L TF 2 FEE ; 12) TV AT 2. >
(Revex BERERGHE) . 3 — A MFIFIVRLFY 2, FOFV 2 FIVELFY 2,
W000/21509 DERILEMEDAEAA RT > F T2 A b ; 13) SB-334867A, Z®D
#l1 W001/96302, W001/68609, W002/51232, W002/51838 T ONW003/023561 IZBAZRAL
SMEOF L FL T IIIZAN IR IRY VBERYTIAT 37 I
A b ; 15) AR-R15849, GI-1817T1, ]MV—180‘ A-71378, A-T71623. SR-146131, €D
ft USP-5739106 BB RILEMED IV ARFZUA (CCK-A) Yd=A b ;
16)GI-181771(Glaxo-SmithKline) . SR146131 (Sanofi Synthelabo), 7¥E>F A
K (butabindide) . PD170,292. PD149164 (7 7 1 ¥ —) & D CNIF(ciliary
neurotrophic factors) ; 17)axokine (Regeneron) .- MDA W094/09134,%098/22128,
1099/43813 12 BsR D& M4 @ CNTF 584K ; 18) NNT03. AFH L U > (hexarelin),
MK-0677. SM-130686. CP-424,391, L-692,429, L-163, 255, USP6358951, 7 AU
J7 R RS 2002/049196, [ 2002/022637. W001/56592, W002/32888 1ZF
FOEMEORERINVEVDWREERT IZA D, 19) BVT933.DPCA37215. K264,
PNU22394. WAY161503. R-1065. YM348. % it USP3, 914,250, W002/36596.
W0092/48124. W002/10169. W001/66548, W002/44152. W002/51844, W002/40456 X
% W002/40457 ICEIROMLEMEDEO v L ET I —2CTIAZA ;200 A
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5 )alF32RMEKY I A b ;21)CHIR86036 (Chiron) , ME-10142 .
ME-10145 (Melacure) . <& 4t W099/64002., W000/74679, W001/991752, W001/74844,
W001,/70708. W001/70337, W001/91752, W002/059095, ¥002/059107, %002/059108,
W002/059117. W002/12166. W002/11715, W002/12178, W002/15909, W002/068387‘
W002/068388. W002/067869. W003/007949 K TX W003/009847 BRI EMED
A5 JANF L ASREY IR R;22) 7 b5 3 2 Meridia B ok pa iR
JReductil ZEGFEE) R OZEDHE., £ Ot USP4, 746,680, USP4, 806,570,
USP5, 436,272, 7 A U h BT HEES 2002/0006964 . W001/27068 KO}
W001/62341 IR OHEMALEDE ) T I VY EBRINEEA; ) FF Tz T
53 > (dexfenfluramine) . 7)VA L F > (fluoxetine) . & DAl USP6, 365, 633.
W001/27060 B CXW001/162341 ICRzRD O o EBOAAREER;24) VAT
S RERFF R 1 (glucagon-like peptidel) 7 T = A k;256) FPE I A—h
(Topiramate) (Topimax ZREXFGE) ;26) 71 b7 7 —AfbA%) 57(phytopharm) (51
Z 3. (P644,673) ;20 7 EFINC o ANNERFT I —E2 (ACC2) HEF
#1:28) AD96T7/TAKGTT Kk HA B3/ FRHZE M) | CL-316, 243, SB418790, BRL-37344,
L-796568. BMS—196085. BRL-35135A. CGP12177A, BTA-243. W427353. bL AR U
> (Trecadrine) . ZenecaD7114, SR59119A, “E DAt USP5706515, USP5451677,
W001/74782 B TXW002/32897. ICBR{LBEMED BT FLF U vtk 7y—-37d
SARAD DTN IO NTIN I AT I—E ] RHEER;30) 7 2
WO —IVT VIV NS AT 55— 2 HEH;31) 1)V L= (Cerulenin) |
75 DR HBERBEEFRIDFF 74V RXMFTT 4 VY
(pentoxifylline) . 71U F A bk (zaprinast) . V77 4 )b (sildenafil) .
73U > (amrinone) . 2JVY /> (milrinone), VA% 2 I (cilostamide)
oS A (rolipram) « ROYOI S AL (cilomilast) FEDHRAFTIAT
5 —PHHZEH]; 32)KB-2611 (KaroBioBMS) . Z Dt W002/15845, #¢Fd 2000-256190
CEROILEMEDOTA OA REINEYBTIZAN;3) T4 VR,
4-[(B)-2-(5,6,7,8-F K5k R1-5,5,8,8-F7 b T AF)I-2-F 75 Lv=n-1-7
0~V REER (TINPB) . LF /T v J 8 (retinoic acid) . DA W099/00123
ICEROILEMED T + ¥ = 78 (phytanic acid) ;3D A LA T A bO .
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ZOf del Mar-Grasa, M. et al., Obesity Research, 9:202-9 (2001 IZBR7R®D
KamEOY YNV IAIaF Y ;) NI ANFIAA RTYFIZA
I :36) BVT3498, BVI2733. Z D W001/90091. §001/90090, W001/90092 iZBdrik
S%Eo 11-B e ROF Iy A501( RFk Rosy—E 1 EEER; 3D ATT Y
e o ABigaFnEl 1 HEH (stearoyl-CoA desaturase-1);38) 4V A ¥ F7
VU 2R (isoleucine thiazolidide) . /NU BT U P R (valine pyrrolidide) .
NVP-DPP728. AF237.P93/01, TSL225, TMC-2A/2B/2C,FE999011,P9310/K364.VIPOL77,
SDZ974-444 ., 7 D4l W003/004498, W003/004496, EP1258476, W002/083128,
W002/062764‘W003/000250\W003/002530\W003/002531\W003/002553\W003/002593\
W003/000180 B TX W003/000181 WBEROIEEMED DR TFIONRTFF—E IV
R 39) 5 F Ik RoU ¥ F > (orlistat/Xenical BREREEED . TritonWR1339,
RHC80267. U TFAFF . 54 B R (teasaponin) . PLFNTNU Tz
Ui A 7z — b (diethylumbelliferyl phosphate) . FL-386. WAY-121898,
Bay-N-3176. /XU 52 k> (valilactone) . TAF 53> (esteracin), LTAT
7 R A (ebelactoned) . TXF %~ b B (ebelactoneB) . RHC80267. T DA
W001/77094 . USP4, 598,089, USP4,452,813, USP5,512,5656, USP5, 391,571,
USP5, 602, 151, USP4, 405, 644, USP4, 189, 438 Fo O\ USP4, 242, 453 IZBARDILEY)
H 1) )N —YIEER; 39) I8l b 5 > AR —F —HEH]; 40) P HIVRF T L—h
RS AR=FHERAD T A—A ST P AR—F —[HEA; 42) FAT = — bk
kT 2 AR—F —HERENET 5N D,

e s bEEANL. ARFAOLAME LERMAASER SO 1B T 2 EEUE
ERETACEICEVESNS, X, LEEIGOEERL, BERRREERD
Sle MRS, & 2 B HM 5BIRENS 1B 2 B EOREA CEAEHYE
Bz EickD, REMEEBOTH XIRBRICERATHS. £ U TRICRIMERR
SR OB 25T 2D, BRFERERD,/ 3@ EIER R
HAEMZ BT EICLD, HERNDRZS > TREMWEBO TP UIBRBRICEAT
b5,

BRI R G- WA

SEI:I

BA
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K13, BEHETHAIEES Yy NIAEHOLEMZROKEL, TOD1
BB ICM CHENERNRE LE%0, 20Ty bOEEEZRULERTDH
60

RIPAEEWTHIEHORRDIRE

DITFIC, EfflZ235 T CTARHZEMCHET 22, AFRAIERAICRES
NBHOTIRARN, M. EWHEFATHN -SEREL, IR U RWER D iR
EHERALE. M H-NMRIEF S AFINT T U eBEEME L L TRV
L 1
N— {2— [4V7Ob)y KAFW) 73] —1H-RVAAIF/-)—6
—A)} —3—[4— (FYUINFATRAFI) TJx)V] T 73 ROEE
(1) 2—r0O—6—=haXRYZAA YV =) (5. 00g) OIFFH
(5m1l) BEEIIN—TY7OENAFIITI> (20ml) ZMA, HEP
130CT1 5BMMALRE, RISKEZHAE, KEMA, BT IVITTHH
Ui, GHSE &8 Ak TR, BKMEB T N UL TERLE, BB
ERETEGER, BoNEBEZIUANSINVATLAI ORI S5 T 4 — (BHRT
FIV) ITTHEHL, RELEY (3. 55¢g) 2R,

IH-NMR (200MHz, CD30OD, é6ppm) :1. 26 (6H, d,

J=6. 6Hz), 4. 37 (1H, septet, J=6. 6Hz), 7. 2
1 (1H, d, J=8. 3Hz), 7. 96—8. 05 (2H, m) .

(2) £l — (1) TENEN- {2— [V 7o)l (AF)N) T/
] —6—=bhO—1H-RVALIFV—) (1. 00g) DAF /=)L (30
ml) BWKIZ2 0 %KLV TL—RE (200meg) 2MA. EilE. ¥E
TCoBEERLE, RISKEZET MNEEE., BREBETREHELE. /501
#6—73IJ)—N— {2— [4V7aE) (AF)) 7R /)] —1H-RVXA
I —)vEroaR)llhs (15ml) KEMEL, MJIFITI2 (1. 8m
1) 2z, Biz3— [4— (FUZINFDOAFI) Tz TOEF Vg (
930mg) Mz, kHF2—rou—1, 3—IVAFN—-2-43IFJUZ
A 70514 R (2M 7ooOfRVABK, 2. 6ml) ZETFLE. ZRT
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1 5 BRI, Kema, BRI FIVICTHE LR, BB 2l ToE
e, EKFEET NV AICTER L. FHEEERE FEER. foNEERE
BUNFNASAIOR TS5 T4 — (A ) =)V /BRI FIN=1,/10)
CTREEL, T TS L TERELEYw (1. 00g) 2R
IH—NMR (400MHz, DMSO—-d6, dppm) :1. 14 (6H,
d, J=6. 8Hz), 2. 62 (2H, t, J=7. 6Hz), 2. 84 (3
H, s), 3. 00 (2H, t, J=7. 6Hz), 4. 42 (1H, m), 6.
96 (1H, d, J=8. 4Hz), 7. 01 (1H, d, J=8. 4Hz),
7. 48 (2H, d, J=8. 1Hz) 7. 55 (1H, s), 7. 64 (2H,
d, 8. 1Hz), 9. 69 (1H, s).

L 2

N— {2—[2— (EREFIAFIN) —1-EOI)] —1H-NZA(3I
F =)= 6—4)} —3— [4—= (PUTNAOAFIV) Tx=)v] TH/tr
73 R8s

(1) 6—=bFrmo—2—raaR>XL3IFJ/—) (5. 00g) OFTELZH
JJL (150m1) . 7ERY (50ml) BBRICA-—SAFINTI/EUD
> (300meg) RO —tert-FFNIA—FRRx—h (6. 0g) Z2IA. Hi
T1 SERBERLE., BETHAEE2EEL. BoNkEAKEZK, BHRTFIVTIH
Kk, BEEERUEELEDORSY (5. 508) 2Rk,

(2) FEHEH 2 — (1) THESNE teri-7FI)N 2—-rpop—5—-=pHa—1
H—Z70aR> A1 35 =) — 1 =HERFTL—btert-JF)I 2-70
n—6—=—ho—1H-r0OR>AX1IFV—)b—1—-HIHRFT L —MEE
M (400mg) OPAFHY> (30ml) BERKEAVUAL (740me
) E2—bROFIAFIEOUDERE (1. 09¢g) ZMA. 1 SKREM
BB U2, RISKHEHAR, SISy By AKBREMA, BFRIFI)V
I THI U 7 B HETE 2 400 K TURE S, KRR U D AT TR L7,
AHERRE FISEZEL, BE2T—7)—FRIF) ORAWTHEL TE
L&Y (30 0meg) &2H7%.

'H—NMR (400MHz, DMSO—-d6, 6ppm) :1. 91—-2. 0
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7 (4H, m), 3. 44—3. 60 (4H, m), 4. 00—4. 05 (1H,
m), 5. 08 (1H, s), 7. 22 (1H, d, J=7. 8Hz), 7. 8
3—7. 92 (2H, m) .

(3) ZEfkl2 — (2) THESNEz2— [2— (EROFIAFI) —1-¥EDO
o] —6—bho—1H-RXRVXALIFV—VERN, EEfll— (2) &
FIfkIC LU CRELEWERT,

1H-NMR (400MHz, CDC13, 6ppm) :1. 60—1. 70 (
1H, m), 1. 90—2. 00 (2H, m), 2. 02—2. 15 (1H, m
), 2. 64 (2H, t, J=7. 2Hz), 3. 10 (2H, t, J=7. 2
Hz), 3. 44—3. 68 (3H, m), 3. 73—3. 80 (1H, m),
3.93—-4. 02 (1H, m), 6. 82 (1H, d, J=8. 0Hz), 6.
98K1H,d,J=8.0HZ),7.34(2H,d,J=8.0HZ),
7. 52 (3H, d, J=8. 0Hz) .

E i 3

4— (4—WAugz=)y) —=N— {2— [4VTOEN (AFV) T3 /]
—1H-—-RIZXLIF=N—6—A)} —1—EXRUPHNAFHI ROH
&

(1) &gl — (1) THESNEN- {2 1V 7Ol (AF)) T3/
] —6—=bta—-1H-RZZAA3IFV—)L (28 0meg) OF +FtkaTr3
> (5ml) BIKICA—DAFNTI/EUDY (1 76mg) . V—tert-TF
NoH—RF—h (39 1mg) 2MA, ZEHT3. 5REERLE. KEX,
T—F)VICTHH L., SHEZEMaEK TR, KRR M ULAITTE
U7z, AHEZBETIRES BRE2UAISNVASLIORMN 5T 40— (
ANFYY BBIFIN=1/4) ZTHEHEL, tert-TF) N—{2-[1V7
o) (AFNV) PR/] —5-=Zba—1H-2700XRZZXALIFV—)b—1
—HIVARFTL—Db, tert-FF) N—{2— [4V7REN (AF)) T/
] —6—=—htua—1H-nax A 3IFYV—)b—1-RIHRF L — DR
&Y (429mg) =HE,

(2) #Benk tert-7F) N— {2— [4v7BEN (XAF)) 7] —
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5—=—to—1H—-27ooXR>AAIF =)= 1=H)RFTL—h, tert-
TFIN N— {2— [7v7oEl AF)) YX/)] —6-—=hO—-1H-Z
OORYZA IS =) — 1 —-HIVRFI L —MNESH (429mg) DAY/
—)b (bm1) BKIT2 0 %KEB(L/STVTUL—KFE (15 0meg) Z2MA. &
B, BEEFTL. SEEEBRLE. RINEE2ET NERE, ERERE T RE
Uiz, EBongEeroofRils (5ml) KHML., EUYY (0. 29m
1) &z, XeFT7zobzooi)bA—b (0. 30ml) ZEFLZ.
BT4 0588, RIS REARST N U aKkBRemA. BRIV
ICTHI U7 B HA B 2 AR SRR THRG R, KRR - B U U AITTRIR L 72,
HHEERE TEEE, BONEBERZIUANTSNVATLIOR T ST 24— (
ANFY VBB IFIN=3 /7)) \ZTEHEL, tert-TFI) 2— [1V7REN
(AFN) 721 —5— [ (T )FTHNARIN) 72 /] —1H-RYX
AIF == 1=HIRFIL—h, tert-TF) 2— [V 7oEl (AF
V) 7371 —6— [ (Fx/)FTANRZN) 7R)] —1H-RYZX13F
J—=)l—1—HhNVRF L —HMNEEW (43 0meg) Z2HEZ.

