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(I). Also provided are a salt or ester of the derivative and a hydrate of
either. (I) In the formula, R! represents carboxyl, alkyl, alkoxy, etc.; L

and T each represents a single bond, alkylene, alkynylene, etc.; M represents alkylene, etc.; W represents carboxyl; X represents
oxygen, -NRX¥CQ!'O-, -OCQ!NRX!-, -CQ'NRX!O- (wherein Q! represents oxygen, etc. and RX! represents hydrogen, alkyl, etc.),
etc.; and Y and Z each represents an optionally substituted 5- to 14-membered aromatic group, etc.
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A=

AR CEFERBLUETOH

&t B

ARAIL, BOEE. SEME. REEREOTE - BRICERRHRIINR
BFAEARD L RBTORERLBIZTNS DRMYBRIUOENSNS/RDEXICET
%

PESREAM

$R7 (Diabetes mellitus) WRREMEA XU Y (BROI TN ZEB
MR TEE - FWSNIMBEETHILED) OHEXMMIEZIZBRHIRZIC L S HFE
HizEmiEREOZ 20, ZORENFIESE I TRMEEVDRLBFEER-
TENSKRETH D,

BRI, BELET R ORGPEMEICHER A VA AREFHEERA
(insulin dependent diabetes mellitus: IDDM : SE—BUMER®) &1 AU IE
KFMEBERA (non insulin dependent diabetes mellitus: NIDDM : S5 —EUBEFR )
BLU. ZTOMOERSE (ZKEHERR - UOBEO—D DR E U TERAEIR
ETHHEE) LiTKilans,
FICEFBOEMRILIZHEN, BR, EFARAREICKD NIDMAZHE L., #H2EE
EROTWS, IDDMAEIT/NBITRET 2D L, NIDDM IZ—RRITHELIBEDFE
ENZ L BVERRFORKBLZ LD D, BEHNRZERRICLEOL D RBR, EF)
RE. B, ARVARBREA A D OEBZ 25T 5FER (f 2R AEGiHE) 2
mHo, BEFTDHENHDNTVWS,
COXIITERBITITH O —OEFEREEHRBICKDIERABEFREL TH
. TOWRRIBERE, EHEE BLUOEYREEZ=ZAELET S,

L L., BESOEEMEIZE DD SiEE DM TREFECESFENHE L Wi
BN,
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NIDDM oE##FikTid, BOMBERETEELL TRV TS <A K. s 7onN<
AR, FIHFIRBEDANFZINTLY SU) FEHEEA PRIV, TRV
CIREDETT AR (BG) ERENEAINTWNSAY, NIDM OREDRHEIL
DAYUARRBEA AU EHTHY., BRBHMBENS DA AU 3 WERIET
5SUETIE, 1A QWS T7H2DICEMEESETEE<a bOo—)LEh
FTIEMENASND END NIDDM D1 > 2V EHIHEIIH U T, BRhaiakE
EldWwxamolz, iz, BCEICRABEY > F— AREDHERIEANH D —E Dl
BBTRAVWSNEZ EITRD, EHRINSOEYTIRRERE L TEEREMEZ
BITHELEMN O,

INSERETHEDH LWEABFORYRENEDSNTHD, hasusy
> (Troglitazone) . EAZ U/ (Pioglitazone) . a7 & />
(Rosiglitazone) 2 EDF 7V I T U HFEKITA XY VBT REE L EITN,
B S DA VA > DHWEBET D Z &<, A A VEFIKERE (1>
AU AEREREE) L. MEEETI T ENTEREFHEZEDTNS,

F7 VY DL ROEFNLIEMAROMEITER L. HNBEHETHS PPART

(peroxisome proliferator-activated receptor gamma : fEfffE D HLICEE /L
EERT) 2N LU TEOERZRBREL TSI ENDMN>TER (I, Biol. Chen.,
270, p12953-12956, 1995) . CDHIAEMHMARDHEIZEK D INF . FFA BX U leptin
DD DL NKEIAIS /NS SRR ML, BRELTT 22 ARFMEN
HEIND,

kRO FUSY . EXTVES 2, OIS O REDFT YD EE
&% PPARY @ agonist EUTHEML., 1 22 VEFHSKEDRERE L T 5,

EZAT. PRI T OfICH a. B (0)BEVSDDDOHTIA THREREN
THED, WTINHIEHERMICERTIRETFORREZFAHL TS, INS5OFT
4 TEA—EHEATOFREDS—KDD, YT TOREYPEOMTOR
FOP—-NENWIE, BLIUHBSHAIIDNTH r T EALEHHBICBET S
DIZF U, iZEICHE. ZODS5LEPERICEELTRRIENS, &Y 7Y
A TDFNTFNNHI L7-EEEZHB > TWAHEEZ SN TW e, E4 PPAR Y I3 LPL.

2
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acyl-CoA carboxylase. CPDH/2 EDBEFHOREZIIEL . SZ2EHICEATR
TRHIEERLERZEL L THAT DI LT, PPAR o i3fENEE OHIFEA N D
DAARRVOZEOECICEEL - BETHORRZAG LIEE =2 T 5EEE(L
ERZHNTEENDMN> TEL,

FIZERIIPPAR DY T A T ERRARRE L OBREICET 2 L H5HEB PN
mENTWD, (] Med. Chem., 2000, 43(4), 527-550; Trends Cardiovasc. Med.,
2000, 10, p238-245) ‘

PPARY BT @ @ dual agonist THBHF7 V') 2 FHE L U TIIRRTF 9-48771
BRI ETHRREINSELEMRH SN TN D,

Erm. JUVESBIRS BT OMENICET 31 22U VERERERE LTik0
< OhOEEHmNH SN TS (Current Pharmaceutical Design, 2, No. 1, p85-102,
1996; Bioorganic & Medicinal Chemistry Letters, 6, No. 17, p2121-2126, 1996;
W0200075103; W09918066; W09916758) .

UL, PPAR Y agonist O—ZDOEY TIIHEENREZNTROERIIHED
EENVETHY. TOBRBYHRBIVERZEEHEAOHE TRAETSICHET
LEMIF/ SN TN,

i, FTVUD RS EAIIE CEFEEICER L CEMT. XEHAIBMIC
EEED EHEINTWRN, ISITEDOXDREEWMM PPARY BL W e d dual
agonist ELTHEATEDZ EIRIWMENRL, ELTR Y. . BXUB(6)D
triple agonist fEAIC DWW TIdE<HA SN TV, LML, EEETHRREZLD &
PPAR 7 agonist OFEMEIEF 7/ UL VEAITHEKTEIHEDODDENIHRIBH D,
FRUNOF =S T LEDIERZRRI LW eRATENIEEZTE
WCETED RSN HDIEFEITHEATSH S,

INFETOEYIIBRFEL S BECEEZETSPHEAEN (16 : Triglyceride)
L TH, FOHMRIIRIZTFTIRARN,

S 5IZPPARB (6) IXRERFHAA L OFZAEAA M SN TH O (J. Biol. Chem., 274,
No. 31, p21920-21925) . ZHRUTELD IV AFO—INETTHIEBMESNTS
0 (W09904815) . ZSHIZTDHYTHA FIZxd 3 agonist HHEZDBE T HLEWZE

3
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BETENE., INETOA AU VEAMREZEDOS 5R5EROM LS, FE
MR EDOREROBRSHEFETE S,
/. PRARZEHYH > REL T, 7Y —)VBRFEEARA W000/64888A 12, bV
7 ) — VEEFEEAAW000/648T6A IZRRE N TN D,
FEOENSBNEEFORENFEZINTNS,

FEHH DR

AFRAFESIE, INoE& K2 THE LBED T PREIIAEHBERE DR
frEERE L. SIEMRET OER. FRBBEZET D2 HIVEKR EFEEDL,
ENHREnLE fiSELERAEZE T2 RWEL, *RAZTERL &,
TrabhbAEFEHIR

1) —i

R!
Y=—‘L=X=T~@~M'—'1—W )

(RFRUIKERETF. KBEE. NOF >, AIRFVIVE, FEiZZNETN 1L
FOBBEZFELTOTDHIN, REE1BWL6DOTIVFIVE, REE I 73WL
6 DT IVIAFIE, RERIBVWL 6 OTIVFIINTFAE, REKLIBZWL 6 DNA
ROFS7ILFINE REZIBVLE6ONT FOFITNIFIE, RER I
WL 6 DONA ROFTT7INFINFAE, RERIZNWLE6DT I/ TIVFIVE, &
RENBNL DT/ TIVAFIE, ZKREITBVWL DT I/ TIVFIVFAE,
REHZ1BNL 6 ONOT AT IIVFIVE, REE 120wl 6 oNOF AL7)La
FUE, REBERIBVLONOT AT IVFINTFFE, KB L2ZWL 1207
WIAFTTNFNE REELBWL 207N IAFIT7NaFIE, RERLE
WL R2O7INAFITNFIINFAE, REKIBZWLTO 707 IFIVE K
FZEIBWL T 707 )VFINFAFIH, kEFHAIBZHWL 30707 )VF)L
FIWFEINFFE, RERIBVWLTOIIOF7IVFIFAE, KEZ22WLL 6
DT NTZIVE, REE2XWVWLEDTINITZINAF IR, REZ2BVWL DY
W ZIIVFAE RERLBVLEDTINFNE, REF2BZWVL6DTILFZ
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WAF R, REZR2BVWLODTIFINFAE, REEG6LZVLL12OT7)—
JVE, REHEG6BWL R2OT7Y—IVAF IR, REREZVWL 207D —IVFHF
B OREZTRZODL B8OT7NLVFITI—IE, RERTRRODL BOTZNFITY
— A FTE. REHTEVWL BOTIFIT)—IFAE, REKTENL 18
DT INFIVE, RERTRBROWL BOT7INFNAFIESUSIBRER TN
LISD7INFNFALEZ ; LIIEHS, FLRENFN1IULOBREZEL
TWThdWn, RERIBWLEDTNFL B, REK2BWL DT LIV
DEBUIBEER 2BVWL 6OTINFoL EE NZBEES. ER3EhEN |
UEOBEEEELTOTHEN, SEH1RNL 6 DT IVFL R, RER 2L
WLEDTNAZLUEDBLIIRER 2BV 6 DT7IFZL HEE ; TIELE
&, FERTFNENIULOBREZEL T THLL, REK I BWLIDOTIV
FLUE REH2BWLIOTZMIZL I ED L RBERER2ZVWL 37 ILF
T EE WEHIVERF I IVEE

X, BES. FRECSEREE ) XITERES. BERT. -NRVQ'0-(ZZTQ 138
ZEFELEIFHE#HETE. RIIKFEERET. SV INVE, FEE3ENETN 1EULED
BHREZELTWTHERL, REKIRBVLE6DOTIVFILE, RERLIBZNVL 6DON
A ROFITIFIVE, REZIBVLEDTI /) TIFIE, RERIBZWL 6
ONOF AT INVFIVE, KRER2ZNL 207 )NAFTINFIVE, RERK3
BRALTOIZ7OF7)FIVE, KRER2ZWLU6DTIVI ZIVE, REE 230V
6 DTINFoIVE, REREBWL 207 U—)VE, REHTBVL I8DTILF
W7 —IVE, REETRWL BOY IIVFIVE, REH2WL TOREMEY
IVE, DUIBRERTRVWL I90FFEKRT S IINVEEZNEIURT) . -0CQ'NRY-
Q'BLUORMIZFNENRIRERICEICEERT) . -CQUNRY0- Q' BL R IZZ
NEFNAEERICRCEZRT) . ONRVCQ- Q'BIURNBENTNRIEEERICH
CEZFRT) . -080,- (T TRIEIERRET. £3-NW- (22 TRIEKRER
F. RIVIIIVE, FEEBENETNIULOBREBELTHTHRN, KER 1LY
LEDTIFINE, REHIZVWL DN ROFITIFINE RER LWL

5
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6 DT/ TINFIVE REZIZAL 6DONOT AT IVFIVE, REE2 W
ULIROZIIAFITINFIE REEIBNLTOI 707 IVFIVE, REHK 2
WL DTN ZIVE, REBELIBOLEDTIVFDIVE, REEK6WL 12
D7V —=IVEE, REETHRWL I8DTIVFINT ) =)V, REKTHRVL 18D
FIFINE, REK2EWL TOEWHERT VIVE, bLIZRZFRTRLWL 190
HEHET ONVEETRT) ). -S0,0- QIR ERICFACEERT) TENTIURE

naHE, —ixk
RX2 RXS
%+%4\ -%+03 R R —Qr=—t0*—
2
X3 \ Q2 @2 )\ RX3 RX4 ‘
| Rxe RX7 I sz RX® sz
—o“ﬁ)n b <i>poa— —Q H,,_\ <|>pqs
’ 7
R R RS PR g
X6 X7
e R\ A RS
; k
—04(l)n w \|po~
X3 m X4
R X8 RX R

(ZzTQ. PBEIURNEBENENAIRERICECEZ. KIZ 02N 5 %, nik
1720 L 5%, nBLUpidENENA—FRZEEZ->TWTHEL 12WL 5 %,

R¥, R%, R RS RS R R BLURYIL. TNEFNR—FEHITRB > TN THLNWKE
BT, KkEEE. NoF s, -NRY R (CZ TR BLU R ENETNE —F/213
BigoTWTHIWKERF. RIVIIVE, L3 EN | ULOERZAL T
WTHEW, REHI72WL6DTIVFIVE, REH I ZNVWL DN ROF Y
WHFIVE, KERIBVWLEDTI /) 7IVFIVE, mREK I 20WL 60ONOF 1
TIVFEINER, REE2BZWVL 1207 F7IVFIVE, REEILZHLTDOY

a7 )IFIVE, RER2BVWL6DTILTZ)VE, RFEH2EBVWLEDOTIINFZ
Aw%\ﬁi&ﬁﬁmbﬂ@?U—w%\ﬁiﬁ?ﬁmb%@?»#»?U—wg\
RFEHTBWL BDT7 IINF)IE, REZ2EWL TOEREY 2IVE. HLL
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WRERT72WL 1 OFERTY VIVEERT).

FRERENTN I ULOBREZEL T THIWL, REE 1 LZWLEDOTILFIL
B, REEIBOWLDTINIFE, REZIBZOWLDTINFINFAE., RE
10wl 6 DN FOFTTINFIINE, REE1ZWL6DNT ROoF7)La
FHE RERIBOALEEDONA ROFIOT7NFIVFAE, REZXK I BZWL DT
TITNFIVE, REEIBZVWLEODOTI /) 7INAFVE, REZIRZHNLDT
SOTNFINFAE REEIBOWL 6 ONOT ALTIIVFIVE, REHE 13D
6 ONOFT AT aFTE, KRB 12D 6 ONOT AT IVFILFAHE, R®
ZE2BWL 2OT7NAFITIFIVE, RER 2N 1207)VaF2 7))
FUE RFRLBWL ROTINIAFITINFNFAE, REEIRZWLTOY
a7 IVFNE, REEIBZWLTOI 707 IVFNAFIH, REKL WL 13
D 7aFNFINTINFINAFE, REZIBZNWLTOI 707 IVFILFAE,
REF2IZVWU 6 DT IV ZIVE, RER2BWL DTNV ZNAFIH, KE
B2IBWL DTN ZINTFAE, REE2TBZVWL 6DTIFIVE, REHK 2R
WL BDOTIFINFFIE, RER 2RV 6 OTNFoIVFAE, REKG6 R
WL 1207 —)VE, mEZOZNWL 1207 —ILAFH, REE6ZWLL 12
D7 V)—IFAE, RERTRBWL 8DOT7IFIVT ) —IVE, RFHTHNL 18
DT IVFNT ) —=IVAFIE, REETRWL BOTZINFINTI—IVFAE, &
FETRBWL BOT7IIIFIVE, REFETRZNL BT IIIFIAFIESLL
WERBERTRBRANL BOT7 INFIINFAEEZRT (L. RPERY, RO/ XIERY
ERVIZ—HEITRSTREBRL T THEN, ) . PBINPIRFNFNR—F
FREB>THWTHINERET. (0050 . EAIENRMERT ( R IRTEESE
ERUEZRT) ) TENEINRINDEHE ;

YIZTUEDBHBEZEL TV THEL, | AEDATOREFEEL TN THLWN,
5-14 BFEHE, TRERFELIBVL TOBERARIKELEE ;
RIFINSAOBHREZELTHTHEL, | ULEOATFOEFZEZHEL TVWTDH
K<ERO—FALHIINTNWTHIW -4 BFEFREEZRT) TERINSD ALK
CEEFEEAR, TOED ULIEEDOIRAFIVELIZENS DK ;
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H2mRT)-5020- QIR ERICRACEZTRY) TENTHRINDE, —HBR
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EUEZRT) . -0CQNRY- Q' BLUORNBENFNRIEERBICFICEEZRT) T
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9) —mRX (D icHBNT, X8 —iR

RX2
4 Q'
—Q
n ~
N
RX3 F|§X1

(ZZTn QL QL R R® RURATREERICEACEZTY) THD 1) LN
AR CEFEE, ZTOHEDLBTOIATFIVERIZENS OKFI4Y ;
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RX2
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RXB
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BREERT 2 ENTE, TOREGHIIRFITRE I NN,
ABELEMILROFETERTE B0, BEANSNL —RIDEREREIC
EOoTHEBRTHIENTE, CZOEEANIBHEELLTIE. RIGZEHEELZN
LOTH-T. B, HRARLERE L THASH TN HOTHNENNESD
DTHELKFIREENT, BARMICIIGIZILRET MU DL, REEKFEFNYD
Iy KEEN VDT L KEEFPUTL, KECAUDL, t-ThFIAVTIL E
DO, SAFINTI/EUD Y, MUAFATIL, PUIZFLF7I. N, N
— AV TOENIFNT I, N=AFNENFY > N-AF)EO) P> N
—AFIERYT U N, N=TUAFJ7=Y, 1, 8=I7HEIrO (5,
4, 0] W>FHA—-7—-T> (DBU) . YUY, 4—TJAFLTFI/EUI L,
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Eau, WFIo F/020 AVF /)2, KETRUDT L, KELAYD
Oy KEIEUF UL, TFNVIF UL, FRUTLAAFI—F, BUTLAFS—

M, FRMIDLIFI—bREDFMNIDALEER AV T LTIV S — MERZET
5N,

AL BT LEEDFETHRTE DN, BEAVOND - EREERIEIC
KO THERTBZIENTE, CZOEEANIDETAEL TR, REZEELR
NHOTH>T. BEERERICHNSNTHS DD THIULE < BIRESNT,
BARHIZI3F1 2 1 NaBH, . LiBH,. Zn (BH,) ,. Me,NBH (OAc) ,. NaBH,CN. Selectride.
Super Hydride (LiBHEt,) . LiAlH,. DIBAL. LiAlH (t-Bu0);. Red-al. binap 7z & D4,
He. NITTUL, OIPTL, JVTZU AL, 2y TI)Viz EOQEM/KERINAE 2 &
NETFoN5,

U EDORIGH T, FRBICK OBEEOUEEICE> T, HAE Y AT IVERLIT
WEBEEZRAVWS IS L7074 —CBERBENCBHERE T &
WEDBRTHIEMNTRETH S,

AFPICHRDEEI LT OM PPAR @ agonist FEAICK D > 2 VikFtEZE
BETHHDOTH M, RERAITC R VEHHEFRICRSNY, PPAR (a.
B. 7) D agonist fEA (BIZAIEPPAReBELLXy DT a7 IVTIX MERICED
WTWTHEL, PPRa. BBELry DM INTIZZA MEAIZEDNTH TS
FW] RETWTHRARBEERELTHWSIENTES,

Bl ZIE, PPAR VAT AU EPEOMIZ, MFEE E DR, X-R3REREE
DBE#% [Current Opinion in Lipidol. 10:245-257, 1999 ; Jiang, C., et al.
PPAR-gamma agonists inhibit production of monocyte inflammatory cytokines,
Nature 391:82-86 (1998) ; Jackson, S.M., et al., Peroxisome proliferator-
activated receptor activators target human endothelial cells to inhibit
leukocyte-endothelial cell interaction., Arterioscler. Thromb. Vasc. Biol
19: 2094-2104 (1999) ; Su, C.G., et al., Anovel therapy for colitis utilizing
PPAR-gamma ligands to inhibit the epithelial inflammatory response., J Clin

Invest 1999 Aug;104 (4) :383-9; Ricote, M., et al., The peroxisome
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proliferator-activated receptor-gamma is a negative regulator of macrophage
activation., Nature 1998 Jan 1;391(6662) :79-82] 2 &ENHSNTHD., Zhd
TEHEINZANORBIZBHERATHIENTES,
AFREFICHRZ2EZORESRIIEROEE. Fin, M5, KE, £E5BE. KED
HESICIORRLRDM, BERALHBZD 100w g~10g THY I~KENZHT
TH&E57 %,

ARHICRIEZOREHEIFIRESNT, BFAVLONDHFEICIORD
FRIEROMIIRETDIIENTES,
INSHANCICIIBERWSNSEIER], &aH, BRA, F6EH, BRERA
%, BIUOLEICIOREMA, A, RREER, FREEEREEZERATLZ
ENTE, —RIEEZEFAOFERE L THVWSNSIRSZEAE L TEEIZL O
Ft=ns,
INSEOSELTRERFA AT, BEdh CREM. 8. 87U tEI1 Rixd) .
FALKE (RENSS T4 20 ATT5 2 BENT 74 272E) . TATI)VH (2
JAFVBEATFINVRET I, SUAFUEAYTOENRE) | &7 NVa—)
(CRZAFZUNTIVA=)by XA TIVI—=)izE) . Ua g, 2o
P, FEEEH (RUAFIFV UEHEIATIV. VIVES Vs AT
o Ut VEWEIZATIV. RUFFIIFLIVIVES VIEREET XTIV,
RUAFIIFUL O ELMH, RIAFIIFLRUAFTOEL T O
v aR)v =) . KEttEsF (e FoFzF)-E)bo—X, RUT7H Y
WEE, ANVEKRFIEZINRUT—, RUIFLFUa—)b, RUEZ)HEOU R
o AFNENO—RRRE) . TN (IF = AT i E)
ST Na—I (FUk) >, FJOoEL>ZY)a—)y, TalL sy a—).
IIVE R—=)Vis &) B (VI —RX, P afEiry) | EERE (BOkT 1. 7
ABETIWIZTLITRI T L, TABETIVIZILRE) | HEKEENETS
N5, pHAROEDIZITEER (R, DABRE) | #EEBEOT IV AV SEE
(DABEF N D LE) « EEEE OKEbF hU T LRE) | AHE (K&
Wilk., UL B FLEERRE)  AREOTNVAHURER (JIPEFNITL. FL
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B hUDLRE)  BBEERE (¥, T84/ -NAVTIDRE) nEERAL
HZEMTES, £z, BBITEUT. BEAL MR ERZRMTEZEMNT
&5,

RIZEBEOHEAEZERTIZOICEBERFZRT,

EBI1  MEETRE, P T)ETA RMETFER, P iEEEIEEE FROH
E (XU RIIBT 25 R ONEE s E A O

# db/db = TR (HAEF+—I)ILXUN—, R ML, 0. %AF NI O—2
RHRICHB L% (0. 3~30ng/kg/H) 2. VO FTERAWT I B | BIROKS L=,
RimiZ | Bl RE. REME4HEEIHBIIEREREL DT>, 0 HEORDO
TRUBEHEHARIN B X0 —BEER. B/ I-X% lg/ke B L. EREL
7ro MEEFNI—A, BUTUETA R (TG) . WEEEIENE (NEFA) X, =%
NZNA—X I FAITI— (B FEME, R50 . 753F5-L 16 11
(FEEE . BFIAT Y 7 A, BF) . NEFA (-7 A b7 O— (FEER : FIDEMIEE, ER)
OMRFy FERAWTHIELZ. '

HE5IHBIESNAMBER TR, P ) TUES 1 METR, O EEEIE

BETZEE, &4, F1ITRLE,
%1 in vivo db/db mice %5 9H

M~ 7051
AR | mEETE % K 1 FR R S
(ng/kg) EFE (%) EFE (%)
SHak) 100 6 5. 1 79.3 60. 7
EHafl 132 6 50, 4 75.5 7.5
EHabl 113 6 70.0 818 39.5
Effatl 320 | 3 56. 3 80. 3 35. 4
EHafl 335 | 3 57,2 814 40.0
EHafl 282 | 3 7.9 59.7 18 4
EHap 344 | 3 45. 8 618 58. 1
EHafl 329 | 3 37,7 36. 8 475

AR LB EN MmE KT,

ETHEZRLUEZ,
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EBHI2 I T)EITA PETE, 2L XAT0-)VETFTEOHE (RIZHIT
% He B A s 1 A D FTH)

HE—ZVK (HABETLE. #iE) LT, 0. 58AF))l 00— BRI
BLEEYE >TEAVWTIHLIEROKRES Uiz, EWMT1EREITEEL .
#E Y 5 AR S NTHEREICHT &R SHif U, nonHDL RN HDL Eisr o k1)
F)tI4 R, AVAFO0—=)V LN )V EBEMEICTEE Lz, 28, FmA. #§
AT THRMOLZ, FEEERENZOF Y TVE50 RMETR, 2L 270
INEFRZRLUE.