(3) Aok tert-7FN 2— [4V TN (AFN) 7] 65— [
(T )FTHNRZIN) T3] —1H-RZXAIFYV—=)v—1—HIHF
T L—Fk, tert-7FN 2— (47Ol AF)N) 72/]1 -6—[ (7=
DJFEIHIVRZIN) 7] —1H-RAAIF) =)~ 1 —=HIVRF L —
FoESY (157meg) oroaR)ls (3ml) BKIZ4— (4—7)k4n0
To)V) EXUDVHERE (76meg) . PUIFILTYIZ (0. 16ml)
ZMAZ, 6 0CT1. SREMALL. KISKREZHAR, K2Z2NA. ZOooR)l
MTTHHE U, BHEZEMAEK TSR, KRBT MU DA TRERL
7r. EHBEERE TIEBES. BoNEREETIVNSTATTLC (NFY2/
B TF)=1,/9) T THRELE, B5NktaWmz N 7IVA OB (2m
1) [Tl L., 1EREEERLE, KISKIC4AN—Na OHKBKZIMA T IVAY
HEL, Z7OooRVAICTHE U, FHEZEMERK THRE®R, BRmRT
N ACTER L, FEBEZRETRES TLNST4TTLC (X5 )/
—)V/7oarR)vA=1/9) TTRHELEENLEY (1 1meg) 2HEZ.
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1H—NMR (300MHz, CDC13, 6ppm) :0. 95—-1. 11 (
6H, m), 1. 49-1. 71 (2H, m), 1. 73—1. 91 (2H, m
)., 1. 73—1. 91 (2H, m), 2. 57—2. 73 (1H, m), 2.
76 (3H, s), 2. 77—3. 01 (2H, m) , 4. 20—4. 44 (3
H, m), 6. 73—6. 88 (1H, m), 6. 87—7. 15 (5H, m) ,
7.19-7. 21 (1H, m), 7. 28—7. 48 (LH, br. s) .
Lt 4 '

N— {2— [4V 7Ol AF)) 73] —1H-RIXLIFI—)V—6

— A} —N=AF)—5—[4— (MUITNAORAF)N) Tx=)v] —1, 2,

4 —FFY 7 —=)V— 3 —HIARFYI FOEE

(1) Effl1— (2) T NEZ6—73I/)—N— {2— [1v7ae)l (A
FN) 72)] —1H-RZZXALIFV—) (340mg) OFhI ROy
V(lZml)%ﬁKkUI?ﬂ?i?(O.52m1)\4—9%?WYE/
Uy (149mg) . P—tert-FFNIh—FRFx—b (58 7mg) ZiMA
. EETI1 KRB LA, KEMA, BRI FIIVICTHEL, FREZENR
WK TR, BT MU D LICTER LU, BEBEZHETRER. &5
NEBREEVUBITSNESLAZOAR NI T T4 — (NFH 2/ BRIFIN=1/
1) I TEEL, tert-FFI 5— [ (t =T FIHNARII) T /] -2
— [V 7aEl (AFN) T3] —1H-RIZXAIFYV—=)b—1—H)R
FIL—b, tert-F7FN 6— [ (t =T rFTHIARI) 72/] —2-1
4 TaEN (AFN) TR —1H-RIXAIF—)V—1-F)IRF
L—hoESY (26 8meg) 2R,

(2) Bohi tert-FFI 65— [ (t =T brFTHIVARZI) 7 /] =2
— [4vTael (AF)N) ¥I/)] —1H-RCXAIFV—)y—1—-AR
FLL—h, tert-FFN 6— [ (t =T FTHIFZIN) YX/] —2—-1
470N (AF)N) FRJ)] —1H-RVAAIFYV =)= 1—-HIRFT
L—hOESY (26 8meg) OVAFIEINLTIE (6. 6ml) BHKIT,
KETFIIEAFI (0. 43ml)  KFREFFUTL (6 0%WHR; 149
meg) #A. 2EEERLZ. KEMA, BERIFIVICTHEL, FlEL0
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Rk TS, KRR MUY NS TER L. BHEE 2 EE TRER,
BonEREETLNTFLTTLC NFY 2 /BBRIFIN=17/3) KTHK
B tert-7FN 5— [ (t—=FTrF¥HIRII) AF)) 72/] —2
— VTl (AFN) 721 —1H-RVAAIFJ—)—1—-HVR
E2L—F, tert-FFIN 6— [ (t =T rFHIRZN) AFN) T/
] —2— [4vV7AEN (AF)NV) ¥3)] —1H-RZZAIFJ—=)—1—
HNRFLL—FOEEY (20 7meg) 2R

(3) Eon tert-FFIN 65— [ (t =T rFTHIVADN) AFIN) T
2)] —2— [qV7aEl AF)N) Y] —1H-RVXAIF/—)V—
1—FNRETL—F, tert-FFIN 6— [ (t =T r+FTHIVEZN) (AF
W) 7] —2— [4VTEEN GKFN) FI)] —1H-RZX1IFY
— =1 —HIVREFEVL— RS (20 7mg) &M 7 A0R (2m
1) ML, 3. SERRLZ, RISWRIC4N—Na OHKBEBEMAT )V
HUME L., ZooRVARTHE Uk, GHE 20k THRER. oK
B RUYAICTERL, WRY (11 7me) 2#k. BT IV (6
1meg) 2OAFNERIATIR (2. 5ml) KEML, WIVARZE (6 1m
g) . WSC-HC1 (6 7mg) . HOBt - 1% (47 ng) . KEKR
FRUDA (79meg) #MA. BRTI1 5REERLZ, K2MA, BRI
I TR U & HAJE % 89 AR THRHE, KR - R Y U AT TR L .
B ERE T EEE. S5 547TLC (RAy/—)v/7uaflh=1
/9) TR, KEAY (34mg) 2R

1H—NMR (300MHz, DMSO—d6, 6ppm) :1. 11 (6H,
d, 7=6. 9Hz), 2. 29 (3H, s), 3. 45 (3H, s), 4. 4
1 (1H, septet, J=6. 9Hz), 6. 75—6. 88 (1H, m),
6. 97—7. 07 (1H, m), 7. 12 (1H, s), 7. 88 (2H, d,
J=8. 4Hz), 8. 05 (2H, d, J=8. 4Hz) .

CIFOERE 5~ 4 91X, EHE# 1 — (2) THWE3- [4— (M) 7IA
OAF)) 7)) TOEF U BEREOMEMITIST 2FERHIE A, i
EHiF 1 EFEREIC U TRIBET o 7,
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Ehif 5

N— {2— [4VF0E) GFN) 727] —1H-RVXLIFJ—)l—6
4N} —3— [5— (FUZNFOAFI) —2-EUP)V] Ta)NrT3
K

I H—NMR (300MHz, DMSO—d6, dppm) : 1. 24 (6H,
d. T=6. 6Hz), 2. 85 (2H, t, J=7. 3Hz), 3. 03 (3
H., s). 3. 18 (2H, t, J=7. 3Hz), 4. 33 (1H, m), 7.
98 (1H, d, J=8. 7Hz), 7. 36 (1H, d, J]=8. THz),
7. 59 (1H, d, J=8. 3Hz), 7. 90 (1H, brs), 8. 14
(1H, d, J=8. 3Hz), 8. 88 (1H, s), 10. 30 (1H, s
) .

Ehaf 6

N-{2-[4Y TOENAFIN TI 1= 1H-RY XA 35— )-6-A)V}-2
A5~ (rUTNFATRAFIVN-2-BUDZVIAFIITERTI T

'H—NMR (400MHz, DMSO—d6, o6ppm) :1. 20 (6H,
4. T7=6. 8Hz), 3. 17 (3H, s), 4. 40—4. 43 (1H, m
) 4. 98 (2H, s), 7. 00—7. 16 (3H, m), 7. 31—7.
49 (1H. m), 8. 05—8. 12 (1H, m), 8. 55 (1H, s),
9. 90 (3H, s), 11. 03 (1H, s) .

Ehfl 7

N— {2— [{VTEEN RAF)) 73] —1H-RZXA3IFV—)—6
—4 )V} —=3— [6— (FUZNAOAFI) —3-—EVDZ)V] T/ T
¥

LH—NMR (300MHz, CD30D, 6ppm) :1. 24 (6H, d,
J=6. 6Hz) . 2. 73 (2H, t, J=7. 3Hz), 2. 93 (3H,
d). 3. 13 (2H, t, J=7. 3Hz), 4. 47 (1H, m), 6. 9
7 (1H, d, T=8. 5Hz), 7. 10 (1H, d, J=8. 5Hz), 7.
51 (1H, s) . 7. 73 (1H, d, J=8. 0Hz), 7. 94 (1H,

d, 7=8. 0Hz), 8. 63 (LH, s) .
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EhEf 8
(E) —N— {2— [4V7a¥E) XAF)W) 73)] —1H-XRVRXLIFV

—)—6—4J) —3— (1—-FFV—-1, 3-VBRE—-2-R2JTTF—

5—qJ)y) —2—-7aRYTIFR

I1H—~NMR (400MHz, DMSO—-d6, é6ppm) :1. 13 (6H,
d, J=6. 8Hz), 3. 29 (3H, s), 4. 41 (1H, septet,
J=6. 8Hz), 5. 44 (2H, s), 6. 98—7. 15 (3H, m),
7. 60—7. 90 (5H, m) .

FE il 9

N— {2— [4V7aE)l AF)) 73 )] —1H-RZAA3IF/—)V—6

—A} —3— (4—ApF¥Txz)) TOuNCTIR

'H—NMR (400MHz, DMSO—d6, 6ppm) :1. 20 (6H,
d, J=6. 8Hz), 2. 50 (2H, t, J=7. 2Hz), 3. 00 (2
H, t, J=7. 2Hz), 3. 28 (3H, s), 4. 41 (1H, sept
et, J=6. 8Hz), 6. 81 (2H, d, J=5. 2Hz), 6. 91—
6. 98 (2H, m), 7. 14 (2H, d, J=5. 2Hz), 7. 63 (1
H, s), 9. 63 (1H, s) .

FEhfF 1 0

N— {2— [{VZ7OEN XAF)) 72)] —1H-RZZLIF/—)V—6
—A)} —3— [3—7)FO—4—AbFITx2)V] FORYFTIR
IH—NMR (400MHz, DMSO—d6, éppm) : 1. 13 (6H,
d, J=6. 4Hz), 3. 28 (3H, s), 3. 86 (3H, s), 4. 4
1 (1H, septet, J=6. 4Hz), 6. 69 (1H, d, J=14.
8Hz), 7. 02—7. 21 (3H, m), 7. 45 (1H, d, J=14.
8Hz) 7. 42—7. 61 (3H, m) .

FEhuf 1 1

4— (2-I)F0—4-EBUPZ))) —N— {2— [4VTOEI (AF))
72)] —1H-RZAIFV=—6—A)V} XRXATIR

1H-NMR (300MHz, DMSO—d 6, 6ppm) : 1. 27 (6H,
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d, J=6. 4Hz) , 3. 03 (3H, s), 4. 21 (1H, m), 7. 3
7 (1H, d, J=8. 7Hz), 7. 58 (1H, brd, J=8. 7THz),
7. 65 (1H, brs), 7. 80 (1H, m), 8. 08 (5H, m), 8.

36 (1H, d, J=5. 3Hz), 10. 51 (1H,
EhEfl 1 2

S

) .

4— (4—INFO—3—-FUP —N— {2— [1VTaE)l (AF))

72 )] —1H-NCRALIFV == 06—} RXAFIR

1H—NMR (300MHz, CD3OD, dppm)

1.
T=6. 6Hz) . 2. 96 (3H, s), 4. 41 (1H, m), 6.

1H, s), 7. 19 (3H, m), 7. 80 (2H, d,
8. 06 (2H, d, J=8. 3Hz), 8. 27 (1H, ddd, J=8. 0,
8. 0, 2. THz), 8. 53 (1H, d, J=2. 7THz) .

EhEsl 1 3

26 (6

J=8. 3

H, d,
92 (
Hz) ,

N— {2— (VOB AFN) 73] —1H-RZAALIFV )= 6

—q} —4— (2—FUIPZ)) RXRATIR
1H—NMR (400MHz, CDC13, dppm)

4

07 (6H, d,

j=6. 8Hz), 2. 81 (3H, s), 4. 26—4. 42 (1H, m),
7. 03 (1H, brd, J=8. 4Hz), 7. 12 (1H, brd,
AHz), 7. 20 (1H, dd, J1=J2=4. 8Hz), 7. 57 (1H,
brs), 8. 01 (2H, d, J=8. 0Hz), 8. 48 (2H, d, J=
8. OHz), 8. 71 (1H, brs), 8. 79 (2H, d, J=

zZ) .

Ehsl 1 4

J=8.

4. 8H

A—2ruanF)—N- {2—- 4V 7ol AF)) 73] —1H=N

VXA 3T —6 =)} NYRATF IR
1H—NMR (300MHz, CDC13, 6ppm)

: 0.

98—1.

6H, m), 1. 23—1. 52 (4H, m), 1. 67—1. 95 (
), 2. 42—2. 63 (1H, m), 2. 80 (3H, s), 4. 28—4.

44 (1H, m) , 6. 87—7. 04 (1H, m), 7.

03—-7.

17 (
6H, m

17 (1
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H, m), 7. 15—7. 32 (2H, m), 7. 49—-7. 62 (1H, m),
7. 74—7. 88 (2H, m), 8. 26—8. 43 (1H, m) .
Fhafl 1 5

N— {2— [4VFOE)N AFIW FR)] —1H-RIALIFJ=)—=6

— )} —4— (6—APFP—2-BUDZ))) XRXTIR

1H-NMR (400MHz, CDC13, 6ppm) :1. 08 (6H, d,
J=6. 4Hz), 2. 81 (3H, s), 4. 01 (3H, s), 4. 36—
4. 43 (1H, m), 6. 70 (1H, d, J=8. 4Hz), 7. 02 (1
H, brd, J=8. 0Hz), 7. 13 (1H, d, J=8. 4Hz), 7.
34 (1H, d, J=7. 2Hz), 7. 59—7. 63 (2H, m) , 7. 9
8 (2H, d, J=8. 4Hz), 8. 09 (2H, d, J=8. 4Hz), 8.
56 (1H, brs) .