E5H 3 HmEFEEOREIE

GAL4-PPAR LBD DF A THBNRI & —id. veast ODEERFTH S GALL D 1-147
73 JEEmEEIZ. £ b PPAR @ 167-468 (PPAR ) . 138-440 (NUC-1) . 174-475 (PPAR )
7 3 JEsfEsL (LBD; Ligand Binding Domain) ZEHEIETENTNHEELE, L
R—%—T—IZIE PLAP (Placental Alkaline Phosphatase) &My, Z#1% 5 copy
@ GAL4 DNA binding element &% TK promoter D FHtIZE#AE S HHEE L /=, Host
cell 12X CV-1 (ATCC CCL-70) ZA Wz, T7xB, (V-1 cell & 35 mm dishiZ
5x10% /B L DicEEE, 10% FCS/DMEM T 24 W52, FuGENE 6 transfection
reagent Z{Ef L T. GAL4-PPAR LBD expression vector & GAL4 DBD-TK-PLAP

expression vector % co-transfect U7z, Transfection ZfT o7 24 FefEI#2IC.
1x104/well 12725 & 512 96-well plate ICHEZEEL., T 51T U BEEEERE T,
24 BRI, NTEME alkaline phosphatase ZRIESE 257201 65°C TUHEL /=
10% FCS 2230 DMEM IS EHIZCHL 9 2 & & BT, REDRBETLEMZRMLZ, {t
BYENE 24 BEIORICS WS N7 PLAP BHEICK D BEEEHZMEL. B 28
H U7z, PLAP#EEIZ, 358 L5 101 1T assay bulfer 50 | EILFRAEE 504
| 20, R|IETIEMA O Fa2X—FRICBIELEZ. TOFEICEIDPPAR .
PPARB. PPARTICH T AEEEHZRETLHIELNTES., PPAR,
PPARB. PPARTIIMT 2EEEEEZETNENER 2ITRL .

*2
gmEEHE EC, (M)
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PPAR PPAR B PPAR ¥
EHesi 100 0. 008 1. 249 0. 008
EHEfI 132 0. 604 1. 544 0. 001
Ehesl 113 0. 027 0. 954 0. 115
E el 320 0. 064 0. 686 0. 024
EHEHl 335 0. 119 30 0. 031
E s 282 0. 062 1. 521 0.114
K S 344 0. 020 1. 742 0. 038
EHE 329 0. 117 1. 290 0.053

FREEMIRBNCBFEEERLUL,

UEDLDICARBLEMIBEN cMERIVCNTIEEXESEREZE L. HiERF
FAL PIEEMER BRI DA VEFIHEWRERE U GEREICERTH 5,
EEFI 4 - FIRIEER

M ICR~ DX (BB 06, BEF vy —IVXUN—, HiR) THTFART >
FiBs > MU DU LGKZ S HFIBHEBEKIE, ERHOKBRAZERI T, § A,
Cooper HS 5 DBE#k (Laboratory Invest (69), p.238-249, 1993) %> TFHi.
MERMEERDO IEZIIDONTENEN O (EFE) »5 4 (FEE) I2HEL., 3
EEDEEE K RIEEEE (Disease Activity Index) & L7z, #E{LEWIZ
0. 5% AFINENO—ABRICEEL. VOoTFERAOWTRBAFRBBELD 18 1
ERRO#FE L. ZBECEMEENNRREEAZEL TWE,

E b

LUF OEMRFNICL O ARAZFMICEDRANICHHFTIN, XEFZIINSD
EHFIEE SN2 HOTIHRN, .

ERFl 1. 3-B3-2-E FOFI-3-U- (M) TNAOAFN I /F] TOBF
Jx )V --A ) FaRF T/ g

BiEH la) TFI 3-QB-bEROFTT7zz))-2-1vV7aRF> SO/ IT—h
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HmijAYw@
0
v

21V TORFIHBIFIVIZATIV. g #BAKT I FOT 52 20001 i
BRRL, BEFELGTF-8CIXHBA L. VFILEARYAFILZULT I K (M
FRIEROT7 I K 6. onl A/, 3-ROINAFIARCITNFER
15g OF h T & KOT 5> (G0nl) EHEH =2 —LICTHAZ, ZRETHEL, 3
BRI L/, RUSHRICEIFNIE(L Y B2 AJKISHR & A . BEEE TF)VIC CTHIH
Ui, BHEZHEKEBT /3 IULMITERL, Bl BEZELE. BEEY
DATNASLAZOI T I T74—ICTHELAFTY > - BEEEIFIVY 0 1 AN
BEELD. TFIV 3-B-RODPNAFV) 7)) -3- ROF -2V FOR
F27ON/I—F10.8gZ2 TV A0, AVFADREMELTHRE. TOBDE,
B2 50nl ITBEBEL. KBT. A2 Z)07+=)bZ70l) R 3 5nl 2iM&A 7=,
FRICTHREEBRLRGEAYEZHEBEIFIVICTHERL., INEBICTHRELZ. &
BEEEKRE RO ACTERL, B, BREXE. TF)) 3-3- (R
INAFV) TN -l T aRFI-3-[AFIN AN T+ )V FF] F O
N IT—h 13. 1§ 2B, ZOBDEIY /=)L 450ml IZEEL. 105855 27 4
"% 3. 98 ZMAKRFHAT. BRICTREERLE. RREEWELEZS 1 MNE
BL. ERZEGL L. Fats® 1. 5 =177,

'H NMR (CDC1,)

6:0.98 (d J=6.4Hz, 30 1. 16 (4. J=6.4Hz, 3H 1.24 (t, J=7 2Hz, 3H 2. 89
(dd, J=8.8, 14.0Hz, 1H) 2.97 (dd, J=4.8, 13.6Hz, 1H) 3.52 (Sept, J=6.0Hz, 1H)
4.05 (dd, J=4.8, 8. 8Hz, 1H) 4.12-4.19 (m, 2H) 5. 01 (br, IH) 6.09-6.72 (m 1H)
6.81-6.83 (m IH) 6. 75 (t, J=1.6Hz, IH) 7.15 (t, J=7 6Hz, IH)

BEFI 1) TF)N -1 TORFI-3-3-2-FFFGNALFI) T Z)]
Jo)X/IT—h
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(l)>\/0 CO,Et
oY

TFN -@-vROFTTx)V) -0V 7O0RF7O/)N /) T—k 519ng %
NN-PAFIWFNLATI Rl IZBEHEL. TE 0Ok RY > 250ng. RmEEHY D
L 400ng ZUERIA, S0CITTRERIP L, RNRENEEFBEITIVITTHERL,
KIZTH#E Lz, FREZIKRES /XU LMITEHRL, BB, BEERE.
BEEZIVATINVATLIOAR M 74 —ICTHRELAFY -BBTF IV 5: 1
BEHAEEL D, FiilbEY 465ng 257,

'H NMR (CDCI,)

6:0.96 (d J=6.4Hz, 3H) 1.15 (d, J=6.4Hz, 3H) 1.24 (t, I=T7.2Hz, 3H) 2.75
(dd, J=2.8, 4.8Hz, 1H) 2.87-2.93 (m 2H) 2.96 (dd, J=8.8, 13.6Hz, 1H 3.34
(dt, J=2.8, 9.6Hz, 1H) 3.50 (Sept, J=6.0Hz, 1H) 3.94 (ddd, J=2.0, 5.6, 11. 2Hz,
1H) 4.04 (dd, J=4.8, 8. 8Hz, 1H) 4.15-4.22 (m, 2H) 6.78 (d, J=8. 0Hz, 1H) 6. 82
(s, 1H) 6.86 (d, J=7.6Hz, IH) 7.19 (t, J=8. OHz, 1H)

ERifl 1c) 3-B-2-EFOF-3-4-(FUTINAORAFIV) 7x/F] TaRF
272 Z))--A ) T ORFL TS EE

OVELO CO,H
Nonguoas

t
IFIN -4V TORFI-3-3-2-FFIFZNARFL) T )] TO/X )
I—h4lngZ2T% /) —=)vinl IZ@EEL . 4-E ROF RSN TIVA Y R 22mg.
M)ZFNTI2FEMA, 0CICTRERRLZ. RIGKRZRTER LEREE
SOUAFNASLIOAR NI T T4 —ICTHERLATY - BFEETFIVL : 11E
HAamEELD., ITFI-B-2-bROF-3-U-(MIUTNAORAFIN) 7z /F
NTaRFT TV -4 TaRF T IT—b bng 2B, ZOHD
215 =)L 0.4 nl IR, SN-KBHEF R U A0 Inl IR, FRICTER
WE L7=. RESHIZ IN-H5EEE % hn X TEEME I UBEBE TF )V T L 7z, TR &
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BREERREI7OT T T T7 4 —ICTHEL. FRLEW I I5Smg #1575k,

MS m/e(ESI) 443 (MHY)

ERaF 2. 3-(3-3-U-(E=TF)W 7z /F]-2-LROFTORFI I =
W -2-4 FaRFL a2

ovﬁLo COH
Sonsuvas

4-B=TFNT7x /) —IVERAWT, E#l lo) CRRICOUEL., ELlbamzEE
7o
MS m/e(ESI) 431 (MHY)
EWEFI3. 3-(3-3-U-TxZ) Iz /F]--EROFTORFI T2
W) -2-4 ) FTaRFTO/N B

oo co
o

-~ FOFETzZIIVEANT, Efl lo) ERERICUEL., ERbemzRe
7o
MS m/e(EST) 451 (MHY)
Egld. 3-(3-3-4-2. 4-Crooyx= )V 7z /F)-2-EROoFFaiF
ey e VAR =Y X A A VA

S

24-vrooayx/—NVERNWT, £iEhl lc) LEHICLEL. FLlLEmes
7o
'H NMR (CDCI,)
6: 1.03 (d J=6.0Hz, 3H) 1.17 (d, J=6.0Hz, 3H) 2.93 (dd, J=8.0, 14.0Hz, IH)
3. 11 (dd, J=4.0, 14.0Hz, 1H 3.55 (Sept, J=6.0Hz, IH) 4. 14 (dd, J=4.0, 8. OHz,
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1H) 4.16-4.23 (m 4H) 4.42 (Sept, J=6.4Hz, 1H) 6.82-6.85 (m 2H) 6.87 (d,
J=7. 6Hz, 1H) 6.90 (d, J=8. 8Hz, IH) 7. 19 (dd, J=2.8, 8 8Hz, 1H) 7.22 (dd, J=T7.6,
8.8Hz, 1H) 7.37 (d, J=2.8Hz, 1H)

MS w/e(ESI) 443 (MH)
EREGI 5. 3-(3-3-[4- (4-7'E1%—2—7)l/ﬂ‘!:l71;}l/) Jx/F)-2-bRoFd

TOoRFL Iz -4V TOaRF IO/ EE

mitTmJLmT:TTﬁﬁH

4-70E-2-7NAO T/ —IVERNWT, EME lc) LERRICLEL., FEtks
W&z,
MS w/e(ESI) 471 (MHY)
EFFIGE. 3-(3-3-U-U->F7/7x=)V)7x/F]-2-k RoF FTaRFI 7

TV -t TaRF TN B

oVﬁLo CO,H
ST U

4~ ROF IRV ZM)IIVERAWT, EREH o) EERICUEL. Filked®
Z1572.

MS m/e(EST) 400 (MHY)

ERE 7. 3-3-[3-U->F7/-3-I)A0Tx /F) -k ROF S TORF Y]

T )-0-A TaiRFTa/N 8

H
F ovi¢0 CO,H
OO
1-T)NAD 4~ ROF IRV Z MY ERWT, EFEE o) EFEICUEL,

ZLlb ez,
MS o/e(ESD) 418 (HY)
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Efgl 8. 3-3-13-U-2 T /-0-AbFTx)F)-2-vFoF>JaRF]
T )-2-4) 7O0RFI TN B

/@EO\/ﬁ/OO/\,COZH
NC OMe N

F-ARFTA-EROF IR ZNYNERAWT, Effel lc) EERICUIEL,
BilbteWmziR.
MS m/e(ESI) 430 (MHY)
EwEF 9.  3-3-3-B->7/7x/FI)-2-kRoFiFoRFi] Iz o)b-2-
AV TORF TN EE

NC ovﬁLo CO,H
OO

e ROFIARYZMUYNEANWT, Efp lo) CRRICUEL., ERLEY
5T,
MS m/e(ESI) 400 (MHY)
Ehagl10. 3-3-8-U-FEb72 /) T7x/F)-0-bROFTOoRFI] T =
N2 TORFL TN B

s
i¥onaavac:
H

4-TERTIRT7/=IVEAWT, EREH o) EEHRICUEL., FEEtdmE
&=,
MS m/e(EST) 432 (MHY)
EEafl 1l 3-3-3-B8-7t b7 /7x/F)--bRoFoTofRFi] Tz
-2~/ FORF T/
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Tn(jojlom;w

FTERT7IRTz/—IVERAWT, ERF o) EERIUEL., FRawz
"z,
MS m/e(ESI) 432 (MHY)
Ef 12, 3-3-3-CB-B=T bFLANKZNTI )Tz /F)-2-E RoF
TORFUN T ZN-0-AYV TORFS T OB

rhor o

S-EZT RFIHANKRINT I/ 72/ —IERWT, £l lc) &RRICUE
L. Eitamei,
MS m/e(ESI) 490 OHY)
EEF 13, 3-03-2-ERFOFI-3-[Q2-FFV-1,23.4-FTbFRO--F /1=
NAFRIITORFL TN -4V TORF S T O/ EE

oﬂ,o COH
o i

- ROF-1,234-T I RFO-2-F /0 ) 2 ERNWT, £l lc) &R
IR L., EElbEMER.
MS w/e(ESI) 444 (MHY)
EfEF 14. 3-@3-2-tRoF-3-[4-(Fbo L bO-1#1-EaJ AV EZ)V)
72x/F ) 70RF LT 24 TORF L T/ B

OJE/O COH
s¥opageps
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d-EROFT 720V (R ERO-1FI-EQ)IN) AY ) O EBWT, £
#il lc) EREBRICOEL ., ERbemeBi,
MS m/e(ESD) 472 (MHY)
ERasil 15, 3-(3-2-EROoF-3-[4-(I-t ROF--AF)-2-AFV 7OV
Moz /F N TaRFL 7V -2-1Y TORF T/ 8

o Ao Co,H
Lo o

FEROFI-3-U-EROFT T2V -2-T% /) EANT, Effl lc) &FH
BRICME L, FilbeamzEz.
MS m/e(ESI) 461 (MHY)
ERF 16, 3-@B-3-[(1->F7 /-1-FT7F)NFF]-2-t RaF FaiRF 7
TV -2 TORF LT O/ E

OVELO CO,H

oY

Uy

-t ROF-2-F 7 hZ MU ERAWT, £ 1c) ERBRICUEL., EiEks
W17z,
MS m/e(EST) 450 (MHY)
Efagl 17, 3-3-2-LRFOF-3-(.2.3.4-ThFERO-§-F /Y )LAF)
TORFI T2 Z)-2-4 ) TORF L FO/)N B

%o

L 23 4-7hoebhO-8-F /U /= EHNWT, EEH lc) RERICOLEL., Z
ke ER”,
MS o/e(ESI) 430 (MH')
EEp] 18. 3—3— 2-EROF>-3-Q2-TOE-3-BYI)NAF) ForFI ]I
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) e e BBV AR VAW

O\i’OO/\(CO H

-70E-3-EUT/—IVERAWT, £l lc) EERICUEL . Fbehr5E
7z,
MS m/e(ESI) 454 (MHY) .
Epagl 19, 3-3-[2-E FOF-3-G-AFI)I-8-F /U )NAF) JoRF]| 7
o)) FaRF T/ B

oo o
Jonpgeps:

=AFIN-8-F /U /) —IVERANT, EEH lc) EEFICUEL., ERbemz5
7Zo
MS m/e(ESD) 440 (HY)
Eapl20. 3-B-2-L FOF-3-U-(AFN N Ty V) Tx /F ] TORF
P72 AVFaRF T O/ E

oji,o COH
\S/©/ \O/\O(Y

4-AFNFFT /) —=IVERNWT, Effl lc) ERBRICUBL. Bt EE
7=
MS m/e(EST) 421 (MHY)
EHaF 21, 3-B-2-E FOF-3-U-(AFNZNTxZ)) Tz /F] TORF
722 TORF LT/

oﬂ,o COM
Monatves

00

100
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3-(3-2-EROFI-3-U-(AFNANT 7)) 7z /F] TaRF> T2
V) =2-1) TaRFTONCEEZASY /—)V 2nl. K0 5ml IZIE@EL. AFY >
100mg A7z, BIBICT 2RHBRLALR. RINEEYZHELFIVICTHRL.
KICTHBE LUz, AEEBZRETEBGEL. REZEEREEREI/ OIS T 0 —
CTHREL, EitEd 1 8b6ng 2.
MS m/e(ESI) 453 (MH)
Ehig] 22, 3-[3-Q-L FOFS-3-5-(bUTNFORXAFI)-2-EYDII]FF

TORFY) 7)) -4 TaRrRFTa/N B

' Ny O\Jﬂ/OO/\(COZH
Z 0
F T

-t ROF-5-bUTZIAOAFIVE) P2 ZRANWT, EfF 1c) &REHRICULE
L. Rtk emzit.
'H NMR (CDC1,)
6:1.05 (d J=6.0Hz, 3H) 1.16 (d, J=6.0Hz, 3H) 2.93 (dd, J=7.6, 14. OHz, 1H)
3. 11 (dd, J=3.6, 14.4Hz, 1H) 3.56 (Sept, J=6.0Hz, 1H) 4. 11 (d, J=5. 6Hz, 2H)
4. 14 (dd, J=4.0, 8. 0Hz, IH) 4.36-4.43 (m 1H) 4.57(dd, J=6.0, 12.8Hz, IH) 6.43
(dd, J=4.0, 11.6Hz, 1H) 6.80-6.83 (m, 2H) 6. 86 (d, J=7. 6Hz, 1H) 6. 91 (d, J=8. 4Hz,
1 7.19-7.26 (m, 1H) 7.82 (dd, J=2.8 8 8Hz, 1H) 8.42 (s, 1H
MS m/e(ESI) 444 (MHY)
Ewagl 23. 3-[3-Q2-v ROoFi-3-5-Zoo-2-BUZIAFTorF) 7z
) -4 ) TaRF L To)N

H
movivo CO,H
ATTTU

-E ROF-5-rnoobU TP 2ERNT, EMH Ic) ERRICLEL. FEils
Metiz. .
MS o/e(EST) 410 (MHY)

F
F
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Eiaf 24. 3-3-[-EROFI-3-Q-F/UlAFI) TorF ] 7 Z)-2-1
YV 7oRF IO/ 8

LOVELO CO,H
QO

-t ROFoF /) EANT, £ lo) LEKRICUEL., ERbahEE-.
' NMR (CDCIy) | |
- 6:1.03 1.04 (each d, J=6.0Hz and 6. 4Hz, 3H) 1.15 (d, J=6. 0Hz, 3H) 2.91 (dd,
J=8.0, 13.6Hz, 1H 3.12 (dd, J=4.0, 14.0Hz, 1H) 3. 53 (Sept, J=6.4Hz, 1H)
4.09-4. 12 (m, 2H) 4. 14 (dd, J=4.0, 8. 4Hz, 1H) 4. 37-4. 44 (m, 1H) 4. 72 (dd, J=5. 6,
12. 0Hz, 1H) 4.78 (ddd, J=1.2, 3.2, 12.8Hz, 2H) 6.83-6.87 (m 3H) 6.98-7. 01
(m 1H) 7.22 (dd, J=7.2, 8 4Hz, 1H) 7.42 (ddd, J=1.2, 6.8 8 OHz, 1H) 7.65
(dt, J=1.6, 8 4Hz, 1H) 7.75 (d, J=6.8Hz, 1H) 7.82 (d, J=8. 4Hz, le) 8.06 (d,
J=8. 8Hz, 1H)
MS m/e(ESD) 426 (MHY)
ERif 25, 3-3-[3-Q-70E-4-27 /7 /FI)--RaoF ToRFI] T
oAV TaRF T/ EE

/é/o\i,omj(liﬁ

N/

3-TOE-4-E FOF IRV M EAWT, EREF lc) CRRICOEL., Z
e ER.
MS m/e(EST) 478 (MHY)
ERg] 26. 3-(3-3-[2.4-r7o0 7z )V) AN T4 )] -2-t RaF 7o
FI Tz -2-AVTORF LT O/ EE

Nonauves
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EiFl 27, 3-03-3-[R.4->r7007x 2 )V AN T+ )] -2-E RoF FoR
Fo ) -4V TaRF L TONEE

I&FO 0 CO,f

,4-vroaFFA7x /=) 1mg. TFI -1V 7TORF-3-3-2-FF
FZIWARFRL) Tz TON ) T— b g Z2LF /=)L 0. 4nl IZEHRL. B
DIFINTI22HEzEMA. 0CITTHRERBHR L. RIGKZRERKEL TF))
3-(3-2-t ROFI-3-2.4-Trunyz/F ] aRFL T2 -2-1V T
ORFTON/) IT—hE/E, ZOHDEAY J—)b 2l K0 5ml ITHEREL.
%y > 1000g £MA. FRICT 2 BRIER L, RISRSWERBIFIVICCE
MU, KTH#LE, AEEZRGEL, ZEZTSY /—)V 0. 4nl. SN-KEEET LY
7.0 Inl ZMA, BRICTREREL . RIGKRIZ IN-EEEZMA TEEMEIC UEE
BEIFNICTHE L, BEZEBREERE/ OV NI S 70 —ITTHEL. &
ilbet (FERES 26) 5. 81 ng
MS w/e(EST) 475 (MHY)

LAY (ERH2T) 3. 44mg =/,

'H NMR (CDC1,)

6:1.04 (d J=6.0Hz, 3H) 1. 17 (d, J=6.0Hz, 3H) 2.92 (dd, J=8.0, 14.4Hz, 1H)
3.09 (dd, J=4.0, 13. 6Hz, 1H) 3.56 (Sept, J=6.0Hz, 1H) 3.73 (dd, J=8.0, 14. 8Hz
10 3.79 (dd, H=3.2, 14.4Hz, 1H) 3.97-4.05 (m 2H) 4.13 (dd, J=4.0, 7. 6Hz,
1H) 4.52 (dt, J=2.8, 8.0Hz, 4H) 6.73 (d, J=6.8Hz, 1H 6.74 (s, 1H 6.86 (d,
J=6.8Hz, 1H) 7.19 (dd, J=7.6, 8. 8Hz, IH) 7.46 (ddd, J=0:8, 2.0, 8 4Hz, 1H)
7.57 (d J=2.0Hz, 1H) 807 (d J=8.8Hz, IH)

MS m/e(EST) 491 (HY)

EheF 28. 3-3-3-U-(E=TF)) 7x/)F|-0-7)AOTORF T
W) =2~ ) FORF LTI BE
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-FB=TF)INT7x/)—IVERNWT., EEH lc) LEHKICUEL., TF)L 3-(3-2-
EROFI-3-4-CE=ZTFIV) 7z /F ] TO0RFT 722 -0V FORF
>7ON/) T—h A EHE.IDOHD 1fng =0 Ay > Inl &L DAST
10mg ZMMA Tz, BRICTREERL., RICEGWEHBEIFIVICTHERL. KTi
WLz, BEEZREEBHL. 7)) 3-0C-3-U-(E=T7F )W 7/ F]-2-7
hAo7oaRF 7))V -~V 7aRFFanN) - ek, TOHD%,
I /=)0 4nl ITEM L. SN-KEE(LF MU DL Inl Z0A. BRI THREK
BL&. RISHIC IN-EEBE M TEEIC UEBEIFIVICTHIELE. BEEZYE
REEREI O T T4 —ITTHEREL., ZEibah 2. 22ng 215 7-,

MS m/e(ESI) 433 (MH')
EREp129. 3-03-3-U- Tz T7x /FN-2-I)AOTORFEL T Z))) -

Y AP A VAWY

°“'V°m;°z“

4~e ROFIETzZIVEAWT, ERF 28 SRBICUEL, BEbtamzS
7o
MS m/e(ESI) 453 (MH)
Emas 30, 3-(3-3-4-2.4->rooryxz=)) Jx /F]-2-7)Aa7ORF:

x4 TaRF TN B

a F
0 A0 COH

2 4-vrnooyx /) —)IVERWT, EREH 28 EEHRICUEL, ZEibkehis
7o
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'H NMR (CDCI,) ,

6: 1.03, 1.03 (each d, J=6.0Hz, 3H) 1. 16 (d, J=6.0Hz, 3H) 2.93 (dd, J=8.0,
13. 6Hz, IH) 3.12 (dd, J=4.0, 14.0Hz, 1H) 3.55 3.55 (each Sept, J=6.0Hz, 1H)
4.11-4.16 (m 10 4.29-4.41 (m, 4H) 5.18 (dSept, J=4.8, 46.8Hz, 1H) 6.81-
6. 85 (m 2H) 6.98 (d, J=7. 6Hz, 1H) 6.91 (d, J=9. 2Hz, 1H) 7. 20 (dd, J=2.4, 8. 8Hz,
10 7.23 (dd, J=7.6, 9.2Hz, 1H) 7.38 (d J=2.4Hz, 'IH)

MS /e (ESI) 445 (MHY)

EHafl 31. 3-3-3-[4-4-T7OFE-2-TNAOT =) Tz /F)-0-7)A0F
ORFI T4V TORF T/ B

F

F
0 A0 COH
Br/©/ ' m\(

4-7O0E-2-7)AFA0T7 /—IVERWT, Eff 28 SERICOAEL. ELtd
WZEtETz,
MS m/e(ESI) 473 (HY)
ERaF 32, 3-(3-3-4-2. 4-r7ongz )V Tz /F]-2-A bFTORF

x4 FoRF IO E

! OMe
0 A0 COH

3-3-3-U4- Q2. 4-rpoor7x)V) 7 /FU]--EROoF o TORFI T
I -2 TaRFITONEIFIINIATI g7 b kor 5>
0.4ml IZEfRE L. O AFIVO. Inl, KFELF PY DL 10ng ZINA. BRIZTE
THEB LU, RIGKIZTZSY /—)b, ON-KEEEF b DA 0. Inl ZH0ZZEIRITT 3
BRI L 2% INEBE TP, BT FIVICTHRE L. AEREZEERBSE L.
REEZUBRSEEREI ORI I 7 0 —ITTHRL., ZEiba 4. 32ng 257,
'H NMR (CDCI,)

6: 1.02 (d J=6.0Hz, 3H) 1. 15 {d, J=6.0Hz, 3H) 2.91 (dd, J=7.6, 12.8Hz, 1H)
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3.11 (dd, J=3.2, 13.6Hz, 1H) 3.53 (dSept, J=3.2, 6.6Hz, 1H) 3.61 (s, 3H) 3.99
(dd, J=4.8, 10.0Hz, 1H) 4.09-4.26 (m, 5H) 6.80-6.85 (m 2H) 6.85 (d, J=8. OHz,
1H) 6.89 (d, J=8.8Hz, IH) 7.18 (dd, J=2.4, 8. 8Hz, IH) 7.21 (dd, J=7.2, 9. 2Hz,
1) 7.36 (d J=2.4Hz, 1H)

MS m/e(ESD) 457 (MHY)

Egl 33. 3-3-[2-2.4-r7o0o07x /F )T hFU] 7 )-2-1V ORF

pAAEVAYY _
BEF 33a) - 4-vryoovz /) F)-1-1T5 /)

Cl
\Q\O/\/OH

Cl

L4-rr7on07x /) F B 15. 06T b FOT Z 2 (300nl) BEEICKET.
LMMARS-ThIERFOT I 8EE/T o FO7 5 K 960l 2 1. 5 BeR»
TR T Lz, RINRZZRICT 22 EBEEERLE. RISRZRELZR, RS %
Y BV LAKBRBIUEBE I FVICTHR L. FEREL2EELY
CEZD L, BEMREEKET MU D LKER (x2) . BLUEFELY > EZ VA
Tkt U7ctk, BAKEEET MU T LAICTELE., BRL. Esy dg ZEAaHK
&L TR,

'H-NMR (CDC1,)

6:2.21 (d, J=6.4Hz, 1H) 3.99 (dt, J=4.4, 6.4Hz, 2H) 4.12 (t, J=4. 4Hz, 2H)
6.87 (d, J=8. 8Hz, 1H) 7.20 (dd, J=2.4, 8. 8Hz, IH) 7.37 (d, J=2.4 Hz, IH)
BhEHI 33D)  1-Q2-TOELRFI)-2,4-TroaxtEy

Cl
\©\0/\/8r
Cl

-2 4-vrooyx /) FV)-1-25 /=) 10.0g D |, I-FAFTH
(200mL) BHRICKHB T, ZRIEV > g D 1, - A bF 145 2 (20nl) tiri#Z M T
Lo RISEZZEIRICT 20 B LA, RISKRZBE LR, BREZKBIY
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HE T FIVICTHRR U7z, ARRBICEAMREKET M) U LAKBREMATZELS
INDa EERLELED, 514 MERLKE, BRESIFIINI—FTINELN
BFE LT B U LKBRICTHRR U 2. BREZHEKFEEY /U AITE
L., BfLz. BSEIUATFTIVASLIOR N S 7 4 —ICTHRL., E21ML
B9 6. 15 ZREBMRYEL THE.

'H-NMR (CDC1 )

6:3.67 (t, J=6.4Hz, 2H) 4.32 (t, J=6.4Hz, 2H) 6.87 (d, I=8.8Hz, 1H) 7. 19
(dd, J=2.6, 8. 8Hz, IH) 7.39 (d, J=2.6 Hz, 1H)

EMgl 33¢) 3-3-12-Q2.4-r7007x /F )T bFI] T N-2-1V 7R
F OO/ 8

Cl

R aauras:
1-Q2-7O0®XLhF)-24-r7ooxR>¥2 [40ng. TFI)L 3-3-v RaFi 7
oW -4V T uRFL T O/ T— b 100 ng. HREEHY L 110 ng 2 N N-2
AFNVFILT I RICHERL. 0TI TREE®R L, RISKESAELT > £
B AKBEBLUORB T F IS TRERLE, BHEEEMEIELT > T2 A, F
REEKET N U LRI (<) . BRUSEHELT > ES Y A THRELAE. &
KEEEEF DY ULICTE R, BHEL, REZAY /) —IV4 nl IZBEFEL. SN-/KEE
fEFhU YA ol 2MA. BEICT 2BEERLE. RGRESWE IN-EEICTH
L., BB TTIVICTHIM L, BHBEEKREE T b U o A TER, %L,
BEZUATINASLZOR BT I T7 4 —IZTHREL ANFY-FEBEITFIV4:1
— 12 EHSEL D, BEELAY 83. bng 37,
'H-NAR (CDCI,)

6:1.02 (d J=6.0Hz, 3H) L. 16 (d. J=6.0Hz 3H) 2.93 (dd, J=8.2, 13.8Hz, 1N
312 (dd, J=3.8, 13.8Hz, 1H) 3.55 (sept, J=6.0Hz, 1H) 4. 14 (dd. J=3.8. 8. 2Hz
W) 4.33-4.38 (m 4H) 6.81-6.89 (m 3H) 6.95 (d, J=8 8Hz IH) 7.18-7.25 (m,
2H) 7.37 (d. J=2.8Hz, IH)
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MS m/e(ESI) 435 (MNa')

FEhifl 34. 3-3-2-4-PUINAORAFN Tz /) F NI RFI] T2 2I)-0-14Y)
AR A VAWY

BLEHl 34a) 1-Q2-7OEIRFI)-4-FUTNAOAFIIRE S

FF
B!
0/\/8r

- ROF IRV MY INASA RS (g 1L 2-UTOEIS > 1T 4g. BE
REEA U A 2 6g DT & b2 (1000) BB E 3 BRIIISER Lz, RISKEKD
OB T FIVIC CTRR U, BB % BIRUREK R T R U ™ LokIATES & OFT
BALT YEDD b (DI THIF L, BOKREES b YA TER. BELZ,
BIEVUNFNATLIOR T 5T 4 —C THERL, ERLay |. 188 28
ik & L TEx,

'H-NMR (CDCI,)

6:3.66 (t. J=6.4Hz. 2H) 4.34 (t, J=6.4Hz 2H) 6.98 (d J=8.4Hz 2H) 7.56
(d, J=8.4Hz, 1N
] 34b)  3-3-[2-U-RUZNAOAFIL T2 /F N T hFI] T2 2)b-0-
AL A= YA ]

F

F
el
0/\,0\©/\(C02H
Y

-2-7OFI RFI)- 4-MU TNFOAFINRIE L HNT. L 330)
EEMRICLE L, A EEE.
MS w/e(ESD) 435 (MNa ‘)
ERF] 35, 3-3-2-U-2 7O~ FINTz /FU) T hFI] 7)1V 7O
P A VAT
BEH 35a)  1-[2- (RO UNAF )T hF L] -4-2 7 OAFIIRIE
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Qa0

- anFN7x/—IV2.58. X2V 2-TJavxLFI)I T—F)b 3. 0g.
BEOREN)TL 248D N FIAFIVFRIVAT 2 B (50nl) F##Z 60-C 12T
IEERIERR L /. RUSIKZKB LI UEBE T FIVICTHER Uiz, B % 8REEH
UWA*@@%;U%WE%?y%:jAGmKT%@LE%‘%*%@#FUU
LTTE R BHLE, BESZUATIVASLIOR NI ST 40— THSIL,
Zibay 3 g 2 EEMKME L THEL,

'H-NMR (CDC1,)

6:1.20-1.44 (m 50 1.70-1.90 (m 5H) 2.39-2.48 (m 1H) 3.82 (t, J=4. 8Hz,
2H) 4.13 (t, J=4.8Hz, 2H) 4.63 (s, 2H) 6.83-6.88 (m 2H) 7.09-7.14 (m 2H)
7.26-7.38 (m, 5H)
gl 35h) 1-Q-LEROFS T bhFI)- 4-270NF N

O\@NH

-R2-NPNAFU) T RFU]A-2 7 ONF RT3 28 %1 ) —)b
100nL IZ/AfE L . 20%KEE(E/N S 2 4 300mg ZMNA. KREFHKT. BIEBITT2
%E%#btomﬁ€ﬁ£‘W&I?wtfﬁﬁbtoﬁﬁ%ﬁng\ﬁééb
WL (xITTHEHBL, FELEY 2. g ZEARBRKE L THEL,

'H-NMR (CDC1,)

0: 1.17-1.44 (m 5H) 1.70-1.90 (m 5H) 2.40-2.50 (m 1H) 3.62 (t, I=6.4Hz,
M) 4.27 (t, J=6.4Hz, 2H) 6.82-6.87 (m, 2H) 7.11-7.15 (m 2H)

Bhgfl 35¢) 1-Q2-TOEI bFI)A4- 7 ONF IR

O\Q\O/\/Br
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BEH 30) DAL AL, BEH 33D) & EHOFETER L=,
'H-NMR (CDC1,)
0: 1.17-1.44 (m, 5H) 1.70-1.90 (m S5H 2.40-2.50 (m 1H) 3.62 (t, J=6.4Hz,
2H) 4.27 (t, J=6.4Hz, 2H) 6.82-6.87 (m 2H) 7.11-7.15 (m, 2H)
EHH) 35d)  3-3-[-U-> I OAFIIN T JF U TRFI] T2 I-0-4 Y

JoRF TN B
O\QO/\/OU\(COZH
Oj/

I-@2-7O0FLhF)-4-2 70 F NN EZHNWT, EREH 33c) &Rk
B L, FElbEmesi.
'H-NMR (CDC1,)
6: 1.02 (d, J=6.0Hz, 3H) 1.16 (d, J=6.0Hz, 3H 1.19-1.45 (m, 5H 1.70-1.90
(m 5H) 2.41-2.50 (m, 1H) 2.92 (dd, J=8.4, 14.0Hz, 1H) 3. 12 (dd, J=4.0, 14. 0Hz,
1H) 3.54 (sept, J=6.0Hz, 1H) 4.13 (dd, J=4.0, 8 4Hz, 1H) 4.30 (brs, 4H
6.82-6.91 (m, 4H) 7.11-7.16 (m 2H) 7.19-7.24 (m, 2H)
MS m/e(ESI) 449 (MNa )
EWf 36. 3-3-2-U-> o aXFN T/ FI)VITbFI] T )24 7O
RET TO/N B
BEFI 36a) 1-Q-JOELbRFI)-4-2 7 OXRFIR YT

O\O\O/\,Br

oaxR>FNT /) —IERNWT, BhEH 35a) . 35b) . 35¢) ERIMRICALEL . 1%
iLltamzit.

'H-NMR (CDC1,)

6: 1.48-1.84 (m 6H 2.00-2.08 (m 2H) 2.90-2.98 (m IH 3.63 (t, J=6.4Hz,
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2H) 4.27 (t, J=6.4Hz, 2H) 6.83-6.86 (m 2H) 7.14-7.18 (m 2H)
EHRF 36D 3-3-[2-U->rvaOAFINTx /)FI)ITRFI] T )N-2-04Y
TORF IO/

Q@ng

-Q2-7OFLRFI)-4->70RFIREZRANT, EHF 33c) &Rk
cE L, EREWESEE.
MS m/e(ESI) 435 (MNa’)
ERF 37, 3-3-2-U-FB=TFNTx /FIN I bF] 7)1V FORF
> 7O/)N B
BEF 37a) 1-Q-TOEIRFI)- 4-B=TFINE>

j\IijLo/\/Bl'

4-B=TFNT7x/)—IVERNT, 8354 35a) . 35b). 35¢) EEHRICUEL ., ££
sbamzER.
'H-NMR (CDC1 )

0: 1.31 (s, 9H) 3.64 (t, J=6.4Hz, 2H) 4.29 (t, J=6.4Hz, 2H) 6. 84-6.89 (m,
2H) 7.30-7.34 (m 2H)
ERGI3Th)  3-3--U-B=ZTFN I /FINITrFINI T4V 7O
RELTO/NE

O
oy

-Q2-TOEZMFI)-4-FBZTFINANEEZHWT, EH 33c) ERIFRICA
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HBL. FiLltsmzEeE-.

MS m/e(ESI) 423 (MNa*®)

EHF 38. 3-3-[2-U-1)TOENTx ) FITbFI] T )24V T OR
F7ONE

RG] 38a) 1-Q2-TOEIRFI)- 44V TOENRE

)\Q\O/\/Br

4~y 7ol 7z /) —I)vERWT, 8iEH 35a) . 35b) . 35¢) ERIBRICALEEL .
FilcamzEk.
'H-NMR (CDC1)

6: 1.23 (d, J=6.8Hz, 6H) 2.87 (sept, J=6.8Hz, 1H) 3.63 (t, J=6.4Hz, 2H) 4. 27
(t, J=6.4Hz, 2H) 6.83-6.88 (m 2H 7.13-7.17 (m 2H
EHiF] 380 3-3-[2-U-AVTOENNT /FINTbFI] T2 ZIV-20-1Y
AR N A VAP

*@NW?

- (-TOET FES) - d-A U TOENRIE L EANT, EHF 33c) &I
WE L. ERLEWEEE, -
MS w/e(ESD) 409 (MNa®)
R 39, 3-3-[0-(Tx ) F ) ThFU] T2 o)b-2-A Y FTORFL TN E

Q\O/\,o COH
o

- (TOFEZRFINXREEZANT, Efl 33c) ERERIZE L. Fidlkdd
1&g,

T
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MS m/e(ESI) 367 (MNa?
ER 40. 3-3-2-@B-IIA0 T /FNIThFI 7z )24V TORF

TO/)N

F

1-Q-7OFLbFI)-4-TNA ORI E L ERANT, EfEF 33¢) & FHKINLE
L. Ficlk&yzrt.
MS m/e(ESD) 385 (MNa') |
EfH 41, 3-3-[2-U- N PNAF ) T hFI] T2 Z)V-0-4 Y T7ORFL 7O

N
g

-[Q2-7TOELRFI) AFNIREEZHNWT, Ef 33c) & RIBRICUEL .
Bt am &,
MS m/e(ESI) 381 (MNa’)
ERpF 42, -1 TORFT-3-3-8-TJ =) TORFI) T T B

@\/\/Om\cr()ﬁ

-7z TOENTOI REAWT, EEfl 33c) EFEERICAE L, EitEY
R =N
MS m/e(ESI) 365 (MNa’)
Eag 43. 2-4 ) FTORFI-3-3-3-Tx/FTORFIN) T )] T O/
B
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00 COH
OO

-@B-TOETORFIU)REEZRNT, Effl 33c) ERBKICLEL, Ek
BYEEIz.
'H-NMR (CDC1,)
6:1.01 (d J=6.0Hz, 3H) 1.15 (d J=6.0Hz, 3H) 2.26 (quint, J=6.0Hz, 2H) 2.90
(dd, J=8.8, 13.8Hz, 1H) 3.10 (dd, J=3.6, 13.8Hz, 1H) 3.52 (sept, J=6.0Hz, 1H)
4.10-4.19 (m, 5H 6.89-6.96 (m 3H) 6.78-6.85 m 3H 7.20 (t, J=8.2Hz, 1H)
7.25-7.31 (m, 2H)
MS m/e(ESD) 381 (MNa*)
Ehg44. 3-3-3-2. 4-roorx/F3) FORFI] 7 2)V-2-4V 7O
RETO/SEE

Cl

1-3-7oE7ORF)-2,4-vroax ¥ E2HWT, EEF 33c) &FEREIC
MEL ., FEbamzgiz.
MS m/e(EST) 449 (MNa¥)
EREF 45, 3-13-B-U-TEFI-3-EROoF-2-Four*i 7z /F) TR
F 7)) TORF T O/ EE

O\A/O\O/\/COZH
0
7/

I-4-@3-7ox7aRF) --kE RoF3-7oEN 7V -1-2% /%
BWT, E/6 33c) EEBRICUE L, ELLamEB,
MS m/e(ESI) 481 (MNa )
EREHI46. 3-3-[2-(2.4-7007 /) FUN T hF ] 7 )-2-ThF 70O

0 OH
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IN B
BEH 46a) TFJ)V (E D-3-B-RoI)NAFL) 7)) -2-T hF-2-FO
~/)IT—h

B0 OOt
m\/
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IF)I -B-brOFrz)l) -1V 7ORF 7O/ /) IT—FE2HANT,
8LEH] T7a) SRERICUE L, ke EEk.
' NMR (CDCI,)
6:0.96 (d J=6.4Hz, 30 1.16 (d, J=6.0Hz, 3H) 1. 25 (t, J=T7.2Hz, 3H) 2.5I
(t, J=2.4Hz, 1H) 2.92 (dd, J=8.8 14.0Hz, 1H) 2.99 (dd, J=4.8, 13. 6Hz, 1H)
3.51 (Sept, J=6.4Hz, 1H) 4.05 (dd, J=4.4, 8 8Hz, 1H) 4. 14-4.23 (m, 2H 4. 68
(d, J=2.4Hz, 2H) 6.83-6.86 (m I[H) 6.88-6.90 (m 1IH 6.90 (s, IH 7. 21 (dt,
1=0.8, 8 0Hz, 1) |
ERaF 95b) -4V TORF-3-3-B-U-AF)N Tz Z)V)-2-TOE=)NI4F
7)) TuNEE

g
0

-1 R MVIZRAWT, EREH D) SEBRICUEL . B eiE,
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MS /e (ESI) 353 (MHY)
ERE 6. -1V 7O0RFI-3-3-3-W-rZooryz=JV)-2-7a¥ )] FF
Zx=)V) TN

O\Oﬁq&

4-AAR7OoOREZRNWT, EfEd| TTb) ERERICUEL ., FHilb&MmZEE
7z,
If NMR (CDC1,)
6:0.99 (d J=6.4Hz, 3H) 1. 13 (d, J=6.0Hz, 3H) 2.93 (dd, J=8.4, 14. 0Hz, 1H)
3.13 (dd, J=3.6, 13.6Hz, 1H) 3.52 (Sept, J=6.4Hz, 1H) 4. 14 (dd, I=3.6, 8. 4Hz,
1H) 4.89 (s, 2H) 6.87-6.93 (m, SH) 7.22-7.30 (m, 3H) 7.36 (d, J=8. 4Hz, 2H)
MS w/e(EST) 373 OMHY)
Ehaf 97. -1V FORFI-3-3-3-B3-TJO0E 7)) -2-FabZ )] AF
7)) TS EE

BK@\OU\JLM
0

-TOEAA KXY ZANWT, EHfffl 170) EFBRICAEL ., ERaWwEE
770
MS w/e(ESI) 417 (MHY)
EWip 98, -4V FORFL-3-3-3-G-bU INFATAFNTr =)V -2-7 O
ol A 7)) 7o/8 8

134



WO 02/100812 PCT/JP02/03866

1A KXY MU TZIAY) REAWT, ERRF 17 ERRICOEL., ZiLts
Mz,
MS m/e(ESI) 407 (MHY) .
EMif] 99, -4V TORFI-3-3-3-B3, 4-¥ruo T =)l -2-FOE =)L)
AFTxZ)) TONE

Cl

c|j©\0©/\/i0”
0

Y

JA4-rrnoaF EREZEZRANWT, EflF 17 SRERILEL. Zidlkdy
s A
MS m/e(EST) 407 (MHY)
EfF 100. 2-AVTORFI-3-3-3-Q2.4-r0n7 =)l -2-FO =)}
AF 7)) T/ B

L 4-roaAF RRIEERNWT, Efl 17h) ERERICUIB L, Eiibdy
Rz,
HONMR (CDCI,)
6:0.99 (d J=6.0Hz, 3H 1. 14 (d, J=6.0Hz, 3H) 2.92 (dd, J=8.4 14.0Hz, 1H)
3.13 {dd, J=3.6, 14.0Hz, IH) 3.52 (Sept, J=6.0Hz, 1H) 4. 14 (dd, J=3.6, 8. OHz,
[H) 4.94 (s, 2H) 6.89 (d. J=T7.6Hz, 1H) 6.91-6.95 (m 2H) 7. 19 (dd, J=2. 0, 8. 4Hz,
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IH 7.24 (dd, J=7.2, 8 8Hz, IH) 7.39 (d, J=8.4Hz, 1H) 7.40 (d, J=2. OHz, 1H)
MS m/e(ESI) 407 (MHY)

EREE 101, AV TORFT-3-3-B-U-rUINATOAFNT 2 Z)V) -20-F
ODEZ NV AFLT722))) TO)N B

F F
F>k©\/
0
N
0

4= F KRR MY TIVA Y REAWT, EEF 77 ERBICOEL. ZiRbd
MEG.
MS m/e(ESI) 407 (MH')
ERapl 102. 2~V FORFI-3-3-3-U-(bUTNAORFI) Tz /F]-1-
o) 7x=)V) TS EE
FEH] 102a) TF) -4V 7ORFI-3-@-[(bUTNATORAFIV Z)TH+ =
WMAF Tz TN/ T—h

Tf0\©/\/C02Et
0\(

IFN -B-eEROF 7)) 21V 7ORF7O/)8 /) T—b 688ng &<
rOOAY THERL. FUIFATI2600u ] &-CAFIVT I /YT 15ms.
NN-EZRUTNAORAY ZN T+ 2T =Y > 1. 045g 2IZ 72, ERICTEK
TR, BEEREERGLE. BEZIVAISINVASILIOINT T T4 —I12T
BELAFYY - BFETFIL 10 | EESELD. ke 1 1328 287k,
SUEG] 102) TFI 3-[3-B-E ROFi-I-ForE=)l) 7] -2-1V Fof

*70)8 ) T—k

HO™ ™ CO,Et
Y
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IFN -V TORF-3-B-[(R)TNAQAFIV) AT 3 Z ] AF 7
=)V 7o/ x— b 550mg & N N-P AFIVR)IVAT X B bml ICiEL. 7o)y
WENTIVI—)L 160mg. LML 13ng, T hSFA MU T I TH AT 4 28
YL 8ng. NIIFIVY I Inl 2MA Tz, EFEFEKT. 50CITT 4 FfEE
BL. REREMERRIFIVICTHERL, K INEBRICTHRS L, AREZE
KRB U LT TEREL., iR, BREER BEZUASVAS L O
IRTIT4 =K THREIATYY - BRI FIV4 - =2 [ BHAELD, #
L&Y 184ng Z187%.