Lk 1 6 ,

N— {2— [(4UT7OE)N AFW) FI)] —1H-RZAAIFJ=)V—6
— )} —4—FIEHEYIRXVZXT IR

1H-NMR (300MHz, DMSO—-d6, dppm) :1. 15 (6H,
d, J=6. 6Hz), 2. 86 (3H, s), 3. 18—-3. 32 (4H, m
), 3.68—3.81 (4H, m), 4. 44 (1H, septet, J=6.
6Hz), 6. 95—7. 183 (1H, m), 7. 01 (2H, d, J=8. 7
Hz), 6. 95—7. 13 (1H, m), 7. 77 (2H, d, J=8. 7H
z), 9. 68—9. 78 (1H, m), 10. 96—11. 01 (1H, m) .
Ehesl 1 7

N— {2— [/ 7B AF)) YR )] —1H-RYZALIFV=)—6
A} —4— (6—AbFT—3-BUYZ)) XZXTIFR

1H—-NMR (400MHz, CD30OD, éppm) :1. 25 (6H, d,
J=6. 4Hz), 2. 95 (3H, s), 3. 94 (3H, s), 4. 32—
4. 43 (1H, m), 6. 86 (1H, d, J=9. 6Hz), 7. 15-7.
21 (2H, m), 7. 67—7. 69 (3H, m), 7. 93—-7. 99 (3
H, m), 8. 41 (1H, d, J=1. 6Hz) .
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Ehsl 1l 8
N— {2— [4v7oE)l AF)) 73] —1H-RAAIFJ—)IV—6

— )} —4A—ERYPJIRATIER

1H—NMR (300MHz, CDC13, 6ppm) :1. 17 (6H, d,
Jj=6. 6Hz), 1. 57—1. 78 (6H, m), 2. 88 (3H, s),
3. 26—3. 34 (2H, m), 4. 45 (1H, septet, J=6. 6
Hz), 6. 92 (2H, d, J=9. 0OHz), 6. 88—7. 05 (1H,
m)., 7. 19—7. 24 (1H, m), 7. 79 (2H, d, J=9. 0Hz
Yy, 7. 86 (1H, br. s) .

Ehipl 1 9

N— {2— [4V7OE)N AF)W) 73] —1H-NYZALIFV=)—6
— )} —4— [ (2=RUIZNABRAFI) —3-EUIPZ)V) ] NXXT I
®

1H—NMR (300MHz, DMSO—d6, dppm) :1. 27 (6H,
d, J=6. 3Hz), 3. 07 (3H, s), 4. 37 (1H, m), 7. 3
7(1H, m), 7. 52—7. 67 (2H, m), 7. 97—8. 19 (5H,
m), 8. 47 (1H, d, J=8. 2Hz), 9. 19 (1H, s), 10.
58 (1H, s) .

EHafl 2 0

4— (2=INFO—4—FUDIN) —N— {2— [4VTOE)N AFN) 7
2)] —1H-RVAALIYV=N—6—A)} —2-—CBUDPHHRFTIF
1H—NMR (300MHz, DMSO—d6, dppm) :1. 24 (6H,
d, 7=6. 6Hz), 2. 85 (2H, t, J=7. 3Hz), 3. 03 (3
H, s), 3. 18 (2H, t, J=7. 3Hz), 4. 33 (1H, m), 7.
298 (1H, d, J=8. 7Hz), 7. 36 (1H, d, J=8. 7THz),
7. 59 (1H, d, J=8. 3Hz), 7. 90 (1H, brs), 8. 14
(1H, d, J=8. 3Hz), 8. 88 (1H, s), 10. 30 (1H, s
) .

SEhad 2 1
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5—(4—7W#D7IZW)—N—{2—[4V7DEw(%?w)75/]

1 H-RYZAZIF =) =6 =)} —2-—BUTPHNARFTIR

1H—NMR (300MHz, DMSO—d6, 6ppm) :1. 26 (6H,
d, J=6. 6Hz), 3. 07 (3H, s), 4. 38 (1H, m), 7. 3
8 (3, m), 7. 73 (1H, brd, J=8. 8Hz), 7. 89 (2H,
dd, J=8. 8, 5. 3Hz), 8. 18 (1H, brs), 8. 21 (1H,
brd, J=8. 2Hz), 8. 34 (1H, brd, J=8. 2Hz), 9.
00 (1H, brs), 10. 82 (1H, s) .

Efaf) 2 2

N— {2— [4V7abB)l KXF)) 73 /)] —1H-RXAIF/=)V—6

A} —5—[4— (FYINAFORXFI) TxzZ)V] =1, 2, 4—AFY

D7 =)y— 3 —FVRFTI R

1H—-NMR (300MHz, CD30OD, dppm) :1. 39 (6H, d,
J=6. 6Hz), 3. 12 (3H, s) 4. 22 (1H, septet, J=

6. 6Hz) 7. 38 (1H, d, J=8. 6Hz), 7. 56 (1H, dd,

j=2. 0, 8. 6Hz), 7. 98 (2H, d, J=8. 3Hz) 8. 13 (
1H, d, J=2. OHz), 8. 45 (2H, d, J=8. 3Hz) .
Kkl 2 3

N— (2= [4V7OE) AFN) 73] —1H-RRALIFV—)y—6
—t} —3— [4— (RUZNFBAFI) TJxZ)V] —1, 2, 4=-AFY

D7 —=)y—5 —HIVARFPI R

1H—NMR (300MHz, CD30OD, é6ppm) :1. 38 (6H, d,
J=6. 6Hz), 3. 12 (3H, s), 4. 22 (1H, septet, J
=6. 6Hz), 7. 40 (1H, d, J=8. 4Hz, 7. 60 (1H, dd,
Jj=1. 2, 8. 4Hz), 7. 91 (2H, d, J=38. 4Hz), 8. 13
(14, d, J=1. 2Hz), 8. 38 (2H, d, J=8. 4Hz) .
EhEpl 2 4

5— (4—IAn7zo)) —N— {2— AV TOEN AF)N) 73 /]

C1H-RYZAIFS =6 =N} — 2 =BTV VRIS S RfEE
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EHF 1 — (2) TAWE3— [4— (RUTZNFBRAFI) 7z2)V] 70
PAIEEE S — (4—7hF0T7z)l) —2—-ETV IR VRICRA S
G 1 D TREL. ROTELNEERYE 4 NIER - R LTIV TL
L CRELEMERT.
1H—NMR (300MHz, DMSO—-d6, édppm) :1. 26 (6H,
d, J=6. 3Hz), 3. 06 (3H, s), 4. 35 (1H, m), 7. 3
8 (1H, d, J=8. 7Hz), 7. 43 (2H, dd, J=8. 9, 8. 9
Hz), 7. 70 (1H, d, J=8. 7THz), 8. 15 (1H, s), 8.
33 (2H, dd, J=8. 9, 5. 6Hz), 9. 31 (1H, s), 9. 3
5 (1H, s), 10. 88 (1H, s) .

EHEF 2 5

N— (2— [#vV7aEl XFI) 73 )] —1H-RYALI5V=)V=6
W —1— [4— (FUZNFEAFIN) Tzl —1, 2, 4=-bVUT
=)= 8 —HINAFTI R

1H—NMR (300MHz, DMSO—-d6, 6ppm) :1. 15 (6H,
d, 7=6. 6Hz), 2. 87 (3H, s), 4. 46 (1H, septet,
j=6. 6Hz), 7. 09 (1H, d, J=8. 4Hz), 7. 30 (1H,
d, J=8. 4Hz), 7. 68—7. 87 (1H, m), 8. 02 (2H, d,
j=8. 1Hz), 8. 23 (2H, d, J=8. 1Hz), 9. 63 (1H,
br. s).

Ehidl 2 6

3— (2—7)Fa7z)l) —N— {2— [V THEN AF)) T3 /]
CIH-ARYZAIF=N—6 AN} =1, 2, 4—FFYIFV/-IV=5
— AR FHTI R
1H—NMR (300MHz, DMSO—d6, 6dppm) :1. 20 (6H,
d, J=6. 6Hz), 2. 95 (3H, s), 4. 55 (1H, septet,
J=6. 6Hz), 7. 08—7. 33 (1H, m), 7. 45—7. 58 (1
H, m, 7. 83 (1H, s), 7. 98—8. 10 (1H, m), 9. 13
(1H, br. s) .
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e 2 7

3— (3—7)Au7zo)l) —N— {2— [V 7Ol AF)V) T3 /]
P H-RYZAIFTS = —6 -} —1, 2, 4—FFHYIT7/—)—5

—HVARFYI B

1H—NMR (300MHz, DMSO—d6, dppm) :1. 22 (6H,
d, J=6. 6Hz), 2. 97 (3H, s), 4. 55 (1H, septet,
J—6. 6Hz) ., 7. 09—7. 33 (4H, m), 7. 41—7. 54 (1
M, m), 7. 76—7. 95 (3H, m), 9. 04 (1H, br. s).
il 2 8

3— (4—7)hFn7z)) —N— {2— (VY TaEN XAF)) T2 /]
—1TH-RYAAIF—)—6—a)V} =1, 2, 4—FFBI7/ V=5
— IV RFTI R

1H—NMR (300MHz, DMSO—d6, dppm) :1. 15 (6H,
d, J=6. 6Hz), 2. 87 (3H, s), 4. 46 (1H, septet,
j=6. 6Hz), 7. 12 (1H, d, J=8. 4Hz), 7. 32 (1H,
d, J=8. 4Hz), 7. 38—=7. 55 (2H, m), 7. 59—7. 82
(14, m) , 8. 09—8. 30 (2H, m), 11. 00—11. 32 (1
H, m) .

FEhafl 2 9

N— {2— [4V70E) AF) 73] —1H-XRIZ{IFJ=)V—6
)} —5— [4— (FUZNFTRAFIN) Tzl —1, 3, 4—FFY
D7 —)y— 2 = HVRFHI B

1H—-NMR (300MHz, CDC13, 6ppm) :. 1. 21 (6H, d,
Jj=6. 0OHz), 2. 97 (3H, s), 4. 54 (1H, septet, J
—6. 0Hz), 7. 08—7. 32 (2H, m), 7. 70—7. 89 (1H,
m) ., 7. 80 (2H, d, J=8. 4Hz), 8. 27 (2H, d, J=8.
4Hz), 9. 03 (1H, br. s).

11 3 0

3— (3, 4—v)Fugz=)l) —N— {2— ({VTOEN AF)W) T
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2)] —1H-RVZAALIFJ—)y~—6—-AN —1, 2, 4 —FFHITV—

V=5 —H )V RFFI R

L H—NMR (300MHz, DMSO—d6, 6ppm) :1. 02—1. 2
s (6H, m), 2. 80—2. 97 (3H, m), 4. 36—4. 61 (1H,
m . 7.05-7.18 (1H, m), 7. 23—7. 49 (1H, m), 7.
57-8. 19 (AH, m), 11. 08—11. 27 (1H, m) .
Ehafl 3 1

6— (4—T7hAn7zo)l) —N— {2— (V7O AF)N) 73 /]
CIH-RYZAIT =6 AV} —3—EPUPIIIVEESIE

I H—NMR (400MHz, CDC13, 6ppm) :1. 08 (6H, d,
J=6. 4Hz), 2. 81 (3H, s), 4. 28—4. 46 (1H, m),
6. 98—7.09 (4H, m), 7. 41 (1H, brs), 7. 58 (1H,
d, 7=8. 0Hz), 7. 89 (2H, dd, J=8. 4, 5. 6Hz), 8.
91 (1H, brd, J=7. 2Hz), 9. 14 (1H, s), 9. 48 (1
H, brs).

Ehafl 3 2 -

5 (9. A—vINAOTI=IN) —N— {2— [4VTOEN AFW 7
2 )] —1H-RYZLIFS =6 -4} =1, 2, 4—FFPITJ—
Jy—5 —HNAFHTI B

1H—NMR (300MHz, DMSO—d6, 6ppm) :1. 16 (6H,
4. 7=6. 6Hz), 2. 87 (3H, s), 4. 46 (1H, septet,
J=6. 6Hz), 7. 12 (1H, d, J=9. 0Hz), 7. 32 (1lH,
d, J=9. 0Hz), 7. 33—-7. 42 (1H, m), 7. 54—7. 78
(3H, m) , 8. 12—8. 26 (1H, m), 11. 00—11. 29 (1

H, m) .

FEliisl 3 3

N— {2— [4v7aE)l AF)W) 732)] —1H-RZZXAIFV—)V—6
AN} =5 —AFN—1—[4— (FUITNAOAFIN) TFxzZ)V] —1H—
ESYV—)V—4—H)VAFHI B
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IH—NMR (300MHz, CD30D, dppm) :1. 28—1. 42 (
6H, m), 2. 59-2. 68 (3H, m), 3. 04—3. 13 (3H, m
), 4. 12—4. 28 (1H, m), 7. 30—7. 46 (2H, m) , 7.
70—7. 80 (2H, m), 7. 84—7. 95 (2H, m), 8. 00 (1
H, br. s), 8. 26 (1H, br. s) .

Ehifl 3 4

N— {2— [4VTOEL RAF)) 73] —1H-RZXLIFV—I—6
W} —B—T = 3—EUYIAIVREFIE

1H—NMR (400MHz, DMSO—d6, 6ppm) : 1. 17 (6H,
d, T=6. 4Hz), 2. 88 (3H, s), 4. 40—4. 49 (1H, m
Y. 7.09 (1H, d, J=8. 4Hz), 7. 23 (1H, d, J=8. 4
Hz), 7. 46—7. 54 (3H, m), 7. 72 (1H, brs), 8. 1
1 (1H, d, J=8. 4Hz), 8. 16 (2H, d, J=7. 2Hz), 8.
36 (1H, d, J=7. 2Hz), 9. 17 (1H, s), 10. 23 (1H,
brs), 11. 18 (1H, brs) .

Fhiifsl 3 5

N— {2— [4V7BEN RAFN) T3] —1H-RZALIF/=—6
V) —2— [4— (FUZNAEAFIN) Fro)l] —2H-F LIV =)
— 2 —JIVARFTILR

1H—NMR (300MHz, DMSO—d6, 6ppm) :1. 16 (6H,
4. J=6. 6Hz), 2. 96 (3H, s), 4. 47 (1H, septet,
J=6. 6Hz), 7. 06—7. 17 (1H, m), 7. 28—7. 37 (1
H. m), 7. 57—7. 88 (1H, m), 8. 12 (2H, d, J=9. 0
Hz). 8. 43 (2H, d, J=9. 0Hz), 10. 78—11. 23 (1
H, m) .

SEfEfs1 3 6

N— {2— [{VTREN AFI) 73] —1H-RYZALIFV—)h—6
M) —1—AFN—5— [4— (FUZFOAFI) Jr=l] —1H=
S5V —)l— 3 —HbRETI R
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1H—NMR (300MHz, CD3OD, 0ppm) :1. 26
J=6. 6Hz), 2.

(6H, d:

96 (3H, s), 4. 01 (3H, s), 4. 39 (
1H, septet, 7=6. 6Hz), 6. 96—7. 01 (1H, m), 7.
13—7. 27 (2H,
Ehagl 3 7

N— {2— [4VFOE)) AFNV) 73 /] —1H-NRZZX(ZFV=)—=6

m , 7. 69—7

86 (5H, m) .

V) —1=AFN—3— [4— (FUTINFABAFIV) TJx=)V] —1H-—
¥y =) —5 —hVBREYI R |

1H-NMR (300MHz, CD3OD, 6ppm) :1. 26
J=6. 6Hz), 2.
1H,

z) ,

ek 3 8
N— {2— [4vV7abE)l AF)V) 73] —1H-RVAAIF/—)V—6

S

8.

85 (3H, s),

eptet, J=6. 6Hz), 7.
38 (1H, s), 7.

01 (2H,

4. 21 (3H, s)
17-7. 25 (2H, m), 7.
68 (1H, s), 7.
d, J=8. 4Hz) .

70 (2H, d,

(6H; d:
, 4. 40 (

J=8. 4H

—q)} —[2, 271 EBUD =5 -HIARFHFIR

1H-NMR (400MHz, DMSO—d6,
J=6. 4Hz) ,

d,
)

7.
Hz) ,
1 (1H, d,

7. 46-—7.

brs), 11. 18 (
FJfF 3 9
N— {2— [4V7abE) AF)N) 73] —_1H-RVZXA4IFJ—)V—6

dppm) : 1.

17 (6H,

2. 88 (3H, s), 4. 40—4. 49 (1H, m
09 (1H, d, J=8. 4Hz) ,

54 (3H, m) ,

1H, brs).

7.

7.

72 (1H, br

J=8. 4Hz), 8. 16 (2H, d, J=7. 2

36 (1H, d, J=7. 2Hz), 9. 17 (1H, s), 10.

23 (1H, d, J]=8. 4

s), 8. 1
Hz), 8.
23 (1H,

— )} —5—TJxZN—2-EIFIHIARFTI R

1H-NMR (400MHz, DMSO—d6,
J=6. 4Hz) ,

d,
),

7.

09 (1H, d,

2. 88 (3H, s), 4. 43—4.
7.

J=8. 4Hz) ,

dppm) : 1.

38 (1H, d,

17 (6H,

50 (1H, m

J=8. 4
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Hz), 7. 57—7. 59 (3H, m), 8. 24 (2H, d, J=8. 0H
z), 8 29 (1H, s), 9. 31 (1H, s), 9. 33 (1H, s),
10. 47 (1H, brs) .

Sl 4 0

6— (2—7)Fo7zJ) —N—= {2— [4VTBEN AF)V) T3 /]

I H-RYRAL I == 64V} —3—EUTVHREFI K

1H—NMR(4OOMHZ,CD30D,Oppm):1.26(6H,d,
J=7.2Hz),2.95(3H,S),4.36—4.42(1H,m),
7.13—7.33(4H,m),7.45—7.51(1H,m),7.72
(lH,brd,J=2.0Hz),7.88—7.94(2H,m),8.3
5(1H,dd,J=8.4,2.4Hz),9.16(1H,brd,J=Z
0Hz) .

EhEs) 4 1

6— (3—7hFn7z=J)) —N— {2— [{VFOEl KF)) 73]

—1TH-RYZLIY =) —6—AN)} —3—BUDHIRFTI R
1H—NMR (400MHz, CD3OD, 6ppm) :1. 28 (6H, d,
J=6. 8Hz), 2. 97 (3H, s), 4. 31—4. 47 (1H, m),
7. 18—7. 32 (3H, m), 7. 48—7. 53 (1H, m), 7. 74
(1H, brd, J=2. 0Hz), 7. 80—7. 87 (2H, m), 7. 9
5 (14, d, J=7. 6Hz), 8. 34 (1H, dd, J=8. 4, 2. 0
Hz), 9. 14 (1H, brd, J=2. 0Hz) .

sl 4 2

5— (4—7)bAn7zo)h) —N— {2— [V TBE) AF)N) T2 /]
—1H-ARYZAIYT—=N—6—A)N} —2—BUIDHIHEFFIR

1H—NMR (300MHz, DMSO—d6, dppm) :1. 27 (6H,
d, 7=6. 6Hz), 3. 05 (3H, s), 4. 30 (1H, m), 7. 3
8 (1H, d, J=8. 6Hz), 7. 44 (2H, dd, J=8. 6, 8. 6
Hz), 7. 71 (14, d, J=8. 6Hz), 8. 00 (2H, m) , 8.
19 (1H, s), 9. 35 (2H, s), 10. 99 (1LH, s) .
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Efafl 4 3
N— (2— [4V7aE)l XFW 732 /)] —1H-RZXAIFV=)/—6

AWV} —5—T =5 —BUIVIHNHFTIE

1H~-NMR (400MHz, DMSO—d6, dppm) :1. 16 (6H,
d,J=6.4HZ),2.87(3H,S),4.42—4.50(1H,m
),7.10(1H,d,J=8.4HZ),7.21(1H,d,J=8.4
HZ),7.50*7.53(3H,m),7.55(1H,brs),8.4
7 (2H, d, J=2. 0Hz), 9. 33 (2H, s), 10. 36 (1H,
brs), 11. 14 (1H, brs).

Ehfl 4 4

5— (4—70Fn7zo)V) —N— {2— [(AVTOEN (AF)) T3 /]
CAH-ARYZAIFS == 64} —6—AbFY—2-EBYIZHIR
FYIER
1H—NMR(300MH2,DMSO—d6,6ppm):1.16(6H,
d, J=6. 8Hz), 2. 88 (3H, s), 4. 11 (3H, s), 4. 4
7 (14, m), 7. 12 (1H, d, J=8. 2Hz), 7. 28 (3H, m
y, 7. 68 (2H, m) , 7. 79 (1H, s), 7. 80 (1H, d, J=
7. 6Hz), 7. 97 (1H, d, I=7. 6Hz), 10. 04 (1H, s
) .

EhEr 4 5

6— (4—7hFn7z=)) —N— {2— [(@VToel AF)) 73 /]
—1H-RYZAIF =)= 6 —AN} —3-BUFILHVEFYIF
1H—NMR(4OOMHz,DMSO—d6,Gppm):1.16(6H,
d,J=6.8HZ),2.87(3H,S),4.42—4.50(1H,m
),7.09(1H,brd,J=8.0Hz),7.42—7.47(3H,
m), 7. 76 (1/2H, brs), 7. 92 (1/2H, brs), 8. 3
0—8.34(3H,m),8.48(1H,d,J=9.2Hz),10.8
5 (1H, brs), 11. 08 (1L/2H, brs), 11. 14 (1/2H,
brs).
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K 4 6

N—{z—[4vfmew<x?w>75/]—1H—Nyf4sﬁfww—6

—qJ)V} —=5— (6=AbF¥—3-BUIZI) — 2S5V VHNAFYI

i

1H—NMR (400MHz, DMSO—-d6, 6ppm) :1. 16 (6H,
d, J=6. 8Hz), 2. 87 (3H, s), 3. 95 (3H, s), 4. 4
9—-4. 49 (1H, m), 7. 02 (1H, d, J=8. 8Hz), 7. 09
(14, d, J=8. 8Hz), 7. 37 (1H, d, J=8. 0Hz), 7.
82 (1H, brs), 8. 51 (1H, dd, J=8. 0, 2. 4Hz), 9.
07 (1H, s), 9. 28 (1H, s), 9. 33 (1H, s), 10. 44
(1H, brs), 11. 17 (1H, brs) .

Ehatl 4 7

9— (4—FNFBT7zI) —N— {2—= [V TBE) AFh) T3 /]
C1H-RYZAIFI—I—6 AN} =5 —BUIDHNRFYI R

IH—-NMR (400MHz, DMSO—-d6, éppm) :1. 16 (6H,
d, J=6. 4Hz), 2. 88 (3H, s), 4. 41—4. 48 (1H, m
y ., 7. 10 (1H, d, J=8. 4Hz), 7. 22 (1H, d, J=8. 4
Hz)., 7. 37-7. 41 (2H, m), 7. 71 (1H, brs), 8. 4
9—8. 52 (2H, m), 9. 32 (2H, s), 10. 37 (1H, brs
Y, 11. 21 (1H, brs) .

Ehakl 4 8

1- (4—7NFn7z)V) N-{2-MVTOENVAFINT S /]-1H-R
2o 2H =)= 6 -4 -4-EXY DAV RFHI B

{H-NMR (300MHz, DMSO—d6, 6ppm) :1. 14 (6H,
d, J=6. 6Hz), 1. 65—1. 92 (4H, m), 2. 38—2. 54
(1H, m) , 2. 56—2. 74 (2H, m) , 2. 85 (3H, s), 3.
58—3. 73 (2H, m), 4. 42 (1H, septet, J=6. 6Hz
) 6. 90—7. 16 (6H, m), 7. 53—7. 66 (1H, m), 9.
67 (LH, br. s) .
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EhEs 4 9
N-{2-[{ V7OV AFINTIJ]-1H- RN RAIF=)V=6-A)V}-1-
T2 -4-ERUP AN HRETI B

1H—NMR (300MHz, DMSO—d6, 6ppm) :1. 14 (6H,
d, 7=6. 6Hz), 1. 64—1. 92 (4H, m), 2. 38—-2. 53
(1H, m) , 2. 58—2. 79 (2H, m), 2. 84 (3H, s), 3.
69—3. 83 (2H, m) , 4. 42 (1H, septet, J=6. 6Hz
), 6. 68—6. 79 (1H, m), 7. 10-7. 25 (2H, m) , 7.
50—7. 65 (1H, m), 9. 66 (1H, br. s) .

IR OEWEH 5 0~ 6 21, £ 2 — (2) TAWEN-1YTOEIAF
VT 2 EFEOEAPTHET B FERNCE A, MIdEMES 2 ERRICL TRIG
Zfro Tz
s 5 0
2 —AFN—N—{1—[6— ({3—[4— (MUTIABRAF)) T=Z)
1 Fans/ AN 7)) —1H-RVAALIFV=)—2-4)V] —3-EHN
Yozl JunNrTYI B
1H—NMR (400MHz, DMSO—d6, dppm) :0. 98 (6H,
d, J=7. 0 Hz), 1.80—-1. 92 (1H, m), 2. 10—-2. 2
0 (1H, m), 2. 30—2. 40 (1H, m), 2. 62 (2H, t, J=
7. 2Hz), 3. 00 (2H, t, J=7. 2Hz), 3. 42—3. 60 (
29H, m), 3. 61—3. 70 (1H, m), 4. 30—4. 40 (1H, m
), 6. 92—7. 10 (2H, m), 7. 46 (2H, d, J=8. 0Hz) ,
7. 62 (2H, d, J=8. 0Hz), 8. 04 (1H, s), 9. 70 (1
H, s) .

Ehf 5 1
N— {2— [7uadF)l AFIW 73] —1H-NVXAIFV =)=

66—} —3— [4— (RUZNFBRAFI) JxZ)V] FuXTI B

1H—NMR (400MHz, DMSO—d6, 6ppm) :1. 02—-1. 1
8 (1H, m), 1. 28—1. 42 (2H, m), 1. 42—1. 58 (2H,
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m, 1. 58=1. 70 (3H, m), 1. 72—1. 86 (2H, m), 2.
62 (2H, t, I=7. 2Hz), 2. 83 (3H, s), 3. 00 (2H,
t, J=7. 2Hz) , 3. 92—4. 04 (1H, m) , 6. 92—7. 10
(2H, m), 7. 48 (2H, d, J=38. 0Hz), 7. 50—7. 60 (
5 1H, m) , 7. 64 (2H, d, J=8. 0OHz), 9. 70 (1H, s) .
Eial 5 2
Ne (2= [IFN Grondl) 73] —1H-AYZXLIFV =)=
6 —1)V} —3— [4— (FUZNFOAFI) TxZ)V] pARAV YA
{H—NMR (400MHz, DMSO—d6, dppm) : 1. 10—1. 2
10 4 (4H, m), 1. 32—1. 50 (2H, m), 1. 50—1. 70 (3H,
m), 1. 72—1. 86 (4H, m), 2. 70 (2H, t, J=7. 2Hz
Yy, 3. 00 (2H, t, J=7. 29Hz), 3. 44—3. 60 (2H, m) ,
3.82—3.96 (1H, m), 7. 30 (2H, s), 7. 50 (2H, d,
J=8. OHz), 7. 64 (2H, d, J=8. OHz), 7. 98 (1H,

15 s), 10. 22 (1H, s) .
il 5 3
N— {2— [AFN (1 -AF)—3-EOYI)V) 72)] —1H-RYX
HIF =6 =4} —3— [4— (FUTNABAFN) T2kl TH

2T 3K
%0 1H_NMR (400MHz, DMSO—d6, oppm) :1. 70—1. 8
4 (1H, m), 2. 10—2. 20 (1H, m), 2. 30 (3H, s), 2.
60 (2H. t, J=7. 2Hz), 2. 70—2. 90 (2H, m) , 2. 9
§ (31, s), 3. 00 (2H, t, J=7. 2Hz), 4. 78—4. 88
(1H, m), 6. 92—7. 08 (2H, m), 7. 42—7. 72 (5H,
95 m), 9. 70 (LH, s) .
LN 5 4
Ne (2— [RF)) (L=AFN—4—ERUY= 73/] —1H-RX
SSF =6 -4} —3— [4— (R ZNFORAF) Tx=)i] 7o

NT7IR
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1H-NMR (400MHz, DMSO—-d6, 6ppm) :1. 94—2. 1
0 (2H, m), 2. 20—-2. 34 (2H, m), 2. 70 (2H, t, J=
7. 2Hz), 3. 76 (3H, s), 3. 00 (2H, t, J=7. 2Hz),
3. 08 (3H, s), 3. 08—3. 14 (2H, m), 3. 50—3. 60
(2H, m), 4. 32—4. 42 (1H, m), 7. 34 (2H, s), 7.

50 (2H, d, J=8. OHz), 7. 64 (2H, d, J=8. 0Hz) ,
7. 98 (1H, s), 10. 22 (1H, s).
SENifFl 5 5

N—{2— 2770l AF)V) 7R )/)] —1H-RIZA3I5—=)—
6 —aJ)} —3—[4— (MITNFOAF)I) Jx)V] Fa/X>TI R
1H—NMR (400MHz, DMSO—-d6, 6ppm) : 0. 66 (2H,
s), 0. 84 (2H, s), 2. 54—2. 70 (2H, m), 2. 96— 3.
10 (2H, m), 3. 00 (3H, s), 6. 94—7. 10 (2H, m) ,
7. 50 (2H, d, J=8. OHz), 7. 64 (2H, d, J=8. OHz
), 7. 8 (1H, s) .

K1tk 5 6 |
N—{2—[¥2Z70T7F) AFNV) 73] —1H-RZZAL3IF/=)V—6
— )} —8—[4— (bYTNFBRAF))) JxZ)V] TN FI B
1H—NMR (400MHz, DMSO—-d6, 6ppm) :1. 52—1. 7
0 (2H, m), 2. 02—2. 24 (4H, m), 2. 60 (2H, t, J=
7. 2Hz), 2. 96 (3H, s), 3. 00 (2H, t, J=7. 2Hz) ,
4. 52—4. 70 (1H, m), 6. 90—7. 10 (2H, m), 7. 50
(2H, d, J=8. 0Hz), 7. 64 (2H, d, IT=8. 0Hz), 9.
60—9. 78 (LH, m) .

Lkl 5 7

N—{2— [Z2ax>Fl RAFW) 73 /)] —1H-RVALIF/—)y—

66—} —3— [4— (FUTINFAORAFI) Zxz=)V] Fanx>7Iv

1H—NMR (400MHz, CDC13, 6ppm) :1. 60—2. 00 (
SH, m), 2. 66 (2H, t, I=7. 2Hz), 2. 98 (3H, s),
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3. 10 (2H, t, J=7. 2Hz), 4. 42—4. 58 (1H, m), 6.
92—-7. 02 (I1H, m), 7. 08—7. 16 (1H, m), 7. 44 (2
H, d, J=8. 0Hz), 7. 50—7. 68 (3H, m) .