'H NMR (CDCI,)

6:0.94 (d J=6.0Hz, 3H) 1.15 (d, J=6.4Hz, 3H) 1.24 (t, J=7.6Hz, 3H 1.70
(t, J=6.0Hz, 1H) 2.90 (dd, J=8.8, 14.0Hz, 1H) 2.98 (dd, J=4.8 14.0Hz, 1H
3.49 (Sept, J=6.0Hz, 1H) 4.02 (dd, J=4.8, 8. 4Hz, 1H) 4.14-4.22 (m, 2H) 4.50
(d, J=5.6Hz, 2H) 7.22-7.25 (m 2H) 7.27-7.34 (m, 2H)
sEF 102¢) TFI 3-3-B-JOE-1-7JOb-)\) Jx )] -4V FaRF
Jo)8/IT—h

Br ™ CO,Et

0

v
ITF) 3-13-@-v RaoF-1-FOobE)l) 7z -2-1V 7aRF> 7o
JI—kI8ng EUANES TS dnl IEREL. 3EMEY S 50u] EMATL, =
Bl CHREBRL. RISESMERBETFIVCTRRL. K, INERICTHRE L7,
R B VR L AT TER L. B, BIREBES. REES U NS
HSLIOT TSI 4~ TRBLATY S - BEETFIL20 : | BHAELD.
EEE A 20008 1R,
H MR (CDCI,)
5:0.94 (d I=6 4Hz 3K 115 (¢, J=6.4Hz 30 124 (1. J=T.2Hz 3H 2. 90
(dd, 1=8.4, 14 OHz, 1H) 298 (dd, J=4.8, 13.6Hz, 1M 3.47 (Sept, J=6. OHz IH)
402 (dd, T=4.8, 8.8Hz 1H) 4. 14-4.22 (m 2H) 4.16 (s, 2 7.23-7.25 (m 2H)
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7.30-7.35 (m, 2H)
FEHaf 102d) 2-1 V) TORF-3-(3-3-U-(bUZIIAOAFIV 72 /) F]-1-
Jul- )T x=)V) 7O/ B

_F

F
"L
0

IF) 3-3-3-7oEe-1-7uoE)y) 7z )] -2y FarF7anN )
— bk 10mg & NN-DAFINFNLT IR0 30l iIZBEFEL 4-E FOF IR MY T
VA K 10mg, REEN D UL 20mg ZINA T, BRICTHRERBRL., RINESYZ
B TF VICTHIRL, KICTkiBL-. FREBZEEZERR. ZOHDEDHD
215 /=)0 dnl IZEBEL. SN-KEEEF R U DL 0. Iml ZMA, BRICTHRE
WE L, RINRIZ IN-EEEZ M TEMHICUEBE L FIVICTHE L. BiEZE
ML, BEZUEBRSHEAEI/IOT NI 70 —ICTHEL. Zba 3. omg
o Y '

MS m/e(ESD) 407 (MHY)
EHF 103, 24V T O0RFI-3-03-3-U-(E=TF)N) 7z /F]-1-TOoE=
Vo= =)V To/N B

-FZTFNT7x/—IVEHWT FEkfl 102d) EERRICUEL. FiLtkedz
& Tt
MS m/e(ESD) 395 (MHY)
FEhEF 104, AV TORFI-3-3-3-U-(TxZ)W Tz /F]-1-FOEZ))

ZJxZ)V) O/ EE
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A CO,H

0
g

b ROFTETxZVERWT EMEH 1020 ERKICAEL, ERibems
572,
MS m/e(ESI) 415 (MHY) |
FEafFl 105. -1V FORFT-3-3-3-4- Tz T7x /F]-1-Fo=)l
7 x2)V) O/ B

cl
\<3L0 N COH
0
T
L4-rronrx /) —)IVERAWT EHESF 102d ERRICOAERL., Fidtkemz
=iz,
'H NMR (CDCI,)
6:1.00 (d, J=6.0Hz, 3H) 1.16 (d, J=6.4Hz, 3H) 2.91 (dd, J=8.0, 13.6Hz, 1H
3.09 (dd, J=2.8, 13.6Hz, 1H) 3.52 (Sept, J=6.0Hz, 1H) 4. 10 (dd, J=3.6, 8. OHz,
10 4.97 (s, 2H) 7.11 (d, J=8.8Hz, 1H) 7.22 (dd, J=2.8, 8 8Hz, 1H) 7.23 (t,
J=1.2Hz, 1H) 7.25 (t, J=7.6Hz, 1H) 7.29-7.32 (m, 2H) 7.40 (d, J=2.4Hz, 1}
MS m/e(ESI) 407 (MHY)
ERigl 106. 2~ T7ORF-3-3-3-U-TOE-2-TN AT /F]-1-TF
o= )7V o) E

QL

07

E /\O/\/COZH
Y

4-TOFE-2-7)A07 /= IVERNT FEHH 102d EFEKICURL ., ik
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EMERI,
MS w/'e(ESD 435 (MH)
ERF 107, -4V TORFI-3-3-2-U-AFN Tz )W -I-TF NV Tz =

) AnVANY

BIER 107a) TF) 3-B3-Q-bYAFNIYN-1-TOEZ)Y) 72 =)V -2-1 Y
JoRF 7o/ /T —h

>Si

%wijAYwﬁ
0
\'/

IF)N -1V 7TaRFI-3-B-[(R)TZNFATAFIVN AN TN AF2 T
T2V FON ) T— b 932mg & N N-DAFILARILLT 3 K 8nl ICMEL. kU A
FINIONTEFL 2 480ng, K518 40ng, T hSFARMNI T2 IV TR T 4
DT80 g RUIFINT I Inl #MA, EEFSEKSTF. 50CIITS
BRI L. RINESYERBEE T FIVICTHRIRL., K, INEBRICTIRE L=, A
BEEAEE T2 ULTTEEL, El, BREERR. REZUMTNVAS
LA KT T T4 —ICTHRELAFYY - BETFIVI0 - 1 BHELD,
SbEM 442 ng 1%/,

'H NMR (CDCI,)

§:0.24 (s, 9H) 0.94 (d, J=6.0Hz, 3H) 1.15 (d, J=6.0Hz, 3H) 1.24 (t, J=7. 2Hz,
3 2.89 (dd, J=9.2, 14.0Hz, IH) 2.97 (dd, J=4.8 13.6Hz, I1H 3.49 (Sept,
J=6. 0Hz, IH) 4.01 (dd, J=6.4. 12.4Hz, 10 4.14-4.22 (m 2H) 7.21 (dd, J=1.4
4.0Hz, 2H) 7.31-7.35 (m 1H) 7.37 (s, 1H)

#EE] 107D TV -B3- (o)W 7x )V -4V FaRF o)/ T
— b

\QAFCOZB
0
T

1490
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IF)N 3-B-Q-FUAFNUN-I-TOBZ)V) 7z -2-1 TORF
JonN/I—br442 ngxF 072 0nl IZEHL., B0 5nl. 7 h 5
TFNVT EZULZNAYR(IMT S ROT7 286K 2 ol ZMA7Z. 50C
ST IERIER L. RINESYERB T FIVICTHRIRL., K, fEmEREF YD
ATTHS L, BREEEARET /3T ACTEEL, Bl BREES.
WEEUATNASLIOR M S5 7 4 —ICTRELAFY Y - Bt TF)

30 : 1 EHPELD. BEESY 233 ng 2157,

'H NMR (CDCI,) |

6:0.94 (d J=6.0Hz, 3H) 1.15 (d, J=6.0Hz, 3H) 1.24 (t, J=7.2Hz, 3H) 2.9l
(dd, J=8.8, 13.6Hz, 1H) 2.99 (dd, J=4.8, 13.6Hz, 1H) 3.05 (s, 1H 3.50 (Sept,
J=6.4Hz, 1H) 4.02 (dd, J=4.8, 8 8Hz, 1H) 4. 14-4.22 (m, 2H) 7.22-7.26 (m, 2H)
7.35-7.37 (m, 1H) 7.40 (s, 1H)

EEH 107c)  2-04/ TORF-3-3-2-U-AFI)IN Tz =)V -1-TF )] 7 x

hal) | A AnVAWNY

IF)N 3-B-Q-RUXFIUIN-1-FTOEZIN) 7z )] -2-1 Y TORF
Jo/)N/) Z—b 10ng. 4-1F RV 20mg. £D1b#HSmg. 7 hFA MY Tz
ST RTA YRS L g, FUTFILTI 50 &N N-TAF LRIV L
73 R0 0l KERLUEEFAST. 50CI CRERSR LA, RSEANEEET
FCTERL. k. INEEEIC T L7z, AHE & BokRET 7 % 2™ A TH
2L, 8. BREES. TFI) 01V TOEF-33-0- - AFN Tz
W ~1-ZF )W) 7x)7an ) T—h2EE, TOHDEOHDEIY /—)
0.4n] WIEREL. SNKEELT MU L0 Inl 00K, HiRIT THRERELZ, KIS
WlT IN-EE 2 A TEME LB TF VI T U 7e. TR 50 5 il &
0% R Y574 —lcTRBL. ERew | 90me 2E87,

141



WO 02/100812 PCT/JP02/03866

MS @/ e(ESD) 323 (MHY
EREf 108. -1V 7oORF-3-3-[2-U-rooyx )V -1-TF )V 7=
T aIN B

CI

A CO,H

o

4-rooAF RREZRWTERS 107c) ERBRICAEL., FEsE 3. 70
mg Z1%7,
MS m/e(ESI) 343 (MHY)
EhEF 109. 2-4V 7O0RFI-3-3-2-(3-TOET IV -1-TF )] T x =
A VA

(J

Br = ® COH
g
-TOEAA KRR ZRAWTERF 107c) RERICUEL., FidlbdPzsE

7=

MS w/e(ESD) 387 (MHY

CEREF 110, -4V 7O0RFI-3-3-2-(3-PUTZINACOAFI TV -1-T
FZNV 72T/ B

S~ F BRI MU TIvAY) FZERBWTERS [07c) ERIBRICUEL ., TS
WEE,
MS w/e(ESI) 377 (MHY)
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=l 11l -4V 7oORF-3-3-12-3. 4-roordJx )V -1-TF )] 7

Ry A VANE 1

he

A COH

o

3 4-rvrooAF KRR EZAWTERE 107c) LEHICUEL., FBiLlbdh

ok =Y
MS m/e(EST) 377 (MHY)
EEF 112, -4V 7oRF-3-3-[2-02. 4-r700 7z =)V -1-TF )L 7

)TN B

cl O

A CO,H

Cl O 2
0

T

2, 4-r 0o F RREZ2AWTERE 107c) EFERICOLEL, FEY

137z,
MS m/e(ESI) 377 (MHY)
EReE 113, 3-(3-2-U4-(EBE=T7F)V) -1-E RaFrvaoanFI)V-1-TF )L

JxZ))-2-A YV JaRF IO/
BEF 113a) 3-B3-(I-ZF=)) 7z )V -2tV 7aRF 7O/,

\O/\/COZH
Y
IF) 3-[3-(Fa)) 7z -1V 7aRF>7o/8 /) T— b 156mg =
T4 /=)L 2ml iU, SN-ZKBEEF R U DA 0. 5ml ZINA /2. ZIRIZT 1 B¥RE

BMELZOS, INREICTPNL. BT FIVICTHtH U, FREEZ 8K
RTXVILICTERL, BB, BEREXRL. Bitat 138ng 2157,
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EhEF 113b) b5 A-3-3-2-[4- E=TFI)) -lI-eE FaoF T raaxi )] -
-ZF N7 22)V)-2-A4V FaiRF a8 8

OH
%*<3ﬁ§ﬁijAwa
g

-3-(1-ZF ) 7z --rV 7aRFTONVEE 12ng 257 RS RO
752 Inl ICBEL, IFUFULEAR FUXFIZ LT I R 130w, 4-B=7
FzanFtd /) > 4ng ZMA Tz, BRICT | BEERL. IN-EEIc TRl
EeEE TF)LIC TR U7z, BHEZEGL. REZEBRE®EEA s OS5
A —ICTHEL, FiLlke®4d lmeg 2=k,

MS w/e(ESI) 409 (MNa®)
LM 114, 3-3-[2- B-E ROF -1 4-VAFHALO[4 5 F -84V -1-T
FOIM T2V TORFES T O/ B

[_0 OH
0 ‘* COH
g
1, 4-CAFH A0 4.5 TH-8-F A NTERHF 113b) ERERICOEL .
FilbkameE.

MS w/e(ESI) 411 (MNah
Eg 115, 3-(-3-v ROoFI-3-4- (MU TNFAOAFIV) Zx )] -1-TF=
N7 )V -2-q4y FaiRFTO/N B

OH
Ql‘i CO,H
0
F
FF T/
-NUTZNACAFINT R T /) ERWTERSF 113b) EEERICUEL., 2
ke ESEE.

MS m/e(EST) 443 (MNa")
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EfF 116. 3-3-3-Q2.4-vr7oo07zx- )V -3-t ROFi-I-JF ] 7z =
-0-4) 7arFTTa/)N B

OH
CN
O N CO,H
C O 07/

2 4-vroor7tbrx/ EANWTERE 113b) ERBRIUEL., EZbayw
157z,
MS m/e(ESI) 443 (MNa')
ERf 117, 3-3-B-E7xZ)l-3-t RaFi-1-TFo)] 7x2)-2-1 7O
RF T/ B

OH
QD‘Q'MD COH
g

W,

4-T7xZ)VTEbTx/ AW TERS 113D EERKICOEL. Filbedhz
B,
MS m/e(ESI) 451 (MNa®)
EaE 118, 3-3-B3-U->ru~FI N7zzZ)V) -3~ ROFI-1-TFZ)l1 T x
R S AL SPA=TADY

OH
O % O CO,H
Y
)
-3 7anFINTE T/ P ERWTERYG 1130 EERICAE L. FiRlk
GMmEERE.
MS w/e(ESD) 457 (MNa?)

ERF 119. 3-3-3-EROFI-3-U- (MY TZINATAFI) 7z =)V -1-7OF
ol | R e AR e AN VAW
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4-FNUINAORAFNRZTNTE RERWTERF 113b) SFEBRICOAEL .
Ziiba 1. 20m g 21572,
MS m/e(ESD) 429 (MNa) ‘
Ehaf] 120, 3-@B-3-tFOF-3-24-runryz )] -1-FToE=)l)-2-
A TaRF Fo/N

Cl OH

AT

2,4~ 0aXY X7 IVTE RERWTERE 113b) ERBRICLEL, EBRts
Y a15iz.
MS m/e(ESI) 429 (MNa¥)
EfF 121, 3-03-3-U-(E=TFN) 7x=)/]-3-t RaoFi-|-FOoE=- )L 7z
ZJV) -2 VT ORE S T O

OH
l; QT‘D CO,H
Y
4-B=TFIRZXT7INTE REBWTERH 113b) ERFERICOUEL. Bikd
W15,

MS /e (BS) 417 (Na)
EHEH 122, 3-3-3-W-2 007 =W -1-k KO- l-AFJL-2-7aE=)V]
T )4y FaRFI IO/ B

g 1222 3-B-F7LFINT o) 21 TOREL FONLBIFIL

146



WO 02/100812 PCT/JP02/03866

0

)\Q/\(COZH
0
\l/

IFIN -4 7aRFI-3-B-[(FITNAQAFIV AN T V) AF2 7
)W 7o/ T—r2.037e. TFI [-(, |, I-NUTFIVAY Z)) EZ)L]
I—5)12.5g. UFU L 00U R500ng. P2/ O00EARY T2V T4 AT 4 >
R T L 186mg AT 15l IKERL. BREELT 0CIKTRERIRL
Joo KB THAL. IN-REEZMA, BFEETFIVICTHE LU 2. GHE % 8K
B2 LTERL, B8, BEEEL, BREZZUASVASLZOT
TI3T74—ICTHEE L, ANFHY2 - BRI TFING . | GHSBELD., BEtELE
#1.041g 2157,

'H NMR (CDCI,)

6:0.91 (d J=6.0Hz, 3H) 1.15 (d, J=6.0Hz, 3H) 1.25 (t, J=7.92Hz, 3H) 2.59
(s, 3H) 2.94 (dd, J=8.8, 14.0Hz, 1H) 3.08 (dd, J=4.8, 14.0Hz, 1H 3.50 (Sept,
J=6. 0Hz, 1H) 4.05 (dd, J=4.8, 8 8Hz, 1H) 4.15-4.22 (m 2H) 7.38 (t, J=7.6Hz,
IH) 7.47 (dt, J=1.6, 7.6Hz, IH) 7.82 (dt, J=1.6, 7.6Hz, 1H) 7.87 (dd, J=I.2,
1. 6Hz, 1H)

BUEE] 1120 TFIL 3-3-[-E ROFS-1-AF)-3-(L L I-F D AFILY
WN=-2-7O0Z V] ZxZ )24V FTaRF 7T/ T—h

o CO,Et

)?i \r

NUAFILUNTEFL 2 23ng 27 hob07 52 ol ICHERL. ERE
H& T, -18CIZT. ZFIVUF L (LS ANFH B 1. 43nl. Fo by 7))L
AYRI—=FNaA>T Ly A 283ul A 30 HERLE. 3-3-7EFIL7x
ZIV)-2- ) TORFITONEIFTN MM DT~ T RO T T2 2nl) B
A, 30 S LEIELT DB U LKBREMA, BFEETFIVICTHE L7,
EHEEERFRET /XU AMITHRL., 8. BEZEL. Bz U5

\—%
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ATLIOXMT 774 —ITTHELZ, NFH2 - BFBEIFIVG - | BEHSE
0. FiLlbaY 256mg 2157z,

'H NMR (CDC1,)

6:0 21 (s, 9H) 0.94, 0.95 (each d, J=6.4Hz, 3H) 1.15 1. 16 (each d J=6. 0Hz,
3H) 1.24, 1.25 (each t, J=T7.2Hz, 3H) 1.74 (s, 3H) 2.35 (s, 1H) 2.93-3.05 (m,
2H) 3.47-3.54 (m, 1H) 4.06 (dd, J=4.8, 8.4Hz, 1H) 4.12-4. 19 (m, 2H) 7. 18 (d,
J=8.0Hz, 1H) 7.26-7.29 (m 1H) 7.46-7.55 (m 2H)

BIEE 112¢) TFI)N 3-3-[I-E ROFI-1-AF)V-2-70E=)V] Tz = )L-2-1

V7oRFSo)N) T—h

H
0 CO,Et

T

IFII 3-3-[I-eE ROF~1-AF)-3-(, I, - U AFILYU)) -2-FoE=
M T7xZh-2-1v7aRF 7O/ T—b 256mg 27 S ROT7 52 4nl 12
AL, KET. B0 Inl. S TFIT2EZTLIINAY RINT FIE
RO o %K) Inl ZMAKERE L. KINEEWMERE T FIVICTHRRL.,
FAFNE REE S D U U LKEBHR, KITTHEL, AREZEKRET IR TLICT
EERL. iR, BFEEEL. REZUATINAS L0 NI 5T 4 —IZTHRE
Lize NFYY - EBEIFIVA . | aH7BELD, FEbEY 185ng 257,

'f NMR (CDCI,)

6:0.94 (d J=6.4Hz, 3H) 1. 15 (d, J=6.0Hz, 3H) 1.25 (t, J=7.2Hz, 3H) 1. 78
(s, 3H) 2.43 (s, 1H) 2.67 (s, 1H) 2.98 (dd, J=2.0, 8 8Hz, IH) 3.03 (dd, J=4.8,
13. 6Hz, 1H) 3.50 (Sept, J=6.0Hz, 1H) 4.06 (ddd, J=2.8 4.8, 8 8Hz, IH
4.14-4.22 (m, 2H) 7.20 (dd, J=1.2, 7.6Hz, 1H) 7.26 (s, 1H) 7.29 (t, J=7.6Hz,
IH) 7.51-7.57 (m, 1H)

gl 112d) 3-3-3-d-r7oOo7zZ)V-1-E ROFI-|-AF)-2-FOoE=
MIZ N2 AV TORFLTO/NE

\;\
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IF)N 3-3-[I-e ROF-1-AF)-2-T7OEZIV] 72 Z)b-0-1V TORF
7o)/ T—b g 414 Rryoax>¥ 2 20mg. K51 omg. FhSF X
N)TZ2ZWTART A NS TL MG, PUTFILT I H0ul ZNN-TAF
VARV LT 2 R0 20l KEFRLERFREKRT. BRICT2 HREE#R L. SRS
YEEBEIFIIICTERL, K INEBICTHRE L., FRETEKRE< R
DLITESEL, B, BEEEE 7)) H3-B-W-ryoory ) -1-E R
OF -1-AF)N-2-7OEZ N 7z 22—V FaRF7TanN/ 11— 25
7o TOBHDEDOHDELY /)1 0. 40l 1B L. SN-/KE{EF MU T A 0. 1nl
A, BBICTHRERELZ. RISKRIZ INNEEEZ A TEMIC LES ZF)LIC
THHELE, BEZYEBREERE/ O NS T7 0 —ICTRE L., ELey
4.07mg 21372,

MS m/e(EST) 409 (MNa¥)
Efefl 113, 3-3-[3-d-kYV ZNAOAFINT 2 Z)V) -1-& ROFS-1-AF)-
2-7OEZI] T2 TORF L TON B

OH 0
F OH
Sogholt

Fe

4-AF RN MU T A ) RERWTERE 112d) ERRICLAE L, Fitks
MGz,
'H NMR (CDCI5)

6: 1.06 (d, J=6.4Hz, 3H) 1. 15 (d, J=6.0Hz, 3H) 1.87 (s, 3H 2.27 (s, 1H) 3.00
(ddd, J=2.4, 8.0, 13.6Hz, IH) 3.17 (dd, J=3.6, 14.0Hz, IH) 3.52-3.59 (m 1H)
4.14-4.18 m 1H) 7.21 (d J=7.6Hz, 1H) 7.33 (dd, J=7.6, 8 8Hz, 1H) 7. 57-
7.61 (m 6H
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MS m/e(EST) 443 (MNa®)
ERaE 114. 3-3-[3-B-FUIZNADOAFIL Tz =)V -1-E ROF I -1-AF)-2-
O] Tz --4 ) T ORF > Ta/)S U8

EOH
T
IAFA KRR PUTINAY RZRWTERS 112d EERICLEL, FLLd
MEisiz.
MS m/e(ESI) 443 (MNa®)
EREF 115, 3-3-03-Q2.4-7uo7z)V)-l-E FOF I -1-AF)-2-7OF
WV T2 oA TaRF T O/
0

2, 4-vronAF RN EERWTEME 112d SRSKICOAEL, Fidlbe
Z1577,
MS m/e(EST) 443 (MNa')
ERfl 116, 3-3-3-B.4-roorz )V -l-E ROFI--XAF)-2-7FOo¥
M T oA TORF LT O/
0

OH
ci 7 OH
o O

3 4-rronAF RREZAWTERS 112d EERICAEL., ELbEY
187,
'H NMR (CDCI,)

6:1.01, 1.02 (each d, J=6.4Hz and 6. 0Hz, 3H) 1. 15 (d, J=6.4Hz, 3H) 1.85 (s,
3H) 2.05 (s, 1H) 3.01 (dd, J=8.0, 14.0Hz, 1H) 3.18 (dd, J=4.0, 13.2Hz, 1H)
3.56 (Sept, J=6.0Hz, 1H) 4.17 (dd, J=3.6, 7.6Hz, IH) 7.21 (d, J=8.0Hz, 1H)
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7.28-7.35 (m 2H) 7.40 (d, J=8.8Hz, 1H) 7.54-7.59 (m 3H)

MS m/e(ESI) 443 (MNa')