ENE%I 5 8

N—{2-[ Q=F7EFN—3-¥ou> =)l) AF) ¥3I/)] —1H—
NRIAALZII—=NV—=6—A)} =3~ [4— (FUTNAFAOAFI) 7))l
] Fu/)x 73R

1H—NMR (400MHz, CDC13, dppm) : 2. 00 (3H, s),
2. 10-2. 24 (2H, m), 2. 62 (2H, t, J=7. 2Hz), 3.
00 (3H, s), 3. 04 (2H, t, J=7. 2Hz), 3. 30—3. 6
0 (2H, m), 3. 62—3. 80 (2H. m), 4. 72—4. 86 (1H,
m), 6. 96—7. 00 (1H, m), 7. 08—7. 16 (1H, m), 7.
40 (2H, d, J=8. 0Hz), 7. 50—7. 62 (3H, m) .
it 5 9

N—{2-—[AFN (LIS PRO-3-75=2))) I )] —1H-—-RVZA
SN =6—-A)} —3— [4— (MU ITNFAORAFI)Y) Jx=)V] 7o)y
73R

'H-—NMR (400MHz, DMSO—-d6, dppm) :1. 87—1. 9
5 (1H, m), 2. 12-2. 21 (1H, m), 2. 63 (2H, t, J=
7. 2Hz), 2. 99 (2H, t, J=7. 2Hz), 3. 25—-3. 35 (
1H, m), 3. 61 (1H, q, J=5. 8Hz), 3. 70—3. 75 (1
H, m), 3. 90—-3. 98 (1H, m), 4. 90—4. 98 (1H, m),
6. 92—7. 05 (2H, m), 7. 60—7. 70 (1H, m), 7. 47
(2H, d, J=7. 6Hz), 7. 63 (2H, d, J=7. 6Hz), 9.
71 (1H, s).

£l 6 0

N—{2=- [ (Q—AYVITFUN—3-FEnyUP=)l) XF)) 73] -1
H—ARZZAZIF)—)V—6 =)} —3— [4— (MU ITIFORAFI) 7=
ZJV] o 73R
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1H-—NMR (300MHz, DMSO—d6, édppm) : 1. 00 (6H,
d, J=6. 8Hz), 2. 00—2. 20 (2H, m), 2. 63 (2H, t,
J=7. 2Hz), 2. 63—2. 75 (1H, m), 2. 97 (3H, s),
9. 98 (2H, t, J=7. 2Hz), 3. 20-3. 40 (1H, m), 3.
42—3.80(3H, m), 4. 70—4. 90 (1H, m), 6. 98—7.
10 (2H, m), 7. 48 (2H, d, J=8. 0Hz), 7. 63 (3H,
d, J=8. 0Hz), 9. 74 (1H, s).

EhEf 6 1
N—{Z—[%?»Kl—%?W—3—ﬁ#7—3—8m09:»)75/]—

1H-ARYALIFS=INV—6—4)} =3~ [4— (FUTNFOAFIV) 7

)] FJanrry IR

1H—NMR (400MHz, DMSO—d6, 6ppm) :1. 98—2. 1
0(1H,m),2.20—2.34(1H,m),2.62(2H,t,J=
7. 2Hz), 2. 77 (3H, s), 2. 83 (3H, s), 3. 00 (2H,
t,J=7.2Hz),3.26—3.40(2H,m),4.98—5.08
(1H,m),6.96—7.06(2H,m),7.47(2H,d,I=8.
0Hz), 7. 62 (2H, d, J=8. 0Hz), 9. 70 (1H, brs).
Efsl 6 2

N— {2— [AF)N (1 —AFN—5-FFVY-3-EOUP)l) 73 /] =
ITH-—ARYZLIFS =) —6—AN} =3~ [4— (FUTNFOARAFIV) T

Ey | A AS AN A=\
1H—NMR(4OOMHZ,CD30D,6ppm):2.52—2.62(
1H,m),2.70(2H,t,J=7.2Hz),2.78—2.87(1
H, m), 2. 90 (3H, s), 3. 29 (3H, s), 3. 10 (2H, t,
J=7.2Hz),3.50—3.58(1H,m),3.78—3.88(1
H,m),4.96—5.04(1H,m),6.98—7.06(1H,m),
7. 16 (1H, d, J=8. 0Hz), 7. 44 (2H, d, J=8. OHz
),7.57(2H,d,J=8.0Hz),7.62(1H,brs).
LIFOEREH 6 3~6 413, Efif2 — (2) TAWEN—AYTOENAF
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T I, B2 — (3) TRWEZ3— [4— (FUZILFRAFIN) 7=
V] TREF R, ENENFEOLAWICHRINT DREHIE A, iSRS
2 ERRICUTRIBZETTO 7,

Kt 6 3

N— {2— [1-TEFN—-3-¥EOUPZ)y AF)N) F3I/)] —1H=-R¥
ZAIF—=)—6—aJ)} —5— (4—I)Au7=2)y) —2-EUIA
JVRFHYI R '
1H-NMR (400MHz, DMSO—-d6, 6ppm) :1. 96 (3H,
s), 2.00—-2. 20 (2H, m), 3. 00 (3H, s), 3. 20—3.
74 (4H, m) , 4. 78—4. 98 (1H, m), 7. 12 (1H, d, J
=8. 0Hz), 7. 834—7. 46 (3H, m), 7. 82—7. 96 (3H,

m), 8. 20 (1H, d, =8. 0Hz), 8. 30 (1H, d, J=6.
0OHz), 9. 00 (1H, s), 10. 42 (1H, s) .
KN 6 4

N— {2— [1-FEFN—3—-FERUYP=)V AFN) 73] —1H-X>
TAIFT =) —6—A)) —5— (4—INA0TxZ)) —2-EFYUH
NVARFYI R
1H—NMR (400MHz, DMSO—d6, 6ppm) :2. 00 (3H,
s), 2. 00—2. 36 (2H, m), 3. 10 (3H, s), 3. 20~—3.
86 (4H, m) , 4. 60—4. 84 (1H, m), 7. 30—7. 50 (3
M. m), 7. 74 (1H, d, J=8. 0Hz), 8. 18 (1H, s), 8.
28-8. 38 (2H, m), 9. 30 (1H, s), 9. 36 (1H, s) .
DIFOEHEF 6 5~8 71k, FEhifll— (1) THAWEz2-/00-6—=hH
ORYZAA I F )% 2~y a1 — AF)h— 6 —= hO— 1H- X2 XA
ISz, N= VY TaEIAFIT I 2 EFEOLEMTTIRNT % REEHT
ZNENEZ, EEEHAL— (2) THWEZ3— [4— (FUTNFOAFIV
) Trxo)l] Turd rBEREO AT S REHNCE A, MIZEES] 1
ERBRICLU TR ZTT o .
1Bl 6 5
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Ne (2— [TFN RF) 73] —1=AFN—1H-RYXA 35—

N—6 -4} —3— [4— (FUZIABAFI) TzZ)V] pARAD YA

1H-NMR (300MHz, DMSO—d6, Sppm) :1. 14 (3H,
t. 7=7. 2Hz), 2. 66 (2H, t, J=7. 3Hz), 2. 86 (3
H, s), 3. 01 (2H, t, J=7. 3Hz), 3. 22 (2H, a, J=
7. 2Hz), 3. 52 (3H, s), 7. 04 (1H, d, J=38. 5Hz) ,
7. 925 (1H, d, J=8. 5Hz), 7. 49 (2H, d, J=7. 9Hz
)y, 7. 64 (24, d, IJ=7. 9Hz) , 7. 76 (1H, s).
FEffl 6 6

N— [2— DAFNTI/) —1—AFN—1H-RIAALIF/—)V—6 =
AN] —3— [4— (FUZNFBAFIN) TJx=)V] FaNTIE
1H—NMR (300MHz, DMSO—d6, 6 ppm) :2. 66 (2H,
t J=7. 5Hz), 2. 87 (6H, s), 3. 01 (2H, t, J=7.
5Hz), 3. 54 (3H, s), 7. 04 (1H, d, J=8. 4Hz), 7.
95 (14, d, J=8. 4Hz), 7. 49 (2H, d, J=8. 0Hz),
7. 64 (2H, d, J=8. 0Hz), 7. 74 (1H, s), 9. 86 (1

H, s) .
L 6 7
N— {2— [4V7HE) GAFN) 73] =1 =AFN—1H=-ANZZXA
B e )y— 6 —A )} —3— [4— (FUZNFABAFI) ZxD)V] TANRY

1H—NMR (300MHz, DMSO—d 6, dppm) :1. 28 (6H,
d, J=6. 6Hz), 2. 73 (2H, t, J=7. 6Hz), 3. 02 (2
H, t, J=7. 6Hz), 3. 06 (3H, s), 3. 69 (3H, s), 4.
14 (1H, m), 7. 36 (1H, d, J=38. 6Hz), 7. 42 (1H,
d, J=8. 6Hz), 7. 50 (2H, d, 7=8. 0H), 7. 64 (2H,
d, J=8. 0OHz), 8. 03 (1H, s), 10. 41 (1H, s) .

Ehufl 6 8
N— [1—2F)—2— (1-FOoyYol) —1H-NRYZAAIF/—=)V—6
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—4w}~3—-uk~(bU?Wﬁn%?ﬂA:ﬁa:W]fmﬂyYSF

1H—NMR (300MHz, CDC13, 6ppm) :2. 00 (4H, m),
2. 69 (2H, t, J=7. 5Hz), 3. 13 (2H, t, J=7. 5Hz
)y, 3. 62 (7TH, brs), 6. 73 (1H, brd, J=8. 6Hz) ,
7. 34 (3H, m), 7. 54 (2H, d, J=7. 9Hz), 7. 82 (1
H, s),

il 6 9

N— {2— [AF)N (FEEW) 73] —1-AFNVIH-XRIA(IFV—=
W—6—a)} —8— [4— (FUZNFABAFIN) TJx)v] FaNFTIR
1H—NMR (300MHz, DMSO—d6, 6ppm) :0. 87 (3H,
t, J=7. 4Hz), 1. 59 (2H, m) , 2. 65 (2H, m) , 2. 8
6 (3H, s), 3. 01 (2H, t, J=7. bHz), 3. 13 (2H, t,
j=7. 5Hz), 3. 53 (3H, s), 7. 02 (1H, d, J=8. 5H
Zz) ., 7. 23 (1H, d, J=8. 5Hz), 7. 48 (2H, d, J=8.
2Hz), 7. 64 (2H, d, J=8. 2Hz), 7. 74 (1H, s), 9.
85 (1H, s) .

FhEs] 7 0

N— [1—AF)N—2— (1-BOUDPZ)) —1H-R XI5/ —)V—6
) —2—[4— (FUINFERAFN) T2 /FL] TERITIER
1H—NMR (300MHz, DMSO—d6, dppm) : 1. 87 (4H,
m), 3. 53 (4H, m), 3. 59 (3H, s), 4. 80 (2H, s),
7. 10 (1H, d, J=8. 3Hz), 7. 19 (3H, m), 7. 69 (3
H, m), 10. 03 (1H, s) .

L7 1

N— [1—-AF)N—2— (1 -ERYPZ)) —1H-RVZALIF/ =)= 6
—A )} —3— [4— (rUZNAOAFI) Jx)V] TN FI B
1H—NMR (300MHz, CHC13, 6ppm) :1. 57—1. 87 (
6H, m) , 2. 69 (2H, t, J=7. 5Hz), 3. 13 (2H, t, J
=7. 5Hz), 3. 16—3. 22 (4H, m), 3. 56 (3H, s), 6.
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76 (1H, d, J=8. 4Hz), 7. 34 (2H, d, J=38. 4Hz) ,
7. 42 (2H, d, J=8. 4Hz), 7. 52 (1H, br. s), 7. 5
4 (2H, d, J=8. 4Hz), 7. 90 (1H, br. s) .

sl 7 2
N—[2— (1—-7¥NSZW) —1—AFN—1H-RIZ(IFV=)V=6 =

A} —8— [4— (RUZNFATAFI) Tx=)V] FANRZTIE
1H-NMR (300MHz, CHC13, 6ppm) :1. 64—1. 92 (
8SH, m), 2. 68 (2H, t, J=7. 5Hz), 3. 12 (2H, t, J
—7. 5Hz), 3. 46-3. 58 (4H, m), 3. 58 (3H, s), 6.
69—6. 85 (1H, m), 7. 30—7. 42 (1H, m), 7. 36 (2
H, d, J=7. 8Hz), 7. 48 (1H, br. s), 7. 54 (2H, d,
J=7. 8Hz), 7. 84 (1H, br. s) .

EHfEfHl 7 3

N— (2— {3— [7EFIN RAF)W) 73 /] —1-¥BYP)} —1—X
FN—1H-ARIAAIF=)y—6—4)} —=8— [4— (FPUTINAERATF
V) ZxZ)] JuXCFIR

1H—NMR (8300MHz, DMSO—d6, 6ppm) :2. 01 (5H,
m), 2. 66 (2H, t, J=7. 5Hz), 2. 78 (6/5H, s), 2.
93 (9/5H, s), 3. 01 (2H, t, J=7. 5Hz), 3. 55 (4
H, m, 3. 59 (3H, s), 4. 62 (2/5H, m), 5. 14 (3/
5H, m), 7. 02 (1H, d, J=8. 4Hz), 7. 19 (1H, d, J
—8. 4Hz), 7. 49 (2H, d, J=8. 2Hz), 7. 64 (2H, d,
J=8. 2Hz), 7. 72 (1H, brs), 9. 84 (1H, s) .
Ehill 7 4

N— (2— {3= [{VTFUN XAF)) FI/] —1-EOUP=)i} —1
—AFN—1H-ARIZL3IF=)—6—a)} —3— [4— (FUT)AH
AFNV) JxZ)] FaCTIR

1H—NMR (300MHz, DMSO-d6, ¢ppm) :1. 02 (6H,
d, J=4. 0Hz), 2. 10 (3H, m), 2. 66 (2H, t, J=7.
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5Hz), 2. 79 (1. 2H, s), 2. 85 (1H, m) , 2. 98 (1.
8SH, s), 3. 01 (2H, t, J=7. 5Hz), 3. 59 (3H, s),
3. 54 (4H, m), 4. 78 (2/5H, m), 5. 15 (3/5H, m) ,
7. 00 (1H, brd, J=8. 5Hz), 7. 18 (1H, d, J=8. 5

Hz), 7. 49 (2H, d, =8. 2Hz), 7. 64 (2H, d, J=8.
2Hz), 7. 71 (1H, brs), 9. 83 (1H, s) .
SEREE 7 5

N— (2— {3— [AFZANVEIN AFN) 73] —1-¥nyro)v}

C{— AFN— 1H-ARYZAIFS =) —6 =} —3— [4— (hUT)

FORAFN) 7)) Tas T I NERE

g 2 1T U TRIS2T V. B5NERY % 4 NER — B T TUHE
L. RElLemzRk. '
1H—NMR (300MHz, DMSO—-d6, 6ppm) :2. 20 (2H,
m), 2. 72 (2H, t, J=7. 5Hz), 2. 82 (3H, s), 3. 0
0 (5H, m) , 3. 79 (3H, s), 3. 86 (4H, m), 4. 55 (1
H.m), 7. 33 (1H, brd, J=8. 6Hz), 7. 38 (1H, d,
j=8. 6Hz), 7. 50 (2H, d, J=8. 1Hz), 7. 64 (2H,
d, J=8. 1Hz), 8. 00 (1H, brs), 10. 40 (1H, brs
) .

s 7 6
N— {2— [ZraaAFilV XAF)N) T3 /] —1—AFIN—1H-—ARVXA1
I —6—A)} —3— [4— (PUZNAFOAFII) TxZ)V] TON
YT 2ER

1H—NMR (300MHz, DMSO—-d6, 6ppm) :1. 04—1. 6
9 (6H, m), 1. 69—1. 80 (4H, m), 2. 66 (2H, t, J=
7. 5Hz), 2. 76 (3H, s), 3. 01 (2H, t, J=7. 5Hz),
3. 51 (3H, s), 7. 03 (1H, d, J=8. 4Hz), 7. 40 (2
H, d, J=8. 4Hz), 7. 49 (1H, d, J=8. 4Hz), 7. 64
(1H, d, J=8. 4Hz), 7. 74 (1H, s), 9. 85 (1H, s).
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Lt 7 7
N— [1—AF)N—2— (1—EOUYZ))) —1H-RZAAIFJ=)V—6

-4V} —3— (4—JopE7=z2)) JuNNCTFIE

1H-NMR (300MHz, DMSO—d6, 6ppm) :1. 89 (4H,
m), 2. 59 (2H, t, J=7. 6Hz), 2. 89 (2H, t, J=7.
6Hz)., 3. 52 (4H, m), 3. 58 (3H, s), 7. 00 (1H, d,
j=8. 4Hz), 7. 13 (1H, d, J=8. 4Hz), 7. 22 (2H,
d, J=8. 4Hz), 7. 46 (2H, d, J=8. 4Hz), 7. 66 (1
H, s), 9. 78 (1H, s) .

Ehihl 7 8

N— [1—AF)—2— (1-EOUP=))) —1H-—-RAAIF/=)V—6
4} —5— (A—TNFnTIoN) —2-EI VU HIRFFIE
1H-NMR (300MHz, DMSO—d6, 6ppm) :1. 90 (4H,
m), 3. 57 (4H, m), 3. 65 (3H, s), 7. 22 (1H, d, J
—8. 4Hz), 7. 44 (3H, m), 7. 94 (1H, d, J=1. 8Hz
), 8. 33 (2H, m), 9. 32 (1H, d, J=1. 5Hz), 9. 34
(1H, d, 1. 5Hz), 10. 56 (1H, s) .

il 7 9 |

N— [1=AFN—2— (1—-¥ROUYY=))) —1H-RZAAIFJ=)V—6
—q)} —2— (4—pyopyz/FY) YEETIR

1H—NMR (300MHz, DMSO—d6, 6ppm) :1. 89 (4H,
m), 3. 53 (4H, m), 3. 59 (3H, s), 4. 69 (2H, s),
7. 03 (2H, d, J=9. 0), 7. 12 (2H, m), 7. 36 (2H,
d, J=9. 0OHz), 7. 67 (1H, s), 9. 96 (1H, s).
% 8 0

N— {2— [2=RAFN—1—FEOVI)] —1=AFN—1H-NIX(3F
e y— 6 =4} —3— [4— (FUZNFORAFII) TxZ)V] FaTT
=R

1H—NMR (400MHz, CDC13, dppm) :1. 23 (3H, d,
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j=5. 6Hz), 1. 58—1. 68 (1H, m), 1. 95—2. 04 (1
H, m, 2. 15—2. 24 (1H, m), 2. 68 (2H, t, J=7. 2
Hz), 3. 13 (2H, t, J=7. 2Hz), 3. 35—3. 39 (1H,
m), 3. 48 (3,/5H, s), 3. 58 (12/5H, s), 3. 73—3.
79 (1H, m) , 4. 19—4. 28 (1H, m), 6. 70 (1H, d, J
=8. 4Hz), 7. 34—7. 37 (3H, m), 7. 53 (2H, d, J=
8. 0Hz), 7. 80 (1H, d, J=5. 6Hz) .

Ehk] 8 1

N— [1=AF)N—2— (1-EBOUPZJ) —1H-RVAAIF/—=)V—6
—t} —=3—[4— (FUINFOAFN) Jx2)V] FuNPTIE
1H—NMR (400MHz, CDC13, 6dppm) : 2. 44 (2H, d t,
Jj1=J2=7. 6Hz), 2. 68 (2H, t, J=7. 2Hz), 3. 13
(2H, t, J=7. 2Hz), 3. 48 (3/2H, s), 3. 51 (32
H, s), 4. 24 (4H, t, J=7. 6Hz), 6. 69 (1H, dd, J
=8. 0, 1. 6Hz), 7. 18 (1H, brs), 7. 34 (3H, d, J
_8. 0Hz), 7. 53 (2H, d, J=8. 0Hz), 7. 78 (1H, d,
J=1. 6Hz) .

s 8 2

N— {2— [1-7EFN—3—-FoUPo)l XAF)) Y3 /] =1 =AF)
C1H-ARYZLIFIN =6 =1} —3— [4— (FUYTNFEAFIV)
JxZ)v] TuNRT IR

1H-NMR (300MHz, CDC13, éppm) :1. 93—2. 39 (
5H, m), 2. 71 (2H, t, J=8. 4Hz), 2. 80—2. 91 (3
H m), 3. 15 (2H, t, J=8. 4Hz), 3. 27—4. 32 (8H,
m ., 6. 72—6. 87 (1H, m), 7. 25—7. 38 (1H, m), 7.
37 (2H, d, J=8. 4Hz), 7. 40-7. 52 (1H, m), 7. 5
7 (2H, d, J=8. 4Hz), 7. 94 (1H, br. s) .

EJf] 8 3

N— {2— [1—4q4VYIFUN—3-Eay )y (AF)) ¥3)] —1—-XA
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FN—1H-RYZAZIF=I—6—-q)} —3— [4— (FPUTINAORATF

V) 7xz=)V] T T IR

1H—NMR (300MHz, CDC13, 6ppm) :1. 00—1. 16 (
6H, m) ., 1. 90—2. 39 (2H, m) , 2. 46—2. 76 (3H, m
)y 2.79—2. 92 (3H, m), 3. 08—3. 20 (2H, m) , 3.
33-4. 18 (8H, m), 6. 74—6. 84 (1H, m), 7. 33 (1
H, s), 7. 37 (2H, d, J=8. 4Hz), 7. 41—-7. 53 (1H,
m), 7. 56 (2H, d, J=8. 4Hz), 7. 94 (1H, br. s) .
S 8 4 |

N— (2— {3— [AFZNVEZIN AF)) 72 /7] —1-EOUYPZ)V}
] AFN—1H-ARZEALIFS—N—6—A)} —2— [4— (RUT)V

FOAFIN) Jx/)F] TEETIER

1H—NMR (300MHz, DMSO—-d6, 6ppm) :2. 08 (2H,
m), 2. 80 (3H, s), 2. 95 (3H, s), 3. 51—-3. 71 (4
H, m), 3. 61 (3H, s), 4. 48 (1H, m), 4. 81 (2H, s
Y, 7. 17 (4H, m), 7. 70 (3H, m), 10. 06 (1H, s) .
LB 8 5

N— (2— {3— [FTEFI XAF)) 73 /] —1—-EOUYPZ)y} —1-X
FN—1H-RZZALIF)—NV—=6—-A)} —2— [4— (bUTNFORF
V) Iz )FY] FEBTFIE

1H-NMR (300MHz, DMSO—d6, 6ppm) :2. 05 (5H,
m), 2. 79 (1. 2H, s), 2. 93 (1. 8H, s), 3. 56 (4H,
m), 3. 61 (3H, s), 4. 62 (0. 4H, m) , 4. 81 (2H, s
), 5.12 (0. 6H, m), 7. 16 (4H, m), 7. 70 (3H, m) ,
10. 06 (1H, s).

SEHEPI 8 6

N— {2— [3— (EROFIAFI) —1-EBPZ)] —1-AF)—1H
—RYURAZIFS =)= 6—AN} —3— [4—= (MUTNFOAFIN) Tz
W] Jan>r7I R
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1H—-NMR (300MHz, CHC13, dppm) :1. 70—1. 88 (
1H, m) , 2. 03—2. 14 (1H, m), 2. 43—-2. 61 (1H, m
Yy, 2. 70 (2H, t, J=7. 5Hz), 3. 12 (2H, t, J=7. 5
Hz), 3. 49 (3H, s), 3. 45—3. 78 (6H, m), 6. 72—
6. 82 (1H, m), 7. 23—-7. 65 (6H, m), 7. 68 (1H, b
r. s) .

Ehitl 8 7

5— (4—7)0FAun7zo)) —N— {2 [V TFaE)) (AF)N) T3 /]
— 1 —AFN—1H-RZZLIF=)—6 -4} —2-BUID IV
FYIE
1H-NMR (300MHz, DMSO—d6, 6ppm) : 1. 18 (6H,
d, J=6. 6Hz), 2. 76 (3H, s), 3. 57 (3H, s), 3. 8
29 (1H, m), 7. 33 (1H, d, J=8. 5Hz), 7. 41—-7. 49
(2H. m), 7. 45 (1H, d, J=8. 5Hz), 8. 00 (3H, m) ,
9. 34 (2H, s), 10. 69 (1H, s) .

DIFOERF S 8 ~8 913, EWfI3 — (3) THAWE4— (4—-7)bFn7
o)) ERY D UEREZFTEOLEMIHINT DFEENCRE A, MIXEH ] 3
ERRICLU TRIBZTTo .

Efif 8 8

1- (A=W FoTgzo)) N-(2-(MVTHENVRAFINTI/]-1H->
ZAZIFT=N-6-1I-4-EXRF P HIVRFHI R
1H—NMR (300MHz, CDC13, 6ppm) :1. 17 (6H, d,
J=6. 6Hz), 2. 88 (3H, s), 3. 12 (4H, br. t, J=4.
S8Hz), 3. 67 (4H, br. t, J=4. 8Hz), 4. 41 (1H, s
eptet, J=6. 6Hz), 6. 80—7. 02 (5H, m), 7. 04—
7. 14 (1H, m), 7. 21—-7. 44 (1H, m) .

Etil 8 9
N-{2-[4VTFOENAFIVNTI)I-1H- R ZXAIFT—)y-6-1)}-1-
Tz ) -4-ERGVUHIVRFYI R
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1H-NMR (300MHz, CDC13, dppm) :1. 14 (6H, d,

=6.6Hz),2.83(3H,s),3.21(4H,br.t,J=4.
8Hz), 3. 68 (4H, br. t, J=4. 8Hz), 4..38 (1H, s
eptet, J=6. 6Hz), 6. 77—7. 01 (6H, m), 7. 03~
7. 12 (1H, m) , 7. 20—7. 43 (1H, m) .

BRG]

EHBEOLAYOEEE LU TOFBEL, FIETROBEFBRFNT X D LN
sN5, |
sEpstER ] 1 (M C HESHERR)
bERMCH—1RZ23—R¥5cDNAES [Tz TR - ¥ —X (FEBS

Letters)\398%‘253E(1996E)\Eﬁ#3ﬁ-1F'
¥4 74k -77% (Biochimica et Biophisica
Acta). 1401%, 216H (19984 ] & FIAIRRIFI—p
EF/mic/cyto ((r¥rayz 8 icrno—=2rlk. 76N
RERIY—BYRTINTIV - TIARE (547 - 70 /0P —#H#
) BZEAWTERHBECHO-K1 (FAULY -4 T« INVFy—--aL I
32) KhS>ZA7x7 FL. MCH— 1 REBMIZEL.

ZOMCH-— 1 REFHEBEIE-HEN 5 HHL 2 BEER 2 BRam kTS5 0
pM® [1251] MCH (NEN#&E) &I, Ty EER (1 0omM i
T ZIIA 2mM IFLOPT7IVEEE. 0. 01 %N EIT UKk
0. 2% UVMBEFNTILEED50mM TrisEER pH7. 4
) FT25C, 1EEA Far—ya ik FIRAT74NWI—GF/C (
Ty hRED CTEBLE. FIRAT4 NI —%10mM BT RIU
A5y 2mM ITFLDT7IVNEFEKROO0. 04% Tween—20%Z380
50mM TrisiEEk pH7. 41TTHRER JIAT 4V — EORE
EEERD ., FRROEAIELI LM ENMCHEETFTREL., R/ [12
511 MCHESIZHT 2HBRIEEMD 5 0 %HERE (1 C,, fH KD,
ZORERER LITRT.




10

15

20

25

WO 2004/011440 PCT/JP2003/009610
92

#1. MCHEEEINTS5 0 XHERE

BRI S ICs, (nM)
EZhaf 1 5. 8
Ehapl 17 6. 2
EiE 2 4 3. 3
EhaF 34 8. 8

FEOEBOERHEOLAME. MCH— 1 RIZHTSMCHORKEEZBAIT
BHEL, MCH— 1 R¥EHHIELTIERT 2,

swImHEG 2 (MCHIZ KX DHBER S NBBETENIINT HHEHIEER)

pHIY - RLITURET (7T4BEU1 1me/ k g BEANERS) |
HHESDSw (9 — 1 2384) 0% 3 MEICHEMEEHICBET T FAZa—
L (2645—) 2EA, WRALYCTEELE. T4 FIZ2—LOREHED
fEEbregmakDEH2. 2mm. EFHEE EEXRELOES 8mme
Liz. 2BEoEEHEZBNEE. Ty MNCERHEZK 4RSI TRAES
e, FOB. A0V UVIRER LIRS (335 —D) 21 FAIZa—
VIZEAL., ASVEERVEY (MCH, 5rg/1rel/head. AT
NSRRI AR 28 3MNENICHRE Lz, Eipl2 4 0ftat (1 0XiE30
meg/ kg) 2, MCH#50D 1K/MENICZ0. 5 % A F ) ) a— A KB HRIT IR
BLUTERORSE L, BIERESy McElEliRz5 4. MCH&REGRK 2RRO
BEEEHE L.