Ewgl 117, -4 7T ORFI-3-4-AbF-3-[(2- (V) TNFAOAFI) X
CINAFIAI N AFIV TNV TN EE

BIEH 117a) [(6-TOF-2-APFIRD)NAF L] EZTFIN) PAFILTS

-

TBSO Br

Me0

P-ARFIARUDNTINA—I 14gZNN-CAFIVHFIVLT 2 R 200ml ITHEMEL .
EZTFN7OOIAFNTT 1058 BLXOAMIF—)V 13 6g Az, EiE
THREERLULR. BFEIFIIVTHRL., INEE, SRR KIS TIERSESEL 72,
EREEEKRE XL TERL, BREZBETEERELLE. o4t
5524@75:71:’]\ KUV 200m] IZEREL . KB T N-7OFEINTA 2 R2g &MA.
ERICTH RS LR, BEZBETERLE. Pt & BERE T VI IEREL
K. SERIREKICTERGES Uiz, FREBZEKEER RV LTREL, HE
ERIETEELE. BEZUATINVAS L0 NI I T4 —ITTHE L, A\F
Y-IIFNIT—TI)V 2D EHAEL DRFEEEY 268 E1E7.
'H-NMR (CDC1,)
6:0.12 (s, 6H) 0.96 (s, 9H) 3.80 (s, 3H) 4.70 (s, 2H) 6.68 (d, J=8 4Hz, 1H)
7.31 (dd, J=1.6, 8. 4Hz, 1H) 7.56 (d, J:.l. 6Hz, 1H)
#EE] 117h) -(UUI-(FE=TFI -L I=-FAFN VI FAF ) AFIN) -4-A b
FIRZXTITER
CHO

TBSO
MeO

[5-7OE-2-ARFIRDIVNAFU](E=ZTFIVN ATV T2 128 %T
FSbe ko732 150nl ICEMRL., EFFHIT. -18CIKBAL. 7FIUF
7 (15 ANFH IR 28ml ZH0A. 30 iR Lz, 4RIV IIEILERY >
8.3sDF hTEROT T VAR I0nl ZMA T, -T8C T | BefdliB#R Lo IN-1EE;
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ZMA, BB FIVICTHREB L. FHEZK. SBNSEKICTHERSEL., BARE<
PRIILTERL., BEZEEZRELE, BREZUATSNVATLIORM S
T4 —ICTREBEL, AFH-BBIFIL 6: ) BEHIELVEDLLEY S 8 245
7o

'H-NMR (CDC1,)

6:0.12 (s, 6H) 0.93 (s, 9H) 3.91 (s, 3H) 4.76 (s, 2H). 6. 94 (d, J=8.4Hz, 1H)
7.80 (dd, J=1.6, 8 4Hz, IH) 801 (d I=1.6Hz, 1H) 9.90 (s, IH

ShEE] 117c) TFIV 3-B-UHUU-CBE=TFIV -L I-CAFIV LU IV AF ) AF
W -A4-AbFT TN 2V TORFTO)N /T~ b

Me O\I/

€

- EBZTFW -, =PAF I U FF ) AFIV) -4-A RFIXROX
TIVTERBIWN AV TORFIURAF/BBED TF I &AW TEES 46a) .
46b) EREERICAE L . ZRRLEME BT,

BEF 11Td) TFI3-B-(E ROF I AFIV-4-AbFTTzZ)]-2-14V 7O
RFEFoN/ r—h
0

m”I:j“Yk%t
MeO e

€

ITFN 3B (- EETFIN -1, =S AFILS U FF ) XFI) -4-A R
F7xN -2V T7ORFITON/I—b 3 4gEF S ROT7 S5 40ml
CERL. FRITFANTCESOLATILAYENF RS E RO T TR 9. 4
nl ZMA T, BEICTEREERLS%. RISESWENBIFITHRRL. G4
Bk, SRIREKICTIES L, IKFHEE< /3 ATEMR U, BIEERESE
L%, BRBZUASNASLZORNT ST 4 —ICTHRBL., AFY Bl
IFIN Q1) EHSEE D ETEY | 5g 2187,

H-NMR (CDC1)
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6:0.97 (d, J=6.0Hz, 3H) 1. 15 (d, J=6.0Hz, 3H) 1.24 (t, J=7.2Hz, 3H) 2.88 (dd,
J=8.4, 14.0Hz, I1H) 2.95 (dd, J=5.2, 14.0Hz, 1H) 3.50 (sept, J=6.0Hz, I1H) 3.85
(s, 3H) 4.00 (dd, J=5.2, 8 4Hz, 1H) 4.11-4.21 (m 2H 4.65 (d J=6.4Hz, 2H)
6.79 (d J=8. 8Hz, IH) 7.14-7.15 (m, 2H)

BLEH 117e) TF) 3-B-(FIWI)N-A4-ALFS T2 2NV 24V FORFS T

o/N\ /) T— bk
0HC:©/\(C02E’[
Me0 O\I/

IFN -B-(E ROF I AFN)-4-A MFT7x )] -2-4V7ORF > 7O
N/ T—hRngZ2r700AY > nl IZEBL. N-AFIVENT Y 2 N-FF
K 390mg. ELFaF——T4A 1. 4g. T hSTOENT DEZTLIS—IIT
F—h 49ng ZMA, BRICTREE®RLZ. RINEEWZ LS M TEAL.
BREZBELEBEZUANATNASLZOR NI T 74 —ICTHEEL., NFH 2> -
HrEETFIV 5: -0 1 s EK D, JREcb &Y 182ng 257,

'H NMR (CDCIy)

6:0.95 (d J=6.0Hz, 30 1. 15 (d, J=6.0Hz, 3H) 1.25 (t, J=7.2Hz, 3H) 2. 91
(dd, J=8.8, 14.0Hz, 1H) 2.99 (dd, J=4.8, 14.0Hz, 1H) 3.51 (Sept, J=6.0Hz, 1H)
3.91 (s, 3H) 4.02 (dd, J=4.4, 8 4Hz, 1H) 4.11-4.20 (m, 2H) 6.92 (dd, J=2.4
8.4Hz, 1H) 7.46 (dd, J=2.4, 8. 4Hz, 1H) 7.72 (d, J=2.4Hz, 1H) 10.45 (s, 1H
EREF 1170 -0V FTaRFS-3-4-A bF-3-[(2-(PUTNAORAFI) R
PIMNAFIAIN)AFN 72N T O/ EE

0
FF 0 0\(

F |

IFIN -B-(FNVI ) -4-AFTx) 21V 7ORF> O/ /) 1T—
F138 mgZ2T4 /—)bonl. KO0 5ml IZ@BFEL. E ROoF)LV7 I HEEE 40 ng.
BiEETRUDA T ng 2MA. BIRICT IS oERLE, RINESYMZEE TV

153



WO 02/100812 PCT/JP02/03866

WWTHRL, K INBEICTHRER Lz, FEBZHEKRET XTI TEHEZL.
Eid, mEEEE%. ITFN FB-(EROFIAI ) AFIVA4-AF T
W24V 7aN/)T—b 118 g zHz. ZOD5, lngzerhobars >
0.2ml IZHMEL, 2-PUTZNAORXAFIRZ)IT7OI R 2Wng. KFLFRUTA
10mg ZMA. BRICTRERBLLZ, RIBEG®WIZ. =5 /—)V 0. 4nl. SN-7KEE
EFRUTLO0 Inl ZI0A., FRICTARBIERLZ, INNREICTHPIIL., Bl
IFVICTHIHL, BRZEELL., REZREZEERSERE I/ O TS5
(4 —IZTREL., Zay 2. Ing 2157,

MS m/e(ESI) 440 (MHY)

EhEfl118. 2-14V 7ORF-3-4-A bF-3-[{(B-(FUTNFORAFIN) X
PIVNFAFIAI NN AFN] 72 )N TS B,

Pey ;
F Oy~ OH
il: 0
0 T

S-RUTINAOAFIR DI TOI REAWNTERS 1171) ERERICUEL,
Btk ez,
MS m/e(ESD) 440 MHY)
EREF 119, -4 7O0RFI-3-4-AF-3-[{A-(F)TIAORAFI) R
DIVNAFIAI /) AFIN o)V T a8

F

F
Fj\@ 0
O‘NWOH
Y
4-M)TINAOQAFIVR DI TOI REHWTERE 11T ERBRICUEL,
FilbamzR,
MS m/e(EST) 440 (MHY)
EHEF120. -4V TORFI-3-4-A bF-3-[(U-TOE-2-T)AOXT D
W AFIAZI )V AFN TN T O/ E
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Br ' 0

\QVO‘N’D/\(LOH

F ? 0\’/

4-TOF-2-7NAOXRTINTOI RERAWTERS 1171) EEBRICLIEL., Z
E A=k
MS /e (EST) 468 (MHY
EhEgl 121, AV TORF-3-4-A bF-3-[([2 6-r0aX> D] FF
AI ) AFN] Tz N T OIS

cl 0

Q/\/O‘VD/\KHH

Cl 0 OY
2,6-rrooNINTOI RERWTERS 1171) EFERICOEBL. E32s

ME1Riz,

MS m/e(EST) 440 (MHY)

Eppgl 122. -4V T0ORFI-3-4-A F-3-[([3.4-roaxU I 4F

AV AFN] T2V T )N B

cl
CIJQ\/O‘NA/Q/\J*OH
Y

3.4~ rnanRI VN TOI FEBAWTERE 1T SERICLEL. ZEilkd
MEFIZ,
MS m/e(ESI) 440 (MHY)
£l 123. 24V TORF-3-4-AbF-3-[(U-TFNR ) FAF A
J)AFN TN T /S B

/\Q\,o\,\,éjij/\(]);)H

?

-TFINANVNTOI RERAWTERS 1171) EEHEICUEL. Eidbeh%E

1
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=77

MS m/e(ESI) 400 OHY

Ehafl 124. 2-14V TORF T -3-4-A b F-3-[([2-FTFIIAFAI /) AF
W 7z )V o/ B

O‘N’ ! OH
ot

-TOEAFINFT TV ZRAWTERE 1T EERICLEL., FHiLlkahz

Bz,

MS m/e(ESI) 422 (MH')

ERE 125. -4 TORF-3-4-A bF-3-[(2-Tx WX PN FAF A
SAAFIV 7=V T OB

O 0
O‘NWOH
7Y
-7 xR UNTOI REAWTERF 11T ERHRICOAEL. ELtE®
z1F7.
MS m/e(ESI) 448 (MHY)
Ehigl 126. -1/ TORF-3-4-A MFT-3-[(U-B=TFINDN]AF
AINAFIIN 7z TO)N 8

2NN
O‘Nﬁg/\/\on
Y
-BETFIAN D)0 REAWTERS 117]) EREBRICUEL. Eitbs
MEIFT,
MS m/e(ESI) 428 (MHY)
Ehigl 127, -4 T ORF-3-4-AFI-3-[([4-TzZWXRDN]AFIA
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S ))AFNV 7o) T O EE

N}I:r7§}H

4-7 2RI TN o O RERWTERS 117) ERBICAEL, Eia
157z,
MS m/e(ESD) 448 (M)
R 128, 04 TORFL-3-4-X hF2-3-[([2.4-Tr OO IV FF S
AI/)AFNV Tz )N T/ B

Cl 0 OY

2 4-vroaxR>2) ool RERWTERE 117) ERICLEL, Eitks
WEEZ.
MS m/e(ESD) 440 (MHY)
LR 129, 2-A V) TORF-3-4-A bF =3 [(U-NDNAF NP
AFIAI ) AFIN T2 2N T O/ EE

O

\Q\/O‘Nﬁij/\ion

Y

4-RODNAFIRIDNTOY RERNTERS 1170 EFHICOAEL, 2R
LM zEB.
MS m/e(ESI) 478 (MHY)
EHH 130, -1V FORFL-3-B-(2- (FY INAORXFI) R I FF 3
I AIRAI) 72 Z)V] TS B
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?\/O\NJ\@/\/&OH
2N °\|/

F

-B-TEFN TV -2-0 Y TONCEIFIV, 2-F) T FOXFIIR
ThTO3 REAWTERS 1171 EEECAEL, ERkameEi.
MS m/e(ESI) 424 (MH')
MG 131, -1V TORFS-3-3-(3- (Y TNABDAFIN N DN AF

I AIEA)) 7))V TN

FPUITNAOAFNRDI)TOI REAWTERF 117 EEHRICUEL,
EilbemeRFic.
MS m/e(EST) 424 (MHY)
ERag] 132, 2-A4V TORF-3-3-(U-(FVINATAFIN NI AF
IV AIRAIN TN T/ B

- R TNAOAFNARY DIV TOI RERWTER 1171 & FHICOEL.
Filb e =Rz,
'H NMR (CDCI,)

6:0.98 (d J=6.0Hz, 31 1. 14 (d J=6.4Hz, 31 2.28 (s, 3W 2.96 (dd. J=8.0,
14.0Hz, 1H) 3.15 (dd, J=3.6, 14.0Hz 1H) 3.52 (Sept, J=6.4Hz. 1) 4.13 (dd,
J=4.0, 8.4Hz, 1H) 5.29 (s, 2H) 7.23-7.27 (m 280 7.30 (1, J=7.2Hz 1M 7.5l
(d J=7.6Hz, 1M 7.53 (d J=6.0Hz, 1H) 7.62 (d J=8.0Hz, IH)
NS m/e(ESI) 424 (MHY)
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ERfl 133, -1V 7TORFI-3-3-([3.4-(roo) RO AFT Ty A
2R Tz ) T o B

3,4-rrooNRPN 7O REMNTERSE 11T) EEHRICOERL, E32ks
MEiRTz,
MS m/e(ESD) 424 (MHY)
EHF] 134, 1AV TORFI-3-3-([2, 6- (o RO IN]FFL T A
I RV 7)) TS B

Cl
Cl 0

v

2, 6-P/ BORY YA T O KERWTERS 1170 ERRICUEL, HiRis
mERE.
NS w/e(ESD) 424 OH)

EhEgl 135, -4V 7ORFI-3-3-([2.4- (oo XNV AF2 v 24
SRV 7] TO/NEE

Cl
QVO‘N/J@/\/EOH
Cl 0

\(

2. 4-rroaxoNsnol) RERWTERE 1TH SERICLEL, Fitkds
WER.

MS w/e(ESD) 424 OHY

Ef 136. -1V TORFI-3-3-(4-ToE-2-I)NAFAaXR NI AFT s
SAIERAIN) 7)) ToNEE
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4-7OE-2-TNAORD)NTOI ReAWTERS 1T EEHICOEL, &
ik EMEFIz,
MS m/e(ESI) 452 (MHY)
g 137, 3-[B-UINZDNAF L) ANRZIVN T I /N AFI) -A4-A bF2 T
ey | B e A = b S A S VAW
BEH] 137a) F=TFIV N-Q-AF IR D)) BIVINA—|

BocHN
Me0

ARFIRDNTIEB 02T b ROT7 52 800l ICBEBL., E=7
FNIA—Rx—hrlogDTF bSO T75 2 Q0n) BEEMZ 2. BIRT 1 B
B LER BEREEREBELL. REZHEITIVICHERL. INEE. Sfial
KICTHERGEE Uic, AREZEKBES XD LATERLUZE., BEEZHRET
BEL. Blbd® 19. 08 2557k,

'H-NMR (CDC1,)

6:1.45 (s, 9 3.84 (s, 3H) 4.27-4.33 (m 2H) 5.01 (br, 1H) 6.84 (d J=8. 8Hz,
1H) 6.94 (t, J=8.8Hz, IH) 7.23-7.29 (m, 2H)

BUEH 137Th) =T FIN N-6-TOFE-2-ARFI NP AINA—b

BocHN’Ai[::]/Br
Me0

e

BEZTFIVN-Q-APFI XD ANWNA—F6.04gZ7 1=k U)L 50ml
WEMRL. N-7O0FINIAI N4 bgZMAT, BRICT IRMBRLER. &
WEBMETEELE, REZEBEIFIVICEMR L. /K, BIEEKICTERKSEL
7o BHBEEKFET /AR ULTHRL, BEABETEELE, REEZAF
WEZTFINI =TI EAFHORKRTHEA L. Eidlbs 6. 97 21572,
'H-NMR (CDC1,)
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0: 1.45 (s, 9H) 3.62 (s, 3H) 4.26 (d, J=6.4Hz, 20 4.97 (br, 1H 6.72 (d
J=8.8Hz, 1) 7.34 (dd, J=2.8 11.2Hz) 7.35 (s, IH)
BhEE 137c) FE=TF IV N- G-I N-2-A bF X D)) ANINA— b

BocHN/IjCHO
MeO

€

FE=TFI N-6-TOF-2-AFIRID)) AINA—=F 1.0l5g. /ool
Z(M)T2ZWVERRAT 4 ANZT T LD 45ng. FEEF b UYL 330ng. BLW
M) TzZNHRZAT 42 1Tng ZHIKN N-PAFIVEIVLT 2 RITEHEHL. —B1k
REFHK T TIICICT 2 BEE# L. RINEEYMZEHEIFIVTHERL. K.
BIFIEREE T MU D LK, ICTHRE Lie. AREZEKREBET X UL TEHEL,
BEERETEELE. BREZUATINVASLIORNT ST 4 —ITTHERL,
ANFH-FEgE T TV (3: 1) RS E L Ve 640ng 21872,

'H-NMR (CDC1,)

6: 1.45 (s, 9H) 3.94 (s, 3H) 4.36 (d, J=6.0Hz, 2H) 5.00 (br, 1H) 6.98 (d,
J=8.4Hz, 1H) 7.80-7.83 (m 2H) 9.88 (s, 1H)

&EH 137d TFI) 3-QB-[E=ZTbF AWK TI VI AFI-4-X bF
Jxz))-3-kROoFi--A4v7oRFTON/ T -

H
Me0 07/

€

EESHI T TAFHYAFN I OIS FMITLINT S ROT S UE
%) 80ml 27 b FOTF 2 40nl THRL., -BCITHBHL =B, TFIV -1V
TORFUHEE 11.68g DF o RFOT7 S 2 (I0m]) S EMA =, 30 oE#H L~
%, tert-7FI NMOG-FIVII-2-A BF X)) AIIIINA—F 10.713g DF b
St RO77 2 (10nl) mREMA. B | BEERLAZ. g7 > EZI A
KEEHE 100m] ZANZ 7=, RISHEZK 400ml & BEBE )L 500ml I/ EEDHRL ., G
BEEKEE R ULTERELZ, BREZBETEEL. REBZUATIVA
SLOOXNT T T4 —ICTHEL (BHEE AFH-BETF)IV) . s
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¥ (U ZAOEBIVALVFEDEEY) 2. 8 2 EBEMIRY & L TR,

'H-NMR (CDC1,)

6:0.99 (d J=6.1Hz, 3H) 1.15 (d,J=6.1Hz, 3H) 1. 19 (t, J=T7. 6Hz, 3H) 1.44
(s, 90 2.91 (d, I=5.2Hz, 1H) 3.43 (sept, J=6. 1Hz, 1H) 3.83 (s, 3H) 4.03 (d,
J=6. 3Hz, IH) 4.12 (q, J=7. 6Hz, 2H) 4. 29 (d, J=6. 6Hz, 2H) 4. 86 (dd, J=5.2, 6. 3Hz,
1H) 4.99 (t, J=6.6Hz, 1H 6.81 (d J=8 THz, 1H) 7.23-7.29 (m, 2H)

6: 111 (t, J=6.9Hz, 3H) 1.17 (d J=6.1 Hz, 3H) 1.19 (d, J=6.1 Hz, 3H 1.44
(s, 9H) 3.00 (d, J=4.4Hz, 1H) 3.63 (sept, I=6. 1Hz, 1H) 3.83 (s, 30 3.95 (d
J=5.9Hz, 1H)  4.08 (q, J=6.9Hz, 2H) 4.29 (d, J=6.6Hz, 2H) 4.80 (dd, J=4.4
5.9Hz, 1H) 4.99 (t, J=6.6Hz, [H) 6.81 (d J=8 THz, 1H) 7.23-7.29 (m 2H)
BEH 137e) ITFN3-B-(FI/AFIA-AbFS T )] -4V FTOiRF
7o)/ IT—h

HZN/D/\/COZE':

IFIN F-B-[EZTRFIANRIIW T I/ AFIA4-AMFT T2 -
- ROFI-0-0v7aRFI7ON/ I—h (U AOEKEBIRZ L AHEDR
&) 24. Tg & B 7))L OfFEs 400ml 1IZiEMR L. MU IFINS T 96l BN,
ISR L=, BFEEZRETHEEL., EEZ INEEE 300n] &EAFH2 200m! i
VAR LT, KIBZEAFT 2 1000l THE L. SNKEHES MUY ABKRTT VAU H
IZL. 00Xy 200n x4 THELE, BREEZEDEE, BKRE< Y X
LM ATERL., ERay 13, 0g 2REamiRYy & LTEx,

'H-NMR (CDC1,)

6:0.96 (d, J=6.0Hz, 3H) 1.15 (d. J=6.0Hz, 3H) 1.25 (t, J=T.2Hz, 3H 2.88
(dd, J=8.8, 13.6Hz, 1H) 2.95 (dd, J=4.8, 13.6Hz 1H) 3.50 (sept, J=6.0Hz, 1H)
3.84 (s, 3H) 4.00 (dd, J=4.8 8. 8Hz, I1H) 4. 15-4.21 (m 2H) 4.32 (s, 2H) 6.83
(d, J=8.0Hz, IH) 7. 14 (d, J=2.0Hz, 1H) 7.20 (dd J=2.0, 8 OHz IH

EHH 1370 3-[3- (LIRS ZNAF N ANEZI T I /N AFIN -4-A bF
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JxZ )V -y JaRFTONEE

0

X COH
OO

IFN -B-(FI/AFIV) A4-AMFTx)V-2-1V 7O/)8) T—h

4.327g Z®EBETF)L 30ml. 7K 10ml ITEEMR L. REKET MU DL 28, XD Y
ookl A=k 2nl FI0A. RIRICT | ERBRUE, RERESWENBEIFILIC
THRLUEZ, K, BEREEKIITESEL, BKEES /X DLIITEEREL, BB,
BEEBEL, TFI -B-UIIRZDNAFI)ANRIN] T I ) AFIV) -4- A
r7zl]--tV7aRFoTanN /) I—-r&EkE, ZObDEIY ) —)
60ml. SN-ZKEE{LF b U DA Ibml ICEAEL, ZRICT | FEIKEL . RIGEESY
Z INEBEICTEEMIC L, BFEELFIICTHI Lz, BREZ KB R
LITTEEL., Bl BHEBEEL. FitEdw 4 15 =257,
MS m/e(ESI) 401 (MHY)
Eaf 138,  2-1)70ORFT-3- G- [{UB-(PUTNATRAFI RPN F
FUANRZIN T AFIV 72 Z)V) TS B
B 138 =TT N-(-TOERZ VI FILIIA— b

BocHN’“j:::]’Br

B-TOENDIVT I R 26. 25 2 250nl O/ 0O Ay iTEEL. 0C
WHHILZe NN-PAVTOEINITFINT I 33 58, BEZTFNIH—FRx—b
28.3g ZMNA Tz, BRICTHRERRL., RINEGYWZBFETFILICTHER L. K,
ffIREAKICTIRE L, BAKEE /R ULICTEREL, il BEFEEL. &
selba® 31 28g Z2f%7.

'H-NMR (CDC1 )

6: 1.45 (s, 9H) 4.28 (d, J=6.0Hz, 2H) 4.87 (brs, 1) 7.20 (m 2H) 7.38 (m
IH) 7.43 (brs, [H)

BLER] 138b) E=TFIV N-QB-FIWI N P)V) AIVNA—b
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BocHN’“\[::j/C“O

FE=TFIN N-B-TOERDINANWNA—L 8 82T rSROT S5 >
100nl ICHEfRRL. EXFHEA T, -8CIKBA L, TFIVUF T L (L 5MAFH
W) 4iml EMA Tz, 30 pEBRLU B NRIVIIVEIERY 2 6. 91g ZI0A Tz,
~T8CIZT 30 R L 728, IN-EBEZMA T, BFEETFILICTTHE Uz, #KE
BRI LT BB, BEEERL. BREEZIATNVASI L O NS
TT4—IZTHEL, ANFH2 - BEEETFI 3130 BHAEX D, EiZbeD
4. 7628 2/ /z.