113, SIEHRTHREIEES Yy NCAKHO e EROKREL., TO1
BRI MCHENENBE L%, 2HEO Ty bOBEEZRULEKTHS.
B, 1)EHEH 2 4 D{bEMERELARVEGS, DERF2 40{L6HE 1 0m
g/ kgBE LRSS, DEHH2 40LEWE3 0me kgikELEHE,
DEZICONT, 2BEdZDOTY NOBEE (g) 2XT,

K1ICRTEBD, AREOLEMIL. FE3IMENICERESLEMCHIZXLSE
BB OENEREKENNDERICHH Lz, M. MCHRUOAEHDLEYD
RPDICATINGEHK (aCSF) OAFEELEHAEMR (VI LA &
L7z,




10

WO 2004/011440 PCT/JP2003/009610
93

EELOF A6

AFHAOLAMIT. MCH— 1 REFIEAZAELTEY, IEWME. HRAE. T
JVE VAR, EIRIE. R, B, FL FEEZEOR#MRKRE. #IX
EROIME, A - D o MMRDARE, MR, BEREIRELE. MM, B,
BRERESEOERERER, AADBRE BBEE 5DR. L. W,
W, FS. MAKTE. BEXNW - SBEREE, REEE, EREE RAE
&= EBREE, RERY, BEEE BVERME. REKEE. 7V
ERELEOPR K OREHERRE, FIZSTIEE BE, HEEREEEOEER
B, ZOM., MEERE, RREBRE, EXIREARIESEOTHAEE
FHE LT, BICEMEOFHEXIBEEL LU TEATH S,



5

10

15

WO 2004/011440 PCT/JP2003/009610

94
= > e
= kK O & P
1. —R[1]
4 3
Poor
W N 1
Ar/ \n/ N /R
N [
0 /> \
B2 N R

B1
[, B!, B:EROBE. A—Xi3E7AoT, AREF. NOFVET,
(BT VIV EHER T VENAF I EERL ;
RIHUR 2L, F—X38EE T,
D KEET.
) =R [A]

( Flr”)a

7N\

—C Y [A]
N—

(KX#, RO Fl—7 ah b sBN5RRINDBHREZERTN. 200
RSM—fEIc7e o TAF Y EEHRT 5. Yid, ~CH,— —NR°—XiE—-0—
2, RO KEET. 7y EEFTRRINTOTOXIWEET IV FIVE,
57 L3V VR IVE, (&7 VFIV AT VR ZIVE, (&R IVFIVA
TR oIVES, HIVNEAIVE, EERTIVEIVIIVNE NVERCERT IV

VLN EAVEN SRS ED SBRINDBHRAEZRT. ald, 0~4DE

WaEd, ) THRIND 3~ 1 0 B0IEHERRAE,

) F—T ahbiRHEN SRR E NS EBHEEL QIR [A] TRS
N5 3~10BOEHEEREEZEL TV THIWERT VFIEEZRTH. X
=8



10

15

20

25

WO 2004/011440 PCT/JP2003/009610
95

RIKUR 2H— IR TENSMREAT2ERET L L BICK [B]

(/Ti)a

—N Y [B]
N

(£, RS, YRDalt. #ificALTH S, ) TEINS3~1 0RO
HEERERREETRL .
HL. RIEUR2APFREBICKERT L5 37 <,
R3L. KBEFXIIN—T ahbRERNEBNINSBHREZELT
WTHIWERT INFIVEZERL,
R4E, KBRFUIEE T VFINEERL.
Wit, 2fi0ETH> T,
D HEE.
9) 1 2BEED 3~ 8 BOFEREE L IINEHIRERRE.
D 12 BIED 3~ 8 BOBELE L < IERRRIHE, X
Y EEPOREBEFIBRERTCERIN TV T IVEREH2~40D
FNFVIEELL BTNV EEZRL
ATt PN —TBhoR5EMNSBIRENS 18EE L <IX 2 LOER
HAEHFLTWTDHEN, 1 XE2BEOEERERREE L IIHERERRE
BRT;
(ZNV—"a)
NOFVETF, Kk, 735, B/ ERTIVFVT I HE DEERTIVFIV
72 E TyBERETFTBRINTW T XWERT IIVFILAFE, BRIV
EFESHIVRIIIVE, (ERTIVFNFFIHINRIN) T ik
T E I AE S HIVRZINERT IVFNT 2 ) AR T VFIVAIVRZIVE,
&8 7 VIV VR =)V A 3 24k, ({Eﬁ%&?)ler)ldﬂ)l/zﬁ:)l/) 7R (K
97 LA VR BT IVFENT X E, JVNEAIVE, '/ ERT IV
IV HIVINEA VE, DIERT IVFIIIVNEAIVE TIVNEAINT I/ E,
EERT IVFENHIVINSEAINT X ) B DERT VFIVIIVNEANT 2/ E,



10

15

20

25

WO 2004/011440 PCT/JP2003/009610
96

CE R T VFEINHIVNEA ) EJRTIVENT I 7 E (CERTIVFIA
WNEAN) ERTIVEINT I E, HVNEA AR VE, ' ERTIVFI
HIVINEAINGFTE, DERTIVFIVIIVINEA AT E, ERTIIVFIVA
WRSIVE, R TIVFENINERINT I JE, 207 7 B8100VE £/ ERT

COVEIVZINT 7B INVE, PERTIVFEINVZIT 7'AINE AT 7 'ANT

IJE, EERTINVENVAINT BN TIE (PEETIVFIVAV

TrEAN) TIHE, BJEETIVFINVZINT 7EAI) BRTIVFIVT 2

JERO (DEETIVENIINT 7EA ) ERTIVFIVT I ) E
[Z)—T B8]

NOF VBT, KB, 738, P78 B/EETNVFINTIE PR

WYIENTIJE, TvRREFTEHRINTO T XWERTIVFIVE, T

RETCEKINTNVT SPNAY S I ) e S - N e ) o e e D

BoIVE, (ERTILFNAFIIIVRIN) TIHE (EETIVFIAFY
TR ERTIVENT I 5 HIVRFIIVE, EBERTVFVHIVRIV
B EETIVEVHVRIIVAEVE, EETVEVALRDL) 7K,

(&7 VN HIVRZIV) BT IVEILT 2 )5, DEET VFVHIVNEA
NE. DESETVENIVNELNT I JE (DEET VEIVHIVNEA D)
BT VLT S ) B DEET VEVIIVNEA VAT, ERTIVFIVA
NRTIVE, ERTIVENIIVRIIVT 2 )& DEETIVFIV I T 7'
B VT EANT I E. (DERTNVFENVANT 7EAI) TIE,
BT VNI T 7 EAN) EBRTVENT I ) ROTN—T v D525
BADBRINLEBHREZELTWTHLN 5 XX 6 BOIRHRRKAERIEEL <
IR RIRE,

[ZIV—T 7]
B 7 LT IVR =V, R T VEIV ZV R VR R MR Y )V VA
TNWARZIVE, ]
TEINBRY LA 35— )VBBA T T 0% LR S NS EEE RS &
T B AT VEER)VE SRR

2. RIS, AFINETHHFROGEE 1 HITEREO R T2 VRNV



10

15

20

WO 2004/011440 ‘ PCT/JP2003/009610
97

T R ETH

3. R, AVTOVIE, yroTobiliE vouTdFvE T
ORSFIVE, Y7anFy)bE, N-AFIERUI>—3 -1 )& N-7
TFIERYTD— 33—V, N=AFNERYUD—4—1)E, ThIE
RO75>—2—a )V, 1—-AF22NFIIERY P> — 3 -1 IERD
1— (VTR AIRIIV) Eal Py —3 - VENS B HNDRERNS
NBETHBEROGMHLE 2 HITREO R T =V EERIVE > ZAEED AL

4. B!, BZRUB3W, WINbKERFTHSEROHME 1 HITH
MDA 5 = VBRI E D RBAREHHEL

5. R3M, ABEFIEIAFINETHBHEROHMEALE 1 HITFLHDOA T
—URERIVE U RR BT

6. R4, KBEFUIAFIVETHBFEROMBARE 1 HITEEHDOA Z
=R IVE 2R

7. WL 1XiZ28MED 3~ 8 BOFERE L IINEIEERRE, 1
XiE 28O 3 ~ 8 BOIENEREERE, ROEHP ORRBRETFVRRRTICE
HMAXNTWTHENRER2~4DT7INFLUENSRBBNERBRENLHD
THHEROMPEAE 1 HITFLED X T = D EERIVE > ZEAREDHL

8. W& 1XI2BMD3~8BDFERETERERRETHHHERD

S 7 BICEEO A T o VERERIVE O ZREEFH,

9. W&, FTIZORMSRLIBHENSBIRIND DD THS5HROHF
M SIEICEHE D A T = URERIVE U RAKETHEL

/ \ N—N //—N N \ N—N
O OO0

—N

N-—N —_— —N Ne— N=N
_U_ _N/_—/ - /\—N/)— — I\D_ _"N/\N/)—

N—OQ O N—OQ N-—N Ne—
- L G- - -0

Me

N—N N

I\ ]\
3 3




10

15

20

WO 2004/011440 PCT/JP2003/009610
98

10. W FROBNSRLBEHRENSBRINDHOTHSFHROH
FE 8 THICEED A T = EER)L T O RA RS

N—N/ N—Q

N= =N N—nN
(S )= L) L L
Me

11. Ar?. 7rzo)E, 2-7)iFAorz)VEE, 3-7)kdnrx
—“JVE. 4—7hFAnTzo)VE 2- MU IVARAFN T Z)VE, 3|
U AOAFINT 2 o)VE, 4— MU ZNARAFIN T 2 2)VE, 4 - ABF
LI rmIVE. 4—AF ARSIV T e ZIVE 37 Fa—4 - ANFY
gD &, 3, 4—-YUhAnTzo)VE, 2, 4-D7)FnT oIV,
4—punT oV, 4— (ERYDY—1—1)) TzoVE, 4— (B
RUS—1—A) 7=V, 2-7)0F0EYP>—5—A)VE, 3-T)
FOPUIS—6 -, 2—AFFIEUDI—5—A)VE, 2-AbF¥
PUDY—6—VE, 2-BUIVIVE 2-EUDDE. (2-FUT
WATOAAFIN) —5—EPUPVE. (3—RUTNFEAFI) —6-EUD
SIVE. 2 —ESVSINERNS —BUFITIVENBIRIENSBRINDE
THDEROGEE 1 \TREDO A T = VEERIVE P REMETHA

12,  sROMES EICRROBEERG & T 5 EHE, WRE, &
VESMIBEE. BIEIE. BE. I FREOFERICRES NHAHR
PRER OPRDE. Atk - Do MELARE. DEE, BRBIRELE. SiiE B
BRROEREREIIREINSBEREREE  BRE. BEESE, 50/ 1
BT, . FR. MAKTE. BEXNW - SBEEE. REEE. mEE
. mylEsE, EmREE, RERE. REREE, BRIk REEFERD
7 A — VKR R E X N5 PR R OSREMRERIEE | TE. RERUER
FEREE T B AN D ETEREE | WLE R | IWPRERE  BEXUIREARILE
OF BRI TR EH.

W



WO 2004/011440 PCT/JP2003/009610
99

13. JEEEOFHHIIRESTHHEROHEMEE 1 2 HITRBOTH
F ISR EA
14, —#&a [I1-1]

3

4 3
ro7
WA N R!
A \1r/ N /
/>-—N\ 1]
| C)Bz N R
B’

5 [(Rrp, WHE, 2fioETH o> T,
D BEFE
9 1XiF 28D 3~ 8 BOFHEKE L IEIRERRE,
3  1XIZ 25D 3~ 8 BDIENRRARE. X,
D EEFORZETIVBREFICERIN TV TOINRRKZ2~40
10 TNFVIEBELLBTINIZVEEZRL,
B!, B2 B3 R R? R R*KUArid ##EROHFEE1HITRED
HOLEFETH D, | TRINBLAMXITTOEE EFARINDHIE,
15. RAFIETHZHEROMMESE 1 4 HITEBROILEW.
16. R2. AvVTOVIE rusoe)lVE a7 FIVE ¥
15 ZORVFNVE, ruaFINVE N-AF)LEQUI > —3 -1 )&, N-—
FEFIEOY DS —3—ANE, N=AFINERYD -4 —1)VE, FHT
EROTS52—2—A)E, 1—AFZ)EEDY DY — 3 -1 IIVERDT
1— (0 TaIAIIVRIIY) EaUPr—3 - I)VENSIREHN RIS
NBETHHEROEMEE 1 5 HITREEOLED.
20 17. B, B2EUB3M, WINbKERFTHHFROHMAE 1 47
CEEE DL EY.
18. R, ABEFXIAFIVETHDFHEROHMMEE 1 4 HITFHD
R=LIR



WO 2004/011440 PCT/JP2003/009610
100

19. R ABREFIAFINETHBEROMESE 1 4HITRED

{n=g7/B
20. WA, 1Xid28Mk03~8B0HEERE L  ISIEIREEREE,
1L 288D 3 ~ 8 BONEkRFRE, KUEHP ORERTIWRRTIC

5 BHRINTWTHOEIVWRER2~4DT7IVF L VENSRDIBNSBRINDS D
DTH B ROBHEE 1 4TBICIERDOILED.
21. WA, 1XiI2BED3~8 B0EEhaERERRETHIH

SRO#FEE 2 0 BiCFiEE OB,
29. WA, TIROBNSALBHENSBIRINSBDTHIHEKD

10 EEEE 2 1 HICRROLED.
OO0
O G- - - -
- O - - -

Me

N—N ’ N
7\ 7\
\S/ \S/
23, WIR, FTROBMSRABHENSBIRINSEHDTHIHERD
B 2 1 EICEEEOILEY.

OO0

N—N N—N
—u——w G- - -

o)

15 294. ArH, JroJ)VE, 2-7)Aurvz)VE 3-7)FA 0T
“IVE. 4A—InAnTyro)VE 2— R INAOAFIV T 2 Z)VE, 3— b



10

15

20

25

WO 2004/011440 PCT/JP2003/009610
101

UINATRAFIN T 2 o)VE, 4— N ZNATAFILT =2V, 4—ARF
ST oIVEE, 4 — A VIVETIN T o)VE, 3-TAn—4—- X REY
JroVE 3, 4-PINAOTooVE, 2, 4-D7hFAnTzVE,
4—rOnTroVE, 4— (BERUDY~1—A))) Tz 4— (B
KUY —1—A) TooIVEk 2-7)F40nCy vy —5—()#k 3-7)
FOEUIY—6 -V, 2-ARFVEUDS~5—A )V, 2-AREY
PUDY—6 1V 2—FUIDDILE 2-BUDDLE (2—-hU7
NABRFN) —5—FBUDoVE, (3—RUTNFAORAFIL) —6—-EUD
SVE. 2—ESVDVERGS - BUFDDVENSRBRN BRI NS E
THHEROEHE 1 4 BITEHDOLEWY.

25. —lR [I—1] TRINBLEWMD,
 5-(4-7N AT T2 -N-{2-[1 VYV FEENAFIN T /]-1H-R>
A IF=IN-6-1 I -2-BUDUHIVHRFTI R,
 5-(4-7NFAO T2V -N-{2-[1VTBENRFIV T2 /]-1H-R>
TAIF=)N-6-1IN}-2-ESD U HNHRFTI R,
cN-{2-[4VTOEINAFINTI)]I-1H- R XI5V —)-6-1 )V} —
N—RAF)N—5—[4— (RUIZNFOAF)N) JzZWV]—-1, 2, 4—FFY
D7V —)— 3 —HIRFT I R,
« 3-(4-T7NF a7V -N-{2-[1VTaEIRAFINTI /]-1H-R>
RAIFT =611, 2, 4—FFFITVI—)b— 5 —HIRFFIR,
c 6-(4-TN AT T IV -N-{2-[1VTBEN(RAFIN T3 I]1-1H-R>
LA I HY =)= 6-1V}-3-EU D IIIVRFHI R,
CN-{2-[1=FEFN—3-EOUPZNAFIWNTIJ]-1H-RVRA1 3
F )= 64 -5 (4-T VA0 T 22N -2-EU D UHIRFYI K,
CN-{2-[AVTOENAFIV T2 J]-1H-RYRA I —)-6-1 )V}~
5-T7xb—2-ESUVHIIREYI K,
CN-{2-[1=FEFN—3—ERUDZIV(AFM T J]-1H-RV A1
SN 61 =5~ (4-T AT T = =) -2-E TV ILEFHI K,
c 5-(4-7NAT 7 2V -N-{2-[1VTBENRAFIN) T3 /]-1 H-R>



10

15

20

25

WO 2004/011440 PCT/JP2003/009610
102

ZAIFT—)-6-1NV}-2-BUIPUH)VRFTI R,

e 6-(4-7)0F0 7 =) -N-{2-[4V 7OEN(AF)IN T /]-1H->
ZTAIFT)—)N-6-AI}-3-BUFIUHIARFTI R,

c 2-(4-IN A0 T 22 -N-{2-[1V TOENVAFIN T I J]-1 H-X>
A IF =) -6-1 )} -5-BUIDHIAFTI R,

‘N— {2— [4VTaEl (AFNV) 72 /)] —1H-RVZXAIF/—)V—
6 -1} —3— [4— (FUZNFOAFI) Jz)V] —1, 2, 4—FF
YIOTV—)h— 5 —HIVRFY I R,

‘N— {2— [4v7aell AF)N) 73] —1H-RVAXAIFJ—=)-
6 -1} —1— [4— (MUZNAFBOAFIN) 7J=Z)V] —1, 2, 4—hU
7= — 3 —HIVRFYI R,

‘N— {2—= [4V7Obl AFN) 73] —1H-XRVAXAIF/—)V—
6 -1} —5— [4— (FRUZNFEAFI) JxZ)] —1, 3, 4—FF
Y7 =) — 2 —HIVRFYI R,

“N— {2— [qv7aell (AF)V) 7X/)] —1H-RVAAIFJ—=)b—
6 -} —5—AFN—1—[4— (FUZNATRAFI) 7] —1H-
¥S5Y—)b—4 = HRFTI R,

“N—{2— [1V7OEN XAF)N) 73] —1H-RVZXA13IF5J—=)b—
6 1)) —2— [4— (FUZNFOAFIL) 7zl —2H-FhFV—
V=2 —JVRFHI R,

- 6—(3—ThFu TN —N—(2—-[1V7TBEN AFIITI/] -
ITH-RYZAIF=)—6 =)} =3BV ZHIRFTIR,

‘N= {2— [4VTOEN (AFN) 7] —1H-RVZX13FJ—-)b—
6 -1} —5—T7x=)—5—EBUIVHIARFTI R,
c5—(4—TnFAnTI)) —N—{2—- [V 7O AFINTI/] -
1 —AFN—1H-RVZAIF=)—6—A)} —2—EUIDHIVRF
IR, XIE

‘N=— {2~ [qVTOEl (AFNV) 73 )] —1H-XRVZXAIF/—=)V—
6 —AN} =5 —Tx)—3—EBUDUHIVARFYTI RTHSFHROMHE 1



10

WO 2004/011440 PCT/JP2003/009610
103

ATE\CEREHOILEW.
26. HEROEWEEABCDROCEVROER FFHFAINSHEEES
ﬁj‘ E) E%l{ﬁﬂﬁk‘%o ! .
27, —gt (1] TEINBIEYOREHETH> T, — KX [1 1]
o)
W—<'[m
OH
[, Ar ROWIE. BROMES L ECERODDERABETHS, ] TRS
nafbameE—gt (11 1]

Al’\

?4 BS TS

HN N R’
/
/>—N [
\ 2
B N R
B1

[, B!. B? B3, R!. R2, R*KUR*IE. #FHROHHF 1 HITHD
bOEAETH D, ] TRINBIENEEMETHILE. 2EET IHIE



PCT/JP2003/009610

WO 2004/011440
1/1
%1
100
= 7.5
B
o
I}
g > T
N
G0

siEpizantamimg/kg)
MCH (5 ng/head)




INTERNATIONAL SEARCH REPORT International application No.
PCT/JP03/09610

A. CLASSIFICATION OF SUBJECT MATTER
Int.Cc1” €07D235/30, C07D401/12, CO07D401/14, CO07D403/04, C07D403/12,
C07D403/14, C07D405/12, C07D413/12, A61K31/4184,
D61K31/4196, A61K31/4245, A61K31/4439, A61K31/444,
According to International Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED .

Minimum documentation searched (classification system followed by classification symbols)
Int.C1l” C07D235/30, C07D401/12, CO7D401/14, C07D403/04, CO7D403/12,

C07D403/14, C07D405/12, C07D413/12, A61K31/4184,
B61K31/4196, R61K31/4245, A61K31/4439, A61K31/444,

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)
CAPlus (STN) , REGISTRY(STN), CAOLD(STN)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

P,A WO 03/15769 Al (AVENTIS PHARMA DEUTSCHLAND GMBRH.), 1-27
27 February, 2003 (27.02.03),
Beispiel 17

& DE 10139416 Al

P,A WO 03/45313 A2 (MERCK & CO. INC.), 1-27
05 June, 2003 (05.06.03), '
Example 269

(Family: none)

A WO 93/03714 A2 (JOHN CO.), 1-27
04 March, 1993 (04.03.93),
Table 2, Compound Name 7

& AU 9224075 B & EP 600973 Al
& JP 6-510760 A & AU 9530614 B
& AU 9530615 B & AU 664710 B

Further documents are listed in the continuation of Box C. D See patent family annex.

* Special categories of cited documents: “T” later document published after the international filing date or
“A”  document defining the general state of the art which is not priority date and not in conflict with the application but cited to
considered to be of particular relevance understand the principle or theory underlying the invention
“E”  earlier document but published on or after the international filing “X”  document of particular relevance; the claimed invention cannot be
date considered novel or cannot be considered to involve an inventive
“L”  document which may throw doubts on priority claim(s) or which is step when the document is taken alone
cited to establish the publication date of another citation or other “Y” document of particular relevance; the claimed invention cannot be
special reason (as specified) considered to involve an inventive step when the document is
“0”  document referring to an oral disclosure, use, exhibition or other combined with one or more other such documents, such
means : combination being obvious to a person skilled in the art
“p”  document published prior to the international filing date butlater ~ “&” document member of the same patent family
than the priority date claimed :
Date of the actual completion of the international search Date of mailing of the international search report .
04 September, 2003 (04.09.03) 16 September, 2003 (16.09.03)
Name and mailing address of the ISA/ Authorized officer

Japanese Patent Office

Facsimile No. Telephone No.

Form PCT/ISA/210 (second sheet) (July 1998)



INTERNATIONAL SEARCH REPORT International application No.

PCT/JP03/09610

C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
A WO 02/28835 Al (FUJISAWA PHARMACEUTICAL CO., 1-27

LTD.),
11 April, 2002 (11.04.02),
Example 266
& AU 2001/92315 B & EP 1326835 Al

A JP_2001—139574 A (FUJISAWA PHARMACEUTICAL CO., 1-27
LTD.),
22 May, 2001 (22.05.01),
Example 5
(Family: none)

P,A EP 1256578 A1l (PFIZER PROD. INC.), 1-27
13 November, 2002 (13.11.02),
Claim 11
& CA 2385692 A & JP 2002-338556 A
& US 2003/78252 A

P,A Us 2002/107195 A1l (SMITHKLINE BEECHAM CORP.), 1-27
08 August, 2002 (08.08.02),
Examples 13, 19, 20, 21
(Family: none)

P,A Jp 2003-064056 A (SANKYO CO., LTD.), 1-27
05 March, 2003 (05.03.03),
Example 45
(Family: none)

P,A WO 02/60374 A2 (INSIGHT STRATEGY & MARKETING 1-27

LTD.),

08 August, 2002 (08.08.02),
Appemdix A, Compound 7
(Family: none)

Form PCT/ISA/210 (continuation of second sheet) (July 1998)




INTERNATIONAL SEARCH REPORT International application No.
PCT/JP03/09610

Continuation of A. CLASSIFICATION OF SUBJECT MATTER
(International Patent Classification (IPC))

Int.Ccl’ A61K31/454, A61K31/496, A61K31/497, A61K31/501, A61K31/506,
A61K31/5377, A61K31/55, A61P1/00, A61P1/16, A61P3/00,
A61P3/04, A61P3/06, A61P3/10, A61P5/00, A61P9/00, A61lP9/04,
A61P9/10, A61P9/12, A61P11/00, A61P13/12, P61P15/00,
P61P15/06, P61P15/08, A61P17/00, A61P19/06, A61P25/00,
AG1P25/02, A61P25/08, A61P25/18, A61P25/20, A61P25/22,
A61P25/24, B61P25/28, RA61P25/30, A61P25/32, A61P25/36,
A61P35/00, A61P43/00

(AccordlngtoInternatlonalPatentCla581f1catlon(IPC)ortobothnatlonal
classification and IPC)

Continuation of B. FIELDS SEARCHED
Minimum Documentation Searched(Internatlonal Patent Classification (IPC))

Int.cl’ D61K31/454, AG1K31/496, A61K31/497, A61K31/501, A61K31/506,
A61K31/5377, A61K31/55, A61P1/00, A61P1l/16, A61P3/00,
A61P3/04, A61P3/06, A61P3/10, A61P5/00, A61P9/00, A61P9/04,

- A61P9/10, A61P9/12, A61P11/00, A61P13/12, P61P15/00,

P61P15/06, P61P15/08, A61P17/00, A61P19/06, A61P25/00,
A61P25/02, A61P25/08, A61P25/18, A61P25/20, A61P25/22,
A61P25/24, R61P25/28, A61P25/30, A61P25/32, A61P25/36,
A61P35/00, A61P43/00

Minimm documentation searched (classification system followed by
classification symbols)

Form PCT/ISA/210 (extra sheet) (July 1998)



ERsERE (%%mm&% PCT/JP03,/09610

A, RERAOBRT3HEONE (EEREFSE (IPC))

Tnt. C17 C07D235/30, CO7D401/12, CO7DA01/14, CO7D403/04, CO7D403/12, CO7D403/14, CO7D05/12, CO7D413/12, A
61K31/4184, AG1K31/4196, AG1K31/4245, A61K31/4439, A61K31/444, A61K31/454, A61K31/496, A61K31/497, AG1K31/
501, A61K31/506, A61K31/5377, A61K31/55, A61P1/00, A61P1/16, A61P3/00, A61P3/04, AGIP3/06, A61P3/10,

B. WEEfToENY

WERTToB/NRER (HRFFL%E (I1PC))

Int.C17 C07D235/30, CO7D401/12, CO7D401/14, CO7D403/04, CO7D403/12, CO7D403/14, CO7D405/12, CO7D413/12,
AB1K31/4184, AB1K31/4196, A61K31/4245, A61K31/4439, A61K31/444, A61K31/454, A61K31/496, A61K31/497, A61K31
/501, AB1K31/506, A61K31/5377, A61K31/55, A61P1/00, A61P1/16, A61P3/00, A61P3/04, A61P3/06, A61P3/10,

B/ RERLS OB E CHERTo LA EEh B0

EME G L BT T — & =X (F—F_R—204H, TR L HE)
CAPlus (STN), REGISTRY (STN), CAOLD (STN)

C. PBHETSLRDHLIDIR

Bl IR , BT 5
HF Y —% BlASRG  RU—ROSFTAEET 5 & 213, FOBET 5 @RoRs HROGEOEE
PA WO 03/15769 Al (AVENTIS PHARMA DEUTSCHLAND GMBH) 2003.02.27 1—27
Beispiel 17 & DE 10139416 Al

PA WO 03/45313 A2 (MERCK & CO. INC.) 2003.06.05 Ex.269 (77 =3 1—27
J—721)

A WO 93/03714 A2 (JOHN COMPANY) 1993.03.04 TABLE2, COMPOUND N 1—-27

AME 7. & AU 9224075 B & EP 600973 Al & JP 6-510760 A & AU 95
30614 B & AU 9530615 B & AU 664710 B

X CHiofsicb IMBFIESN TS, [] #7v 77 2V —kBET 2355,
% BIFXXMOBT Y — D HOBITAR ST 30
TA) BZEEEOH B IR TR, —REEATKEZRT  [T) EEHEEDIELEERIZARShEXRTH- T
HO HEBELFETDbOTRAL, FBHOFEIIHEN
[E] ERHEIETOHBEE ST TcHIN, EREHER OEFOT-HITHRTHHD
LBz AR ENTZ LD (X BT EEOH AR TH T, YR ST
[L) FEHEEIRIC B 4RI A SCR UMt D STRR D 384T OFHREEITESRER 2N EE L BNA LD
AU IR 2 Ml 2R+ 57 0I12BIAT2  [Y) BcEEDH I TH - T, YEk e o 1 2
SCHR GRE &) LEOXRRE D, MEFIZL o THHETHIBESEIZ
(O] AL AR, A, BREICEET 53 Ko TEBRERRWEEBZONE LD :
(P) ERHEOICT. 2 oEEHEOTROERLRAHE (&) A—2F v 77 3 V=3
EpssAE25ET LicH EESRERE OFEER
04. 09. 03
16.00.03
ETRABE 04 R U H T KEFTHFEE EROBHZIME) - 4C|3336
HAERT (ISA/]P) PN L Ep)
HEKS100—-8915 S
RERATRARENE=TE4%3 % BEEKEE 03—3581—1101 A 3452

BARPCT/ISA/210 (E2~—) (1998474H)



[
ERRERE EfRitREES PCT/JP03.709610

C () .  BAET S L BB
51 FASCk D [ )
AT IY —* 3| Ak &U—*%IW)%F)M‘SB@@TZQ L &L, FOBETAEFTOFRTR FEROfEOES
A WO 02/28835 Al (FUJISAWA PHARMACEUTICAL CO., LTD) 2002.04.1 1—27
1 Example 266 & AU 2001/92315 B & EP 1326835 Al
A JP 2001-139574 A (FUJISAWA PHARMACEUTICAL CO., LTD) 2001.0 1—27
5.22 5 (773U —72L)
PA EP 1256578 Al (PFIZER PROD. INC.) 2002.11.13 Claim 11 & CA 1—27
2385692 A & JP 2002-338556 A & US 2003/78252 A
PA US 2002/107195 Al (SMITHKLINE BEECHAM CORPORATION) 2002.08. 1 ——Z 7
08 Example 13, 19, 20, 21 (77 I U—71)
PA JP 2003-064056 A (SANKYO CO., LTD) 2003.03.05 §§ﬁﬁ@ﬂ4ﬂ5 1—27
(Z773IU—"7L)
PA WO 02/60374 A2 (INSIGHT STRATEGY & MARKETING LTD) 2002.08.0 1—-27

8 APPENDIX A, Compound 7 (77 XU —721)

BXPCT/ISA/210 (2_—Y0Ex) (199847AH)




EERERE EEHESEE PCT/JP03,/09610

REDBTHHHONE (ERETHE (IPC) ) S

A61P5/00, AG61P9/00, AG61P9/04, A61P9/10, A61P9/12, A61P11/00, A61P13/12, A61P15/00,
A61P15/06, AG1P15/08, A61P17/00, A61P19/06, A61P25/00, A61P25/02, A61P25/08, A61P25
/18, A61P25/20, AG1P25/22, A61P25/24, A61P25/28, A61P25/30, AG61P25/32, AG1P25/36, A
61P35/00, A61P43/00

FEEToTDE HE

© A61P5/00, A61P9/00, A61P9/04, A61P9/10, A61P9/12, A61P11/00, AG1P13/12, A61P15/00,
A61P15/06, A61P15/08, A61P17/00, A61P19/06, A61P25/00, A61P25/02, A61P25/08, A61P25
/18, A61P25/20, A61P25/22, A61P25/24, A61P25/28, A61P25/30, A61P25/32, A61P25/36, A
61P35/00, A61P43/00

_

BAXPCT/I1SA/210 (FBI~—) (L9984ET7H)



	Abstract
	Bibliographic
	Description
	Claims
	Drawings
	Search_Report