H-NMR (CDCI )

6: 1.44 (s, 9H) 4.40 (d, J=6.0Hz, 2H) 4.95 (br, 1H) 7.50 (m 1H 7.56-7.59
(m 1H) 7.78-7.80 (m, 1H 7.80 (s, 1H) 10.01 (s, 1H)

Bl 138c) TFI E D-3-GB-[{E=TbFIHNERZIN T I /] AFIV
JxZ V-2V FaRFL--FaR /T — b

BocHN/\©/\KC02Et
O\l/

FE=TFI N-B-KRNWINRIDV)AINA—F, ZFIV 2-(PThFT T3
A7 AU 2=V TORF T ET—F2ANT, BaEHl 46a) ERIFRICUIEL .
EilkemEE,

SLEH 138d)  TFI -B-I[E=ZTrFIANFTZIVNTI/IAFII T =
W24y 7aRF TN/ IT—h

BocHN/\I(D/\/COzEt
Oj/

IF) E D-3-B-{E=ZTrFHANKRZIIV T I /I AFIVN 7)) -2-
Ay 7aRFI-2-7axR ) IT—brEHNWTEES 46b) EEHRICUEE L. BEEEE
WEE-,
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'H-NMR (CDC15)

6:0.95 (d J=6.0Hz, 3H) 1.15 (d, J=6.0Hz, 3H) 1.24 (t, J=T7.2Hz, 3H) I.46
(s, 9H) 2.93 (dd, J=8.4, 14.0Hz, 1H) 3.07 (dd, J=4.8, 14.0Hz, 1H) 3.49 (sept
J=6. 4Hz, 1H) 4.04 (dd, J=4.8, 8. 4Hz, 1H) 4.12-4.19 (m, 2H) 4.30 (d J=5. 2Hz,
2H) 4.80 (br, IH) 7.12-7.16 (m 3H) 7.23 (d, J=8. OHz, 1H

BIEH 138e) T F) 3-B-(FEZAAFIV 72224V TORF L F O
N/ I—b 7Oy k

OY

IFN G- {E=ZT"FIANRZIIW TIIAFN 722V -2-0V T
ORF70/8/ I— M4 67g % b 7)UA OEEE 50nl ICBEKEL. BRICTHREK
MEBLU. BEZBEEEL., IN-EKREEE L FIVER 10nl ZMABGEL. 2
sbam 6. 931g 2157z,

'H-NMR (CDC1,)

6:0.97 (d J=6.0Hz, 30 1.10 (d J=6.0Hz, 3H) 1.25 (t, J=7.2Hz, 3H) 2.87
m 2H) 3.52 (m 1H) 4.10 (t, J=6. 0Hz, 2H) 4.50 (q, J=T7.2Hz, 2H) 7.20 (m, 2H)
7.34 (m 1H)

£l 1380) 2~V TOBRF-3- G- [U{B- (b TNATAFIV) X DIV F
FUIANRZINT I /T AFIV 72 Z)V) TOS B

5 X oM
feARRCRS

IFIN 3-B-(FEZAAFN Jx 2NV -2-1V FORFL T/ /) T—h
Z2sDRN
Wng 2H5MUED. RIATAAZMAT, ZBRILRETRIMES T, NN-PAF
JVRIVAT 2 R0 5ml 1AL, REEI DL 10ng. KOET RSTFIVT €
=L 200mg A, EBRICTIO AL, - U TINATAFINDNT

165



WO 02/100812 PCT/JP02/03866

0= K 40ng A, BRICTIFHEBHLZ. RIDEGWICHEIFIVLEZMA.
KTHRE LU REZBHEL. REICTZSY /=)L 0. 4nl, SN-7KE&{LF D) 7 A 0. Inl
A, BRICTIABELZ. INEEEICTHRIL, BFETFILTHEL. B
BEL REZYBREEBA/I O M 574 —ITTRHREL, F5dtE% 1. 09 ng
k= YA

MS m/e(ESI) 440 (MHY)

G 139. 2~V TORF-3- G- ([({[A-(F U TNFORXAFIV X D) F
FUNANRIIN T IVAFIV 72 2)V) TO/S B

1 CO M

F

4-RYTNADRAFIR DN TOI REANWT, Eff] 1380) &FEBRICAEL .,
Bz,
6:1.01 (d, J=6.0Hz, 3H) 1.15 (d, J=6.0Hz, 3H) 2.95 (dd, J=8.0, 14.4Hz, 1H)
3.12 (dd, J=1.6, 14.8 Hz, IH) 3.54 (sept, J=6.4Hz, 1H) 4. 13 (dd, J=4.0, 8. 0Hz,
1H) 4. 38 (d, J=6.4Hz, 2H) 5. 11 (br, 1H) 5.19 (s, 2H) 7. 15-7. 19 (m, 3H) 7. 25-7. 30
(m 1H) 7.48 (d, J=8.8Hz, 2H) 7.62 (d, J=8.4Hz, 2H)
MS o/e(ESI) 440 (MH)
ERag 140, -4 TORFI-3-3-[[({[2. 4->roaxX> DN FF) AIVE
W T2 AFIV T 22V T B

X CO,H

(:I’(jf0 HmY

2.4-vroaNRTINTOI FERAWT, Eifl 1380) ERHRICOUEL., Filk
BTG,
MS m/e(ESI) 440 MHY)
EpEf 141, -1/ ToRFT-3-B-([(1[2 6-Xroax I AF ] AR
ZIWTZINAFV 722)V) T/ 8
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r X CoH
CC :

2,6-vrooRyI) 70 REANT. Eifl 1380 CEHICAEL. Fik
U%E 7;0

MS m/e(ESI) 440 (MH')
EHEd 142. -V 7O0RF-3-3- {113, 4-r0aX D) FF ) H)VR
VTR IAFIV 7)) TN B

I 1 CO,H
PO ACAE

3, 4-rroORIINTOI RERAWT, EfEFl 1380 SERICOEL, Fick
BMERFT.
MS z/e(EST) 440 (MH')
EHaE] 143, -1V TORF-3-[4-A bF-3-({[5-Q-AFIN-1, 3-F 7 /=)
A-A )N -2-FIZWI AN T+ Z ) AF) 7 2)V] To/#

\
W°ﬂ

IF)N 3-B-E ROFI—4-ARFT Tz ) -2V TORFTON/ T—
K 15mg. 5~ 2-XFI-1, 3-F 7 —N-4-A)\) -20-FF 72 AN T+ )k ol)
R25mg #2277 00XAY > 0.4nl iIZBEBEL. MUIFILT I H0n]l ZMAEIRIC
THRERBLE, RIGEESMICKBEE T F IV EZMA, KTHE U/, BEZEGHEL.
BEICTy /—)V 0. 4nl. SN-/KEE(EF U DL 0 Inl ZMA, Z|RICT 0 HNE
L7z, IN-EEsIcTHfIL., BT F)VTHHL, BEAEL. RELZYEREE
WEZ O RS T70—ICTHEL., EREEw 5.8 ng Z21E7.
MS m/e(ESI) 498 (MHY)

)
—<\|/

Ehfl 144, -4 TORF-3-3-U5-B-aVFH/YI -2-F L)V A)V
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TJxZ )V AF) T )] TO)N B

O-N 0
/\
%S,OWOH

-B-1YVFH I -0-FFT7 AN Tx=ZI) 70U RERWT, Eia] 143
EEBRICUEL ., FRbEmERT.
MS /e (ESI) 468 (MHY) |
ERa 145, 3-B-[U-ThF T2 =)V AN TNV AF L) TxZ)b) -2-

AV 7uRFT Fa/NE

0.,3()"’]@/\("\%
OY

?

G-ThFIREZANT IO REAWT, FEFl 143 SRRICUEL.
Zibameit.
MS m/e(ESI) 467 (MH')
EEF 146, 3- G- [(U-ET =NV ZN T AFI] Tz -2-1 V) T OR

F7a/)N 8

°
0._sdszH
| T
S~E 722V ANT )00 RERAWT, £l 143 ERRICUEL, £
L& ERIZ,
MS m/e(ESI) 471 (MHY)
FEHEF 147, -4V T ORF S -3-B3-[({A- (R ZINATAF)V 7= /1 AR
I AFU)AFIN T )V T O/ B
&4 147a) 3-UI-(E=ZTFIW-L I-DAFI I FF V) AFIN) X XT
WTEE
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TBSD/\©/CHO

FTOENINTINI=)V 4g Z N N-P AFIVRIVAT 2 R 200m] ITEREL .
B=TFNoOOQTPAFIN T2 g BLUNA I )V 10g #NA T, BIETK
BEBRLE, BFEEIFIIVTHRL. INEEE, fafnRfKiC TBERKSE L, A
BEEKREY X UL TERLE. BEEZRETEELE. BEZUNY
WASAZOIMTS5T74 —ICTREL, NFY-EETFI @) BESEL
D[B-TOEXRDNFFV] (BZTFIV) PAFN T 2g 2B, RNTE
SN (F-TOERIDINAFU] EZTFN) PAFILIS > 2UgEFhIER
075> 300ml IZEEL., EFFHESKT. ~18CITHAILZ, TFILDF T L (1. 52M
ANFH AR 55ml ZANA, 30 AR LAE. &RV I INEIFY 1L 5g DT R
e RO7 3B 0l Z2NA 7. -18CT | BB L% IR MA . &
BIFIVCTHEL., AEEEZK, EMBEKICTHREL., BKRES IR T4
TEBRL., BRZEZREZELE. REZUATNVAZ LA NI T T4 —12T
BEL. AFY-FREIFIV @) BEESELOELREEY 4 g 257,
'H-NMR (CDC1 ;)

6:0. 12 (s, 6H) 0.93 (s, 9H) 4.81(s, 2H) 7.49-7.53 (m IH) 7.60-7.62 (m 1H)
777 (d, J=7.6Hz, IH) T7.87 (s, 1H) 10.02 (s, 1H)

BEF 147Th)  TF) -B-(EROF I AFN) 7z )] -4V 7OoRrRF 7O
)N/ I—b

0

HomoEt
\r

KFENFTIUTLOMEZ TS EROTZ7S 2 20l IZEBL., XKET2-1V 7
ORFIRAR/BBEPIFIVA 2 OF S ROT S5 VB 250 2MA 7. B
RICTI0 LU, -(I-E=ZTFI -1 -2 AF NIV FF ) AFI) X
SZFNFER3 gDF I EROT7 S D HEHK 25ml 2R /2. ZiRICT 15 BRI
B U/, RISKIC INEBEZINA, BFEETF )V CTHIM L. BREZ K. 850
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BHKTHEL., FKRE /X ULATEERL. BEZHEBELE. Bltizs
DATZNAS LA T 574 —ITTHEEL., AFH-BFEEIFII Q) ESE
SELODIFIV ED-3-B-(I-EZTFI -1, |-CAFI U] FF ) A

FIV) T2V -0-14 Y TORFI--TOR ) T—h 3. 4g #15. ROTHESN
7=XFIN ED)-3-B-UI-(EBE=ZTFIWV) -1, I-DAF I VN FF ) AF)) 7
)] TaRF--TaxXR /)T —h34gEF I ROy 5> 30ml iz
BREL. TN TFINTEZDLTZIVAY FINT RS RO TS ERK) 13. 5nl
EMA. BRICTREERLEE. RCREWEZEEEIFILTHRRL. GHEE%
K. BERIAREKICTHRE L., BAKRMEBET /R UL THE L, BEEZREZEL
2%, BoNHERYETSY /—)b 250l IZEFEL. 1033500 LxF (. 30g %
i, KEFEKXITTOHRMRERELL, MEZEALAREZBEBRL %, KE
EIUNTFNASLIOARN T ST 4 —ICTHEL, AFY-FEIFIL G ) E
ok DIERLEY 1 g 2k,

'H-NMR (CDC1,)

6:0.95 (d J=6.4Hz, 3H) 1. 15 (d, J=6.4Hz, 3H) 1.24 (t, J=6.8Hz, 3H) 2.95
(dd, J=8.8, 13.6Hz, 1H) 3.02 (dd, J=5.2, 13.6Hz, 1H) 3.50 (sept, J=6.4Hz, 1H)
4.05 (dd, J=5.2, 8 8Hz, 1H) 4.14-4.20 (m, 2H) 4.67(s, 2H) 7. 17-7.30 (m 4H)
gEH 147¢) TFI 24V 7R F-3-3-[({4-(hUZINFAORAFIV) 7=1)
JIANKRZINAFU)AFN T2 ) TaNX/T—

bF
FKQ 0

IF) -B3-(E ROFAFI) Tz )] -2-1Y FOoRF 7O/ / T—h
100mg. a, @, a-rUZNAO-pbUNAVTx—b 150mgBLVOEY 235
wlOFhoERO752 2. 0nl) BERZZRICT 4 EEER UL, BEREZEEX
Lz, BEIC/700X5 D EMAT, REMEERELEE. VAT VAT A
JOXR BT 74 —ICTHEL., FibE 149 ng 2H 7=,
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'H-NMR (CDC1 ;)

6:0.93 (d J=6.0Hz, 30 1.14 (d, J=6.0Hz, 3H) 1.23 (t, J=7.2Hz, 3H) 2.95
(dd, J=8.8, 13.6Hz, [H) 3.02 (dd, 4.8 13.6Hz, 1H 3.49 (sept, J=6.0Hz, 2H)
4.06 (dd, J=4.8, 8. 8Hz, IH) 4.12-4.23 (m 2H) 5.19 (s, 2H) 7.00 (br s, 1H)
7.22-7.32 (m 4H) 7.51 (d, J=8.8Hz, 2H) 7.56 (d, J=8 8Hz, 2H)

K 147d) -4V TORF-3-(3-[({[4=- (R VINAORAFIVN T =V /] A
R AF ) AFIN] T2 Z )V ToN

IFN -4 7aRFI-3-B-[({E-(FUTNFOAFIN) 7= /1 AR
ZINFFV)AFN 722V TN T—F 149 ngiZ T/ —)b 4nl BEUSN
KEE(EF R LK 1.0 0l A, BRICT 20 BEEBHLE. RISKZKIZ
THERRUEE, SNEEEICToH 5 ICHEL. BB FIIBLUSEIELET > T2
LAKBHRICTHRR U, FEBZEANELT B LKBSRIEE Uz, Sk
BEF bUTAICTER. BELE. BERZUASNVATLIOR N ST 012
THELUERLEY 20ng 2157,

"H-NMR (CDC1,)

6: 1.02 (d, J=6.0Hz, 30 1.16 (d, J=6.0Hz, 3H) 2.99 (dd, J=T7.6, 14.0Hz, 1H)
3.15 (dd, 4.0, 14.0Hz, 1H) 3.50-3.60 (m 1H) 4.15 (dd, J=4.0, 7.6Hz, 1H) 5.20
(s, 2H) 6.93 (brs, IH) 7.16-7.35 (m, 4H) 7.51 (d, J=8. 8Hz, 2H) 7. 57 (d, J=8. 8Hz,
2H)

MS m/e (ESI) 426 (MHY)

Ee 148, -B3-1{(Z=ZV/ANKRZIAFUIAFIVI 722V -0-4) 70
REF L TO/S VB
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IFI 3-3- (e ROF T AF)N) 7))V -2-4V7aRF 7o)X/ T—+
W0ul . Zz2WAV 73— W0ul BETEY D> Hul dF o ROor s
(0.6 ml) BB ZRIRICT | BRI Uz, BWEZEELEER,. RECIY /
=)V 0. 4nl BLONKEALTF b U D LK 0. Iml Zh0A. FTRICT 1. 5 FeRiE
U, RISEZKICTHERL., NEEICTHILZ, BEEETFIVICTHLH L., 8
L% BEOESBEYHEON I ATHEREREL TK-ZTERZ ML= b
U AOREERZE AW HPLCICTHEE L. Fidbad 6. 02ng 2157,

MS m/'e (ESI) 358 (MHY)
Eaf 149, 3-B-({4-roar7=Y ) ANVFZIAFUNIAFI 7=
W24V TORFL T/ B

IF) -B-(EROFTAFIIN) 72NtV 7arF 7o/ -
BEO4-r 007 22UV V73— b ERWTERH 148 EFICLIE L, Ei
LemEBr,

NS e (BSD) 392 (MHY
£ 150, 24V FOAE -3 (3= [ [[d- b bt U/ FIVHEZIN) 5] AF
W 7 =)V Fa/S

IF) 3-B3-(e RO AF)N) Tz )] -2~V 7aRF> 7o)X/ T—+k
BEURp bMWY TR— b ERWTERF 148 ERBICUEL ., E12cdY %
B,
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MS w/e (ESI) 372 (MHY)
EhaF 151, 24V 7oO0RF-3-3-(I[E-AFT7=U ) AIVKRZI FF
UV AFI) T )V TS ik

/0\©\ j\o“‘g/\fﬁ‘on
g

IF) FB-(E ROFTAFIIN) 722V -2~V TORF IO/ T— b
BLUOL-ARFI T2 ZINA VT R— b 2HWTERE 148 ZERICUEL . 2
leEmeRi.

MS m/'e (ESI) 388 (MHY)
EE152. AV TORF-3-3-[({B- (b ZNATAFIVNT=Y /] H)
RN AF ) AFI] 7 x Z)V] TO/

=

IFI)N 3-B-(eROFAFI)V) 7)) -2-1V FafRF o/ IT—k
BLWe, a, a-b)ZNFO-FbUNAY T X— b ERAWTERE 148 L FE
AL, FEEeEmEE.

MS m/e (ESI) 426 (MHY)
Emf] 153, 3-B3-U[(2.4-7ooF7 =Y /) ANKZINFFUIAFIVN 7=
W =04 FTORF T/ B

oo

IFN -B-(c RaF I AFN) 7z -2-1V FaRF> o/ -k
BLU24-roardz )MV T x— M ERAWTERE 148 & RRICUEL .
Erlbamei,

MS w'e (ESI) 426 (MHY)
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Eaf154. -1/ TORF-3-3-2-(H4-(FVZNATRAFIVN T =1 /]
ANRZWAF )V ITFI 72 )V TO/N

SEs 154a) 3-Q-(1-B=TF)IN -1, 1-PT7x VI AFINIZTFN) R
A7 NTER

TBDPSO\/\©/CHO

B-TOETRFNTNA=NZENN-DAFIEIVLT I K 10nl ITEFEL. B
=7FNvroal 7zl T2 lbnl BEOAIFY )8 g EMAlz. BERT
REBHRLUZE. BEBETTIITHERL. INEEE., SNk TERESE L. &
BEZEKRE RV LTEHR LR, BEZBIETEERELL, REEZIUN
TFIWHSLZOI T T T4 —ITTREL., AFH-FBEIFIV A1) BEH2E
E0(E-TORITFFINAFIEZTFIN 722052 2 1g 2HB7%,
RKATESNEZ[B-TOETzR2FIVNAFY] BEZTFIN P72V S5
22.1gZ27 b ROT7 52 200ml IZHEFEL. ERFHEHKT. -8CICHALE. 7
FI)F LALLM AFH K 3Tnl ZiA. 30 LR, 4-FIVI L'
RU 2 10nl #MMA, -18CT | RefIfE# L72%& IN-EEEZNA. BFEETFILICT
ML, ARBEK SIREKICTHREL., BAREY I R ULTHEL, &
HEREZEELE. RBZVUATNVAILZOQTRT ST 4 —ICTTHRE L., A\F
Y-BETFIL @) BHABEX VRS 118 2554,

'H-NMR (CDC1,)

6:0.12 (s, 6H 0.93 (s, 9H) 4. 81 (s, 2H) 7.49-7.53 (m, I1H) 7.60-7.62 (m, 1H)
7.77 (d, J=7.6Hz, 1H) 7.87 (s, 1H 10.02 (s, 1H)

SUEH] 154b)  TFINI-[3-Q-E ROFSITFN) 7)) -2-4VTORFL T

0/8y/ IT—hk
0

HOWQAKU\OH
g

-2-1I-EE=TFMV -1 1- Tz FAFI) ZFIVN X ZXTINT
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RBLN -4V TORFIRAR/BBED TF )V E R ONTELHES] 147h) & BARICL
HL., BiltamziREi.

'H-NMR (CDC1,)

6:0.95 (d, J=6.4Hz, 30 1.15 (d, J=6.4Hz, 3H) 1.24 (t, J=6.8Hz, 3H) 2.84
(t, J=6.4Hz, 2H) 2.93 (dd, J=8.4, 14.0Hz, 1H) 2.99 (dd, J=4.8, 14.0Hz, 1H)
3.50 (sept, J=6.4Hz, 1H) 3.84 (br, 2H) 4.05 (dd, J=4.8, 8.4Hz, 1H) 4. 14-4.20
(m 20 7.08-7.13 (m 3W 7.22 (d J=7. 6Hz 1N

EH] 1540) -4V TORFS-3-3-2- (U= (b UTNATOAFIV 7= /]
ANRZWAFANIFN] T2 )V T/ B

H
FE}/@,N\P)/O\/\O/\OKH\OH

F

IFINI-B3-2-t RaF TF)V) 7z )] -2-—rV7aRF > Ta/)X /) -k
B&Le, o, a-b)T7NFO-p- AV T R—bEAOTERE 148 LR
L. EEReEMER.

'H-NMR (CDC1,)

6: 1.18 (d, J=6.0Hz, 3H) 1.21 (d, J=6.0Hz, 3H) 2.87-2.99 (m 1H) 3.09 (d,
J=5. 2Hz, 2H) 3. 76 (sept, J=6.0Hz, 1H) 4. 14-4.23 (m, 1H) 4.26 (t, J=5.2Hz, 1H)
4.46-4.53 m 10 7.09-7.15 (m 3H 7.25 (t, J=7.2Hz, 1H) 7.53 (d, J=9. 0Hz,
2H) 7.56 (d, J=9.0Hz, 2H) 7.67 (br s, 1H)
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-yono7x/—IVERAWT, E#l lc) EREERICUHL., EERbemEET.
MS m/e(EST) 431 (MNa')
Ehufl 246. 3-[3-2-b ROF-3-p-bUNAFI-TOdRF)-TxZ)V]-2-
AV ZarF-FTa/
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-AFNTx ) =)VERNT, KHEF lc) ERRICAUEL, B EHT,
MS m/e(ESD) 411 (MNa')
ERap 247, 3-(3-[3-Q2.4-PAFN-Tx /F)-)-L POF-ToRF]-7
- TaRF L -Tu/ U

OH 0
O A
fenaavae,

LADAFINT 2/ —IIVERWT, EfEdl 1) LRHRICLEL. RilbamzE
7Zo
MS m/e(ESI) 425 (MNa')
Epapl 248. 3-3-Q2-E FOF-3-m-bUNAFI-TORFI)-Tx=))]-2-
AV TaRF-Fo/N#

OH 0
\/l\/

J-AFNTx/—IVERWT, EfF lc) EEEBRIUEL. ERbemeEi.
MS m/e(ESI) 411 (MNa')
Ergl 249. 3-13-B-@-TFN-Tx /F)--L ROoF -TJorRF]-J=
W= TFaRF-Ta/N 8

OH 0

/UOWOO/T;OH

-IFIN T /—IVERWT., Effl lc) EEFEICUE L, BELEaYEE-,
MS m/e(ESI) 425 (MNah)
ERF 250, 3-13-03-2, 6-C7)AO-TJx /F) - RaF-TaoRFi]-
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J )4V T oRF-TO/N B

é[oj’io@N‘&OH
F Oj/
L,6-T7NF0T7x /) —IERAWT. ERfl lc) LRFRICUEL. ez
=7,
MS m/e(ESI) 433 (MNa') |
EREf 251.3-3-3-2-700-5-bZNATAFI-Tx /JF)-2- KaF
—pubORFIN-Tx oV 24V TORF-T O/ B

e F OH 0
Fy\C[O\/K,O\Q/\KKOH
! 0\]/

2-7005-R)TNAQRFIVT /) —IVERBWT, EfFl lc) ERBICUEL.
Bidlb e z15/-.
MS m/e(ESI) 499 (MNa*)
Epafl 252.3-13-3-3. 4-Yr7oo-gJx /FI)-2-bRFoF-JoRFI]-7x
21y FaRFI-TOIN B

C'D/O\/?E’OO/\#OKOH
cl O\I/

4-vroo7x/—=)IVERNWT, EHl o EERICOAEL., EEehzE
7o
MS m/e(ESI) 465 (MNah)
FEhaf) 253. 3-13-3-U-700-3-AF)-7x /F)-2-EROoF TR+
-T2 AV TaRF T/ B

0

OH
A
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-7 00-3-AF)N 7 x /) —)VERNT, MG o) ERBICUEL, ER(LeY
=Bz,
MS o/ e(ESI) 445 (MNa)
LRl 254. 3-13-[3-U->F I AFIN-7x ) F)-0-t ROF-FORF]-
TJx )21 TaORFI-TON B

OH 0
‘ e

4-27 ) AFIN T x /) =N ERANWT, Eff lo) EERICAUEL, FEiRbamEE
7o

MS m/e(ESI) 435 (MNa¥)

EhEfl 255, 3-13-3-B-r7ono-4-7)lFAo-7x /F)-2-E ROoF-FaRrst
N-F )=~ TORF-FO/)NEE

Eensuras,

-yno-4-7)vFAn7x /) —IVERANWT, EfEG o) EEBRICUEL. 3L (ks
MEE=,
MS m/e(ESI) 449 (MNah)
Eagl 256. 3-13-[3-W-roo-Jx /F)--ERoFi-JaoRF ] -TJx=

W -0-1y 7aR*-Ja/)N

OH 0
A

d-roo7z/—IVERWT., EfEF o) EREBICLEL, ERbahEBr,
MS m/e(ESD) 431 (MNa¥)
FEafl 2567, 3-13-[2-E FOF-3-2-EXRYD /-I-M)-T7x /F)-TORF
-T2 TORF T/ EE
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C[WOHVOO/\)O%H
O s
-ERYT ) T/ =IIvERANWT, el lc) CERRICOUEL. FEiltamzs
7o |
MS m/e(ESI) 480 (MNa')
E R 258.3-13-3-U-T7)NA0-Tx /F )L FOF-TFoRFS]-Tx=

W -2-1y TaiRF -7/

OH 0
A
FoaRa RS,

4-7)hAaT7x /) —IVERNT, EfEG (o) ERZRICUEL., Ebemani.
MS m/e(EST) 415 (MNa")
Ehag1259. 3-13-3-U-TFN-Tx /F)-2-L ROFI]-FORFI|-Tx
W2V FaRF I -T o/ B
OH 0

\UO\/K/OO/\QL/OH

4-TFN T/ —IVERWT, EfEF lo) EERICOLEL., FERbemrigs,
MS m/e(EST) 425 (MNa¥)
ERF 260. 3-(3-[3-65-200-2-AF)-Tx /F)-2-E ROF-ToRF
-T2 TaRF I -TONE

-AFIN-3-rooTx/—IEAWNT., E£ffl lc) EEFRRICUHE L. EiE{LEYW
1Fl,
MS m/e(ESD) 445 (MNa®)

214



WO 02/100812 PCT/JP02/03866

Ehafl 261, 3-13-2-E ROFT-3-3-ArFI-5-AF)I-TJx /F)-Tar+
-7zl -2-AvTaRF-TOoN B

OH 0
Me0 0 A0 oM
[SRaNeas

FAFIN-5-ARFT 7/ —IVERNWT, £l lo) ERKICAUEL., ZEits
MZEHz.
MS m/e(EST) 441 (MNa')
Ehagl 262.3-3-3-B-TF ) -Tx /F) -2~k FOF-TORFI]-Tx=
W =2 FaRF-Toa/)NE

\O/o\/ﬁ,()@/\f?“

-TFNTx/—IVERANWT, Eiehl lo) CRRICUEL ., BEtamzi,
MS m/e(ESI) 421 (MNa®)
EHEfI 263. 3-(3-[2-t FOF-3- (1o > F—=)b-d-A )V AF ) -TORF]-
T -2V TORF L -T /N

OH 0
0 A0
seageas.
N~/ T

A-b ROF A 2 R=)VEHAWT, EfEH lc) ERFRICALEL. ElbamzEE
7
MS m/e(EST) 435 (MNa*)
EREf 264. 3-13-3-UW-yoo-2-27 /-Jx /F)--E FOoFI-TOfF
N-TxZ )4 TORF-T O/ E

CN 0

OH
SO
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4-rpano-2-7 /) 7/ =IIERAWT, EEF o) ERBRICUEL ., BE{LEY
15,

MS o/e(ESI) 456 (MNa")
EHEFl 265. 3-13-3-4-TOE-2-27 /-Tx /F)-2-L FOF-FORF

N-TxZ)V) g TaRFI-Ta)N

4-TOE-2->7 /) 7/ —IVEHWT, EEH [c) EEERICUEL . EitE

Br

17,
MS w/e(ESI) 500 (MNa¥)
ERafl 266. -4V 7ORFI-3-C@-{[({[A-roax>Z)]AFI] AR

W7 I )T AF)I 7)) Ta)S ik
0

0
/@/\O)Lﬁwm
I Oj/

-7 0O 7O REfANT, EfEF 1381) ERRICUE L., FiEley

vk = A
MS m/e(ESI) 428 (MHY)
ERG 267, -1V 7ORFI-3-@-1{UB-roax )V AF] R

W73 I AFI T Z))) T o) 8

0 0
Y

rooNRIIINTOI RERWT, EREF 1380 LFEERICOLEL. BELEeD
=157,
MS m/e(ESI) 428 (MHY)
ERgl 268. -1 FoORFI-3-@-([({[2-roax> )] FF ) AR
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W T I I AFI 7)) TN 8
Cl 0 0

@»o*ﬁmu

~-roaNIINTOI RZAWT, Effl 1380 ERERICLEL. #EiElkedh
TRz,
MS /e (ESI) 428 OMH) |
Ehifi 269. -4V TORF-3- G- ([({A-TNAOXR P FF ) AR
NTZIVIAFM T2 To/S

4-)NAOXRDNTOI FeAWT, EfEf 1380 EFEFKICUEL, Ziilkd
MeEF.
MS @/e(EST) 412 (MHY)
Egl 270. -4 TORFI-3- B-{[({[3-T)FA ORI FAF ) hILiR=
W TZI/IAFM 7o) To)S 8

-TNAFAOXRIVNTOI REANVWT, EHEF 138 SREBRICAUEL. ELts
MEBIz,
MS @/ e(ESI) 412 (MH')
EEg 211, 24V T7aRF-3-3-{[({[4-2F7 / XD AF L) HNEZ
WM TIJIAFIV 7)Y TS VB

0
Seasaeae,
? T

N
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4->7 ) ROVNTOI FEAWT, EMEF 1380 SEKICUEL. ZEiEbay
157,
MS m/e(ESI) 419 (MH)
ERFI 272, -4V TORFI-3-B-[[({B-2 T I RPN AF I ANRZ
W T IJIAFI 72 2)V) T/ B

N 9 !
Y

-2 7/ RIVNTOI RZAWT, EMEH 1380 ERBRICAUEL. EiLlbaw
Z1F7z.
MS m/e(ESI) 419 (MHY)
EHaF 273, 2-AV TORFI-3-B-{[({2.4-TNAON D) FF I A
R TI/NAFNV 7)) Ta)N

F )01\ 0

2LA4-TT7NAORIVNTOI RERNT. EiEFl 1380) SEHICOUEL, ZL
tEMmEiEiz.
MS m/e(ESI) 430 (MHY)
EWG 274, -4V TORF-3-3-[[({[A-AFFI NN AFI) AR
W TZIJVAFN TxZ)V) TN B

0 0

Q/\O)Lﬂw(m
~0 O\r

4-ARFIARDNOY RZRAWT, EfF 1380 EFEERICUE L. Fidlkd
MEE.
MS m/e(EST) 424 (MHY)
EHaH) 275, A TORF-3-@-{UL-T)AT 4-FY TIAOAFILAN
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SO FFUNANERZIN T I T AFI Z7zZ)V) wARPANS
F )9\ 0

>(©f0 P{WOH

F 0

: T

-7 NAO-4-bUINAQAFNAR DN TOI REBNWT, EREH 1381) EF
RICUEL ., BRlbemeRt,
MS m/e(ESI) 480 (MHY) |
EHF] 276. -1V FORFI-3-@B-[[({[2-2700-4-TORFI XD ] A4F
SANANKRZWN T I AFIV 7 Z)V) TN

Cl 0 0

isasneas.
~0 0\r

-7 00-4-7ORF IR TOI REFANWT, Efl 1381) ERBRICUEL .
FilbemzEF,.
MS m/e(ESI) 486 (MH')
EREFI 217, -4V TORFI-3-@-1[({2-7)A0-4-r0axXI)N]FF
NANKRZI TI/IAFN 72 2)V) TONEE

F 0 .0
DAOXHKO/\)LOH
: g

-7 AO-4-7 0O )T O RERAWT, Efapl 138]) &FEERICUE L,
= L R Y
MS m/e(EST) 446 (MH)
Ep) 278, AV TORF-3-@B-[[({A-PUTNAOARF IR IV F
FUANRZWN T I /IAFIN T2 2)V) T/ g

L W
F 0" N OH
Eﬁxo/@/\ H 0\[/
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4RI TNFOARFIRIDNTOI RERWT, Efbl 138f) & FEHICNE
. BElb&mEET,
MS m/e(ESI) 478 (MH)
EREE 279, 3-13-3-2.4-r7o0-7x /F)-20) - ROF-FoRF]-
TV -208) -4V TORFS TN
BEHI279a) AQ)-NPN-3-Q- A TORFI-TEFI) -FAFHSY T~
-4 >

| 2 0
NS
e

-1 7 ORF EEEE 8g MU R) IZFITI360ml dF bk ROoTvS5>
W) B E-25CITBEIL, 2 =T AFLTON /)L 2O K9l 2 F L%~
. RIS 5 BE-20CTHIE L 2. SIE Y F7 4 508 & (@9 -4-< > )l
3500 > 120g ZIERINA . ZEBTHEC —BHR L%, RKASHE
BB L. RETCREL., BEEBEIFL 2 AR, MOREKEF
& LRI T LT i, TOKREET & % 0 A TR L7, BIRERETEEL.
BE L UNSINATLIOT T T T4~ TREL (EHIEE N5 B
TFIL) . (94N D3 0oV TORF ST EFI) -1, 3-AFH/ 0 -0
4> 106. bg 2 EEMRY & L TE,
HOWR (CDCL)

6117 (d J=6. OHz 6H) 2. 81 (dd, 1=9.5 13.4Hz IH) 3.35 (dd. J=3.2, 13. 4z,
) 3.74 (sept, J=6.0Hz M) 4.24 (dd, J=3.5 9. 3Hz) 420 (1 J=0.3Hz 1N
465 (0, J=19.5Hz 1H) 469 (n 1M 4.70 (d J=19.5Hz IH) 7.22 (d J=T. 2z,
M) 7.30-7.45 (. 3
B 2190) 4 () -~ D3 (3= BRI AF LT T 2L 3k KOF
20 -4V 7aRF-Jot o) -AFH /Y -0-F
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49 -4-RPN-3- -1V TORF LT EFIN) -1, -AFHF O -2-F>
8. lg ® ML > (120m]) B Z-T5CIZHRA L, FUZFILT 2 250 0nl 2%
7o Wiﬂf)i‘—70°céﬁif;mﬁfﬁ'@‘/“?’?}l/ﬂ‘im‘/ FZb—F (INP27ooA%
SVEHR) 30 ml 2T L7z, M TR M HEBLEE NBEZCEXTERSE, &
250 R L. BU-THCICHAIL 2, ZORBIKIZ - DN AF IR XTIV
FERSL 28DV OOAY 2 25nl) AR ZEN 2 5 —IZTHA., -15°CT 30 4K
BLE® PIREEZEATITHEEZ 1058 ICTDICETLRI A, B
“ISCIBAILEE, RO INFFIRIXTNTER 2 0gOVrOORS >
(10m]) BEZMA Tz, TOEERACEBRBREITHREL. Eif 3 HEEHRLZ, 2%
/=) 150ml, pHT Ny 77— () CEESE—/KFEF MU D L-7 T 8) 100n]. @B
b7k (30%7KEEHR) 30nl ORERPICKGREZEFE, B TF)IL THHLZ. Fi
[EEERBEKTHERLUR., BKRET /X TLTERL., BEZBEZEEL
o BREZIVATINVATLIORNT S T4 —ICTHEL, AFY-HBELTF
V2 1= 2 BHEAEED 48) - N2 D)N-3-B-B- RPN AF -T2 Z)V)-3-
EROFI-20) -1V 7ORFI-FOA V] -FFH U D -0-F42 13 lg%
meEF () &L THE,
'H NMR (CDCI,)
6: L.11 (d J=6.0Hz, 3H) 1.19 (d, J=6.0Hz, 3H) 2.75 (dd, J=9.6, 13.2Hz, 1H)
3.08 (d, J=5.6Hz, 10 3.26 (dd, J=3.2, 13.2Hz, 1H) 3.60-3.69 (m 2H) 3.99 (dd,
I=1.6, 8 8Hz, IH) 4.27-4.33 (m, 1H) 4.84 (t, J=5.6Hz, 1H) 5 07 (s, 2H) 5.44
(d, J=5.2Hz, IH) 6.88-6.90 (m, IH) 7.00 (d, J=7.6Hz, 1H) 7.09 (t, J=2. OHz,
0 7.16-7.24 (m, 3H 7.28-7.35 (m 6H) 7.39-7.43 (m 2H
BLER]279¢)  468) - RN PI-3-3-3-EROF -7 Z)1)-2(8) -1 FOR
F-FOCAN]-AFHSUT)-F
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IR D3 [3- (=R N A F -7 £ Z))) -3-E KOF -3 Y TORE
-7OCF N -FFHSID-0-F 2 12.9g 2 ) D2 30nl IZEHBEL. KA
T AF 2V T74Z)o 0 B3 06ml 2T Lz, FRICT2RRMERL. K
ISR EEEE TFIVICTHRRL., IN-EHEE, SEfaE/KICTIERESRE L. HEE &
IKEBEY T2 LT TR L, BB, BEEZBE. A5 AT x VEE-3-14(S) -
RUDN-2-FF)-FFH V-3 -1-B- X D)NFF -T2 2)) -
200 -1V 7aRF-3-AFV-JOEN TATFINEEE. ZOHOEIY /—)b
300ml ICEEARL . 10585 DU AkE 28 ZMA. KEFHAT. BRICTREER
Lz, RISHEZEDBL., ARZER. REZHBIFIVICHERL. fafiREkES
RO LKBSIRICTIRE L, FREBZEKEE R ULTEEL., BEEZEE
BELFE, BEEZVUAXNASAZOT R ST 4 =2 TERL. AFH-F
BTFI 2 1-3: 2 A EL DEEREW 5. 8Tg 2 E|EA 1)V E L THI.

'H NMR (CDC1y)

&:1.04 (d, I=6.0Hz; 3H) 1. 16 (d J=6.0Hz, 3H) 2.78 (dd, J=9.6, 13.2Hz, 1H)
2.86-2.96 (m, 2H) 3.31 (dd, J=2.4, 13.6Hz, 1H) 3.53 (Sept, J=6.0Hz, 1H) 4. 01
(t, J=8.0Hz, IH) 4.13 (dd, J=2.4, 9.2Hz, 1H) 4.50-4.55 (m, 1H) 5.22 (s, 1H)
5.39 (dd, J=5.2, 8. 4Hz, IH) 6.71 (dd, 2.4, 8 OHz, IH) 6.82 (t, J=2.0Hz, IH)
6.87 (d, J=7.6Hz, IH) 7.14 (t, J=8.0Hz, IH) 7.18-7.23 (m 2H 7.27-7.35 (m,
3H)

SHEF279d)  3-B-EROF-7x2))-208) -4V 7ORFI-TONEBET
FIIZATIV

0

j/
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48)-RIN-3-3-B-EROF-7x2)V)-20 -1V 7ORF-Tars
IV -AFHSUT-0-F 2 1L83g T S RO TS A0nl IZEHBEL . KE
F. 30%@EE kK 3. 3ml. IN-KEE(E ) F U LKA 12n] ZMERINZ Z|IBIZTH
BB L, RIGRIKEMAZE, 2P70oXsy Tl KiEE IN-EE
ICTCEMIC U7, BEEE T FIVICT I B L. BB EZEKEES /R VLT
B AEEREZEEL -G-EROF -7V 20 -1V FaRF - o
S 84Tng 21572, ZOBDENN-DAFIVFIVAT I F 10ml ITEMHL ., REEK
FHYDLA00ng. 1A RITH0.32nl ZIEXRMA, ZRICT 3 HEEL L, K
R EEEE T TFIICTHERUKTHES U, GREBEZEKREESY T XU LA TE R
L. BEZREBELE, BREEZVATNATLIORNT T T 0 —ITTHRL,
AFY U -BEEE LTIV 3 | EHSE X VIRER(LEY 56Tng 2 ;EF ()L & L TH.
'H NMR (CDCI,)
6:0.98 (d, J=6.4Hz, 3H) 1.16 (d, J=6.4Hz, 3H) 1.24 (t, J=7.2Hz, 3H) 2. 89
(dd, J=8.8, 14.0Hz, 1H) 2.97 (dd, J=4.8, 13.6Hz, IH) 3.52 (Sept, J=6. OHz, 1H)
4.05 (dd, J=4.8, 8 8Hz, IH) 4.12-4.19 (m, 2H) 5.01 (br, 1H) 6.09-6.72 (m 1H)
6.81-6.83 (m 1H 6.75 (t, J=1.6Hz, IH) 7.15 (t, J=T7.6Hz, 1H)
BHEF 279e) 204 7O0RFI-3-B(R)-FAFLF)WNARFI-Tx=

W) -TONCETFINVIATIV

9>\/0\©/\6/k0a
j/

-B-tROF -7z -20) -V 7ORF I -TONCEIFIVIZATIV
127mg Z N N-DAFINHRNVAT I R L Tnl ITBEMLU. mEEH Y 7L 83ng. A
ZIVAY R 15mg. R -7 2N/ L—b 156mg ZMA, BIRICTREE®RL .
FOSHE Z B TF VIS THR R UK TS Uz, BREZEKFES TR U LT
B, BEEREBE L. REEZ VAT INVASLIOR NI T 7 4 —ICTTHE
L. ANFY-BBEIFI 41 EHSEL DELEEY 100ng ZE]EF I ELT

=7
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I§ NMR (CDCI,)

6:0.96 (d. J=6.0Hz, 3H) [.15 (d J=6.0Hz, 3H) 1.24 (t, J=7.2Hz, 3H) 2.76
(dd, J=2.8, 4.8Hz, 1H) 2.87-2.93 (m, ‘2H) 2.98 (dd, J=4.8, 14. 0Hz, 1H) 3. 33-3. 37
(m 1H) 3.50 (Sept, J=6.0Hz, 1H) 3.95 (dd, J=6.0, 11.2Hz, 1H) 4.04 (dd, J=4.8,
9. 2Hz, 1) 4.14-4.22 (m, 3H) 6.78 (dd, J=2.8, 8.4Hz, 1H) 6.83 (d, J=2.0Hz,
1H) 6.86 (d, J=7.6Hz, 1H) 7.19 (t, J=8. 4Hz, 1H)

BUEH 2791  3-13-(3-2.4-¥ron-7x /%) -2 -k FOF-ToRE
-7z 2084V FORFTONELFIIATIV

f O 0
i D/O\A,om?a

-1V TORFI--B-AFTITZNAMF -T2V -TONRVEIFIT
AT 126mg LY S —IIVICEREL. 2,4-rr7oa7x /—)b 130mg. REES U Y
I 1Tng Zin&. 50° CIiZT L5 HEBRL &, SR ERE T FILICTHERRLAKT
et L. FREEZEARET /R ULTERL. BEEZRERELE. BEZ
SUNTFNASTLZ ORI Z 74 —ITTHREL, NFH-BfEETFIV 31 B
SE L DERLEY 1TTng ZEET 1)L E L THZ.
EREF 279g) 3-(3-[3-2.4-vroo-7x /F)-208 - RoFI-FoRF

-7V -208) a4 TaiRFL T8 B

i OH 0
) J@/O\A/Om;()“

3-13-13-2.4-vrono-7x /FV)-20) - ROoF-FORF]-Tx =
W=208) -4V 7TaRFTONRVEIFIVIATIV220ng #L5 / —)b 4ol IZHE
L. INKEE LT b U D LKER Inl ZINA 7. BRICT4REAKEL. IN-HBEE
ICTCHRRIL . BFBE T FIVICTHIH L, BRBEZHOKEEBR VR D LATERL,
BEEFREZE L. BREUATNASLIOR NI T4 —IZTHEL. A
FH BT FIV 3223 A E L DRI EY 200ng ZEAX I ELTHE
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77

MS m/e(ESI) 465 (MNa)

Ewel 280. 3-13-13-4-rono-2->7 /-T2 /F)-208 - RoFi-JoRr
FN-T7x2)-208) A4V FTaRF-TO/N B

N
I OH 0
0 A0 OH

-y Om--27 ) 71 ) —VERGT. BEEH 2191 . EHH 2199 & FAIT
WL, ERAWEsr,
NS m/e(ESI) 456 (Na
S5 281, 3~ (3-12(8)-E FOF2-3-[3- (- KO S 1-AFIV-TFIM - T =
JFxI-TaRFN-7xZ))) 20 -4V TaRF-T )N EE

OH OH 0

oo

(- FOFI-1-AFN-TFI)) -7 =/ —IVERWT, Bl 2791) . FEHEHF
279g) EEHRIZEL . ERbEWER,
'H NMR (CDCI,)
6:1.04 (d J=6.0Hz, 3H) 1. 16 (d, J=6.0Hz, 3H) 1.57 (s, 6H) 2.92 (dd, J=T7.6,
14. 0Hz, 1H) 3. 10 (dd, J=3.2, 13.6Hz, 1H) 3.55 (Sept, J=6.0Hz, 1H) 4. 11-4.12
(m 5H) 4.38 (Sept, J=5.2Hz, 1H) 6.80-6.88 (m 4H) 7.06 (d, J=7.2Hz, 1H) 7.12
(t, J=2.4Hz, 1H) 7.21 (dd, J=7.6, 8. 0Hz, 1H) 7.24 (m 1H
MS m/e(EST) 453 (MNa’)
Ehfl282. 3-B-PR-EFOF-3-4-rooryz/F]-TOkF|-Tx
) 20 -4y FaRF -/ B
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OH 0
A

f-yoorx /) —)vERWT, BLEH 2791 . EHEF 279g) EEBRICUEL. 2
lteamzeE.
' NMR (CDC1,)
6: 1.03 (d, J=6.0Hz, 3H) 1.16 (d, J=6.0Hz, 3H) 2.92 (dd, J=7.2 13.6Hz, 1H)
3. 11 (dd, J=3.6, 13.6Hz, 1H) 3.53 (Sept, J=6.0Hz, 1H) 4.09-4. 17 (m 5H) 4. 38
(Sept, J=5.6Hz, 1H) 6.80-6.89 (m 4H 7.20-7.26 (m 4H
MS m/e(ESI) 431 (MNa¥)
Ehaf] 283. 3-(3-120) - ROF-3-34-rouryz /F]|-TORFI|-
7)) =28 - TaRF-TONEE

mj@/o\/gi/o\@/\(?kw
Cl , N

3.4-vrua 7z /—I)IVERWT., BEH 2791) . EMEE 279g) & RERICUE L.
R Aty Rk Y
'H MR (CDCI,)
6:1.04 (d, J=6.4Hz, 3H) .17 (d J=6:0Hz, 3H) 2.93 (dd, J=7.6, 14. OHz, I[H)
3.11 (dd, J=4.0, 13. 6Hz, 1H) 3.56 (Sept, J=6.0Hz, 1H) 4.09-4.16 (m, 5H) 4.38
(Sept, J=6.4Hz, 1H) 6.80 (dd, J=2.8, 8. 8Hz, 1H) 6.83 (brs, 2H) 6. 87 (d, J=T7. 6Hz,
1H) 7.05 (d, J=2.8Hz, IH) 7.22 (dd, J=7.6, 8. 8Hz, 1H) 7.34 (d, 8. 8Hz, IH)

MS m/e(ESI) 465 (MNa')
EREiF 284, 3-(B-RR-EROF-3-U-AFNT7x/F]-TORF]-Tx

) 208 -1y 7aRFI-TaN B

0

/(jo\/‘\,o\ﬂj/\o:‘k/OH
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4-AFN T/ —I)vERAWT, BEF 2790 . FEfEF 279 EEBRICUML . £
ke ER.
'H NMR (CDCI,)

6:1.03 (d J=6.4Hz, 3H) 1.15 (d, J=6.0Hz, 3H) 2.29 (s, 3H) 2.91 (dd, J=8.0,
14. 0Hz, 1H) 3.11 (dd, J=3.6, 13.6Hz, 1H) 3.54 (Sept, J=6.4Hz, 1H) 4.09-4. 17
(m, 5H) 4.37 (Sept, J=6.4Hz, 1H) 6.80-6.87 (m, 5H 7.09 (d, J=8.4Hz, 2H) 7. 21
(dd, J=7.6, 9.2Hz, 1H)
MS m/e(ESI) 411 (MNa®)
FEhasi 285. 3-(3-120) - ROFI-3-24-PAFN Tz /F|-TORF |-
JxZ)V) 20 -4V FaRF T/ EE

OH 0
0 A0
Jesasene.

LA-VAFNT =/ —IVERNWT, 8156 2791) . EHEH 279g) L FERRICUIEL .
ZEilbamER.
'H NMR (CDC1,)
6: 1.03 (d J=6.4Hz, 3H) 1.15 (d, J=6.0Hz, 3H) 2.20 (s, 3H) 2.26 (s, 3H) 2.91
(dd, J=8.0, 14.0Hz, 1H) 3. 11 (dd, J=4.0, 14.0Hz, 1H) 3.54 (Sept, J=6.0Hz, IH)
4.10-4. 20 (m, 5H 4.39 (Sept, J=5.2Hz, 1H) 6.75 (d, J=T7.6Hz, IH) 6.81-6. 87
(m 3H) 6.93-6.97 (m 2H) 7.22 (dd, J=8.0, 8. 8Hz, IH)
MS m/e(ESI) 425 (MNa*)
ERig 286. 3-(3-1208) - FOF-3-U-r00-2-AF) 7z /F]-TORF
N-7x=)y) 20 -4V FORF-T/)N B

OH 0
0 A0 OH
Fsnasvae

- on-2-AFIT ./ —IVERWT, 83EE 2790) . EREF 279g) ERHRICU
HL. Eteeisiz,
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MS m/e(EST) 445 (MNa")
Emm 287. 3-3-120) - FOoFI-3-4-rsoo-2-I)iAa 7z /F]-FaiR
X -7x)V) 2084V TORFI-TO/N B

F OH 0
) @0\)\/0@/\5)?“

4-ron--7)bF a7/ —)VERWT, &R 2791) . EHEFI 2798) & FIHRIC
ML, BERIEMERSZ.
MS m/e(ESI) 449 (MNa’)
Ehefsl 288, 3-3-120) - RoFi-3-4-7oo-3-7)A07x /F]-7aiR
FU)-TxZ)V) 20 AV TORFI T/ #

QOH 0
A
JO

4-ruoo-3-7)vAorzx /—)VERWT. BER 2791) . FEHEHI 2792) & RERIC
L. Fillkehew.
MS m/e(ESI) 449 (MNa¥)
Ehepl 289. 3-B-120-EFOF-3-1246-bUAFN T /F]-TORF
N-TxZ)) 204V TFTaORFI-T O/ EE

OH 0
0_~_0

2.4, 6-FNUAFN T/ —IVERAWT, ZEH 2791) . EREF 279g) & EERITAUL
ML, B emES,
MS m/e(ESI) 439 (MNa’)
EHEaF 290. 3-(3-2(9) -k FoOF-3-4-I)NAO-2-AF) T x /F]-T 0k
F-TgxZ)) 20 AV TORFI-T O/ EE
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OH 0
fonauvas

4-TNAO-2-AFNT x /) —IVERWT, BEH 2791) . FEHEF 279g) L RFIHEIC
mEL, BEEMEEMER,
MS m/e(ESI) 429 (MNa¥)
Eap] 291, 3-(3-128) - ROF*-3-0-TOFE-4-AF)N Tz /F]-TOiRF

-z 208 A FaRFI-TOIN B

2-TOE-A4-AF)N T/ —IVERWT, BEH 2791) . EHef 279g) & RARICHM
L., Bilbemei,
MS m/e(ESI) 489 (MNa*)
ERafF] 292. 3-3-1208) - FOF-3-2-FtEFI4-roo7x /F]-TokR
F-7x2)) 200 -4V TORF-TO/N B

0 OH 0
0 A0 oM
5 oY

2-7EFI-4-ron7 ) —=)VERNT. SEH 2790 . EHEH 2799 &RFEHIC
WL, EleEmzEET.
MS m/e(ESI) 473 (MNa')
EMF) 293, 3-(3-12()-E ROFI-3-05-TAFN Tz /FL]-TORF|-
7z 28 -ATORF-TO/NN B

OH 0
0 A0 oM
T

L5-UAFIT /) —IIVERWT, EEF 2790 . EHH] 279g) LRI,
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Eiilb e etsic.

MS m/e(EST) 425 (MNa¥)

ERF1294. 3-(B-20) - FOFI-3-0.5-Yrooryz /F]-FaRF|-
JxZ)V) 20 AV TORFI-TONEE

OH 0
CI\C[O\/'\/OO/\)\OH
Cl N
2,5-vryonrx/—)VERWT, &iEF 2790) . EfEel 279g) EREERICUEL
BiltamERE.
MS m/e(ESI) 465 (MNa®)

EReF] 295. 3-3-129 - ROF-3-2-7)NAO-5-M) TNATAFI T/
X -JaRFI)-Tx)V) 208 -1V FaRFI-TO/NE

Fj\c[ov('ﬂ/oo/\(&
F OH
F 0\(
2-TNAO-5-MY TNAOAFINT =/ —)VERNT, BiEH 2790 . EHEH
279g) EERRICULEEL . EibEaYEBT,
MS m/e(ESI) 483 (MNa*)
Ersl 296. 3-3-1208) - FOF-3-5-TINAO-2-r)ITNFAOAFIN T/
F-FORFIN -T2 20 -4 TORF TN
Um0
-INAO-2-bUTNFAOAFIIT =/ —IVERHWT, Easel 2790) . EHEf
219g) ERIBRICALE L . EEbamzisi.
MS m/e(ESI) 483 (MNa)
EREE 297. 3-(3-12(R)-bROF-3-24-rouyz/F|-TJarF)-
Jx2)V) 208 -4 TORF-TO/N B
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g6 297a) 200 -4V TORFI-3-3--AFT TN AMFI-T=
)W -FaNXEBEIFIVIATI)

0

%Omom
T

Q) -T2/ — NERWTELER 27%) & FRICUEL . Eikdhz
LI EL TR
Cl OH 0

C,J@/O\;\VO@/\({?H

BLUEF 297D 3-13-03-Q2.4-Pr7uvno-7x /FI)-2R -k RoF-FoR+

N7 20 AV TaRFTONETFIINIAT)
209)-14V7aihF-3-3-8)-FFTIIAMFI-Tx2)V) -7 O/ B

IFNWIATIVERWT, 2190 EFEFRICUEL. ERbamzERk.

EmEfl 297c)  3-13-3-2.4-Yr7oo-7zx /FI)-2R - ROoF-FaRE:

-7 -2 Q) -4 TORF T O/

Cl 0H 0

) /©/0\/?\/0\©/\(‘)/‘\>)H

-13-13-12.4-r7oo-7x /F2)-2R - RoF~-TJORF ] -7 =
=20 -1V 7TORFLTONVEIFIVIATIVERNT, EF 2798 &Ek
AL, BRI EYERL.

MS m/e(ESI) 465 (MNa®)
Epasi 298. 3-13-3-U-ro0-2-27 /-T2 /F)-2R -k RoFi-FoiR
FL-TxMW 20 -4V TORF-T O/
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b‘wwﬂ“

4-rno-2->7/ 7x /) —IVERWT. BEF 29Tb) . ERESI 297c¢) & ERIZA
HU. FEbemEREt.
MS m/e(ESI) 458 (Na) |
Ehaf 299. 3-B-2R - RFOF-3-3-(I-E FOF-I-AFIN-TF)N)-Tx
JFV-FaRF)-Tx2)) 20 -4V TORFI-TO/NE

OH OH 0

-TAFNEROFI T/ —NVERNWT. BEH 29Th) . FEREF 297c) SR
IAE L, TRt emEREk.
'H NMR (CDCI5)
6:1.04 (d J=6.0Hz, 3H) 1. 16 (d, J=6. OHz. 3H) 1.57 (s, 6H) 2.92 (dd, J=8.0,
14. 0Hz, 1H) 3.10 (dd, J=3.6, 13.6Hz, IH) 3.55 (Sept, J=6.0Hz, IH) 4.09-4. 21
(m, 5H) 4.39 (Sept, J=5.2Hz, 1H) 6.80-6.88 (m 4H) 7.05-7.07 (m, 1H 7.12 (t,
J=2.4Hz, - 1H) 7.21 (dd, J=7.6, 8 OHz, 1H) 7.24-7.28 (m, 1H)
MS m/e(ESD) 453 (MNa®)
E i 300. -(B3-268)-RrROF-3-4-roorz/F]-TJarkF|-7Jx
) =208 -1V FORFL T/ B

OH 0

CIJ[::rO\/i\/OW::j/A};?PH

~-roa7x /—)VERWT, SHEF 297h) . EF| 297c) EEEICUEL, £
ke EE,
'H NMR (CDCI,)
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6: 1.03 (d, J=6.0Hz, 3H) 1. 16 (d, J=6.0Hz, 3H) 2.92 (dd, J=8.0, 13.6Hz, IH)
3.11 (dd, J=4.0, 13.6Hz, 1H) 3.55 (Sept, J=6.0Hz, 1H) 4.08-4.17 (m, 5H) 4. 38
(Sept, J=4.8Hz, IH) 6.80-6.89 (m 4H) 7.20-7.26 (m d4H

MS m/e(ESI) 431 (MNa')

Emf 301, -B-RR-eROFI-3-34-Cruayx /F)-TORF)-
Jx=)V) 208 -4V FaRF I -T /N EE

0OH 0
C! g

3 4-vroorx/—IVERWT, BEH 297b) . EREHF 297c) S RERICUIEL .

BitameE,

'H NMR (CDC1,)

6: 1.03 (d J=6.4Hz, 30 1.16 (d, I=6.0Hz, 3H) 2.93 (dd, J=8.0, 14.0Hz, 1H)
3.11 (dd, J=6.0, 14.0Hz, 1H) 3.56 (Sept, J=6.4Hz, 1H) 4.09-4.16 (m 5H) 4. 37
(Sept, J=6.4Hz, 1H) 6.78-6.84 (m, 3H) 6. 87 (d, J=7.6Hz, IH) 7.04 (d, J=2. 8Hz,
1 7.22 (t, J=7.6Hz, 1) 7.33 (d, 8 8Hz, 1H)

MS m/e(ESI) 465 (MNa®)
Efagl 302. 3-B-126)-EROFI-3-4-AFNTx/F]-TJOarF|-T7x
Z)) 20 AV TaRF -/

OH 0
Jeagucat:

J-AFNTx/—=)vERNT, 8EF 29Tb) . EfF 297c) EEBRICAUE L, £
E =g/ R A
'H NMR (CDCIy)
6 : 1 03 (d, J=6.4Hz, 3H) L. 16 (d J=6.0Hz, 3H) 2.29 (s, 3H) 2.91 (dd J=8.0
13. 6Hz, 1H) 3. 11 (dd, J=4.0, 14.0Hz, 1H) 3.54 (Sept, J=6.4Hz, 1H) 4.09-4. 17
(m, 5H) 4.37 (Sept, J=5.2Hz, IH) 6.80-6.88 (m S5H 7.09 (d J=8. 4Hz, 2H) 7. 21
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(dd, J=7.6, 9.2Hz, IH)

MS o/e(ESI) 411 (MNa')

EhEs) 303, 3-B-2R-ERFOF-3-24-PAFN Tz /F-TafF)-
JxZ)V) 208 AV TORF-T /N EE

OH 0
Jenauoae.
Y

2LA4-CAFNT /= IERWT, BLEH 297b) . EHE 297c) S EHRITUEL .
R =g/ R G N '
'H NMR (CDCI,)
6:1.02 (d, IJ=6.0Hz, 30 1.16 (d, J=6.0Hz, 3H) 2.20 (s, 3H) 2.26 (s, 3H 2.91
(dd, 7=8.0, 13.6Hz, 1H) 3.11 (dd, J=3.6, 13. 6Hz, 1H) 3.54 (Sept, J=6.0Hz, 1H)
4.09-4.20 (m 5H) 4.39 (Sept, J=5.2Hz, 1H) 6.75 (d, J=8.0Hz, 1H) 6. 80-6. 87
(m 3H) 6.93-6.97 (m 2H) 7.22 (dd, J=8.0, 8.8Hz, IH)
MS m/e(ESI) 425 (MNa)
EhaF 304, 3-3-120) - FOFI-3-U-TJOET7x /F]-TJORFI)-Tx
Z) 2 AV TaRFI-FO/N

OH 0

Uraaueas;

4-70FT7x/—IVERWT, ®/IEH 29Tb) . EREF 297c) ERRICOUIL ., &
L EMEHIZ,
'H NMR (CDCI,)
6:1.04 (d, J=6.0Hz, 30 1.16 (d J=6.0Hz, 3H) 2.92 (dd, J=7.6, 14.0Hz, IH)
3.11 (dd, J=4.0, 13.6Hz, IH) 3.55 (Sept, J=6.0Hz, IH) 4.08-4. 17 (m 5H) 4. 38
(Sept, J=4.8Hz, 1H) 6.80-6.34 (m 4H) 6.87 (d, J=7. 6Hz, IH) 7.22 (dd, J=T7.6
8. 8Hz, W) 7.39 (d J=8.8Hz, IH)
MS m/e(ESI) 475 (MNa')

234



WO 02/100812 PCT/JP02/03866

Eaf 305, 3-(B-29-EFOFI-3-U-ZTF)N 7/ F]-TJORFI|-7x
) 208 -1 TaRFI-Ta/N 8

OH 0

4-TFNT x/—)vERNT, BLEF 297b) . FEHEF 297c) ERARICUIEBL, =
b EMmERT,
'H NMR (CDC1,)
6: 1.03 (d, J=6.0Hz, 3H) 1. 16 (d, J=6.0Hz, 3H) 1.20 (t, J=7.2Hz, 3H) 2.59
(0, J=7.6Hz, 2H) 2.91 (dd, J=8.0, 14.0Hz, 1) 3.11 (dd, J=3.6, 13.6Hz, 1H
3.54 (Sept, J=6.0Hz, 1H) 4.10-4.17 (m, 5H 4. 38 (Sept, J=5.2Hz, 1H) 6.83 (t,
J=6. 8Hz, 2H) 6. 86 (d, J=8.4Hz, 3H) 7. 12 (d, J=8.4Hz, 2H) 7. 21 (dd, J=T7. 2, 9. 2Hz,
1H)
MS m/e(ESI) 425 (MNa*)
EpEfl 306. 3-3-208) - FOoFi-3-4-7 O D—3—><?)l/7:c/=\=?]—7°mﬂff\—
UN-TxZ)) 28 -AYTORF-TONE

0

OH
Cl Oj/

4~ 00-3-AF) Tz /) —)VERANT, BLEF 297) . EE# 297c) & EHERIZAN
BL., Flteyzesi.
'H NMR (CDCI,)
6: 1.03 (d, J=6.0Hz, 3H) 1. 16 (d, J=6.4Hz, 3H) 2.92 (dd, I=7.6, 13.6Hz, 1H)
3. 11 (dd, J=3.6, 13.6Hz, 1H) 3.55 (Sept, I=6.0Hz, IH) 4. 08-4. 16 (m, 5H) 4. 37
(Sept, J=5.2Hz, IH) 6.71 (dd, J=2.8 8. 8Hz, IH) 6.80-6.84 (m 3H 6.87 (d
J=7.2Hz, 1H) 7.19-7.24 (m, 2H)
MS m/e(ESI) 445 (MNa*)
Eag 307. 3-B-2R - ROF-3-B3-son-4-7)A07x /F]-FaR
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F -7z 20 -4V TaRFI-TONEE

OH 0
F 0\|/

-rnoo-4-7)NAn7x/—IVERWT, BEH 297b) . EREH 297c) & RIS
WML . RELlbEm e,
'H NMR (CDCIy) A
6:1.04 (d, J=6.0Hz, 3H) 1. 17 (d, J=6.0Hz, 3H) 2.93 (dd, J=8.0, 14.0Hz, 1H)
3.11 (dd, J=4.0, 14.0Hz, 1H) 3.56 (Sept, J=6.4Hz, IH) 4.07-4.16 (m 5H) 4.37
(Sept, J=4.8Hz, 1H) 6.77-6.84 (m 3H) 6.87 (d, J=T7.6Hz, 1H) 6.98 (dd, J=3.2,
6. 0Hz, 1H) 7.06 (t, J=8. 8Hz, 1H) 7.22 (dd, J=7.6, 9. 2Hz, 1H)
MS m/e(ESD) 449 (MNa')
EHEa) 308. 3-B-PR-rOF-3-[4-/00-2-AF)NTx /F]|-TOR*
N-TxZ) 20 AV TaORF-TO/S B

fonasvae
Cl

4-700-2-AF)N T /) —I)VERAWT, E:EH6] 297b) . ERI 297c¢) & EHRITL
BL., FilbdmzE-,
MS m/e(ESI) 445 (MNa¥)
EHEF 309. 3-B-2R - ROF-3-[4-roo-2-7)F07x /F]-FOR
FUN-7x2)) 208 A TaRF T/ EE

: OH 0
o
cl O\I/

4-zono-2-7)vAa7x /—IVERWT, & 297h) . ERal 297c) LRI
ML, ERtemEEr,.
MS m/e(ESI) 449 (MNah)
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EhEf 310. 3-B-RR-EFOFI-3-4-roo-3-7)4A07xc/F2]-7ohk
F-7x2)) 20 M4V TORFI-TO/)NEE

OH 0
F:@OV\/O\@/\‘)LOH
cl N

4-ryon-3-7)bAnT7 /=) ERWT, EhEH] 297b) . EHHF 297c) & F&IC
WEL, FELamzEL.
MS m/e(ESI) 449 (MNa')

Y@ ! O/Y%H

Ehel 311, 3-B-2R - ROFI-3-U-TEFI-2-AF)N Tz /F]-FOR

FN-Tx2)) 28 AV TORFI-TO/NEE
4-7EFIN-2-AFIN T =/ —IVEFWT, BEF 297b) . EHH 297c) & ERRIC

MEL., ERlbEmeHt,

MS m/e(ESI) 453 (MNa')

Ef 312. 3-B-2R-ERFOF-3-04 6-bVAFINTx /F]-TORF

SN-T7xZ)) 20 A TaRF-TO)NEE

OH 0
feqaucas;
O\I/

2,4, 6-FUAFIVT =/ —I)vERAWT, BLEH 297b) . FEREHI 297¢) & BHERICAL
HL., Etemzi.
MS m/e(EST) 439 (MNa¥)
FhEagl 313. 3-B-2R - FOFI-3-4-T)NA0-2-AF)NT7x/F]-FOiR
FN-7x2)) 208 AV TaRF-T O/ B
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bw@“*w

4= NAO-2-AFN T x /) —IVERWT, BEF 297b) . EHEF 297c) & RIEEIC
WMEL, BilbEMER-.
MS m/e(ESD) 429 (MNa')
EHag 314. 3-(3-L2R -t FOF-3--TOEA-AF)NTx /F]-TORF
N-TxzZ)) 28 A TaRF-TO/NEE

Br OH 0

D/o\)\/om\]im

-TOEA4-AF)N T x /) —)VERWT. BEH 29Th) . EREH 297c) & FHRIZL
. ERitamEak,
MS m/e(ESI) 489 (MNa®)
CEMEE 315, 3-(3- QR -k ROFI-3--FEFI-4-runTc /F]-7OR
F-7x2))) 204V TFTORFI-T O/ B

Cl

-7eFII-4-roaTz /) —I)VERWT, #EH 29T . EREE 297¢) & RHRIZ
mEL, BEILEYERT,
MS m/e(ESI) 473 (MNa')
EWEF 316, 3-B-12R-EROFS-3-D5-FAFIN T /F]-TORF|-
7)) 28 - TaRF I -TO/NE

OH 0

jSSaneas,

29-CAFINT /= ERWT, BLEH 29Tb) . FEREHF 297c) ERIERICUE L.,
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BEilb&YZziE.

MS o/e(EST) 425 (MNa®)

ERep 317, -G-2R-bEFOF-3-[2,5-¥ro07x /F]-TORF| -
Jx=))) 208 -4V TORF-F O/ EE

OH 0
Cl 0\/3\,0\©/\"/K0H
\C[CI 07/
2, 5-yryao7x/—)IVERNWT., 8&EH 297b) . EREH 297¢) EREERICUE L.
Bt zRzr.
MS o/e(ESI) 465 (MNa*)

Ehasil 318. 3-B-RR-EROF-3-2-IINA0-5-FUITNAOAFIN T/
F-ToRFUI-TJx)) 20 -4V TORFI-Ta/NEE

i OH 0
F’\C[O\/\/O\@/\AAOH
F 0\(

-TNAD-5- R TNAORAFINT L/ —)VERWT, BEH 2970 . EHH
297¢) EEBEICME L, EbamEEx,
MS m/e(EST) 483 (MNa¥)
EMG] 319, 3-(3-12R -k ROF-3-5-7)40-2-bY TNFOAFN Tz /
FUI-TORFUI-TzZ)) 20 -AVTORFI-T )N E

OH 0
\@KF 0
; T

F
-7 AO-2-b) TNAOAFIVT /) —IVZERNT, BLEF 297b) . EHH

297c) LEIBRICALE L . EEbEmEFl.

MS m/e(EST) 483 (MNaY)

EREF 320. 3-13-13-2.4-vr700-7x /F)-2R -ZIAO-FTORF] -

7208 -4 TaRF-TO/NE
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) J@O\;\/OWH

3-13-[3- 2. 4-vroo-7z /F)-28) - RoF-ToRFI]-TJ=
W =20 -4V T7ORFTONCEIFNIZATIV (&EF 27%)) 1T4ng %2~ O
OXA& > bonl IZEREL., -18° CIT®AL, (PITFIVZ/) ANTr7r—HrUT)
ZU R 0. 15ml Z2MA. BRICT2 HEERLZ, KZMAT, Pr70oxy i
THH L. BEBEEKREBES RO UAICTERL, 2B, BEZEERL. &
EUATINASLIOINT 7 4 —ITTHEEL, AFY-BFEEIZFIL T:1—
Sl EHEAEED, 3-13-3-24-r7n0-7x2 /F ) -2R -7 A O-ToRF
-T2 -0 AV TORF-TONVEIFIVIZATIV 1908 /7. &
DHDEIY/)—)anl. 7o FO75 20 50l ICEFEL. IN-KEEL) F7 L4
0.5ml ZiA. BIRICTHREBELZ. INNEERICTEEICLAR., BFEBETFILICT
MU, FREBEZEKRES /R UAITERL, 2B, BEZEL. BEZ
SURNTIWVASLAIZOTRT ST 4 —IZTHEL, AFY> - BFETIFI 31—
LIBEHAELD ., Eibe? blng =157,

IH NMR (CDC1,)
6:1.03 (d, J=6.4Hz, 3H) 1.16 (d, J=6.0Hz, 3H) 2.92 (dd, J=8.0, 14.0Hz, 1H)
3. 11 (dd, J=3.6, 14.0Hz, 1H) 3.54 (Sept, J=6.4Hz, IH) 4.13 (q, J=4.0Hz, 1H)
4.28-4.39 (m, 4H) 5. 18 (dt, J=4.0, 46.8Hz, 1H 6.82-6.92 (m, 4H) 7. 19-7.29
(m, 3H)
MS m/e(ESI) 467 (MNa¥)
Ehesi 321, 3-13-B3-U-roo-7x /FN)-20-7)Ao-FoRrFl-TJx=
W-28) -1 FaRlF-To/8

F 0

i O,o\}\,om\lk/m

-7z /) =)bERNTEER 27%) . Emf] 319 EREERICAE L. 25tk
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BMERFI.

'H NMR (CDCI,)

6:1.02 (d J=6.0Hz, 3H) 1. 16 (d, J=6.0Hz, 3H) 2.92 (dd, J=8.0, 14.0Hz, 1H
3.11 (dd, J=3.6, 14.0Hz, 1H) 3.55 (Sept, J=6.0Hz, 1H) 4.13 (q, J=3. 6Hz, 1H)
4.26 (d, J=4.4Hz, 2H) 4.31 (d, J=4.8Hz, 2H) 5. 14 (dsept, J=4.8, 47 2Hz, 1H)
6. 80-6. 90 (m, 5H) 7.20-7.26 (m 3H)

MS m/e(ESI) 433 (MNa?) |

Ef 322. 3-13-[3-B.4-rou-7x /FI)-2R -ZiIAO-FToRF]-
7 =)V -208) -4V FoaRF I -TO/N U E

F 0
Cl N

3. 4-vrunyx /)R WTHEER 27%) . EiEfl 320 EFEERICUEL ., F
mibemeRk
'H NMR (CDCL,)
6: 1.03 (d, I=6.4Hz, 3H) 1. 17 (d, J=6.4Hz, 3H) 2.93 (dd. J=8.0, 14. 0Hz, 1H)
3.11 (dd, J=4.0, 14.0Hz, IH) 3.55 (Sept, J=6.4Hz, 1H) 4.14 (q J=3.6Hz, 1H)
4.26 (d, J=4.4Hz, 2H) 4. 31 (t, J=4.8Hz, 2H) 5. 13 (dsept, J=4.8, 46.8Hz, 1H
6. 79-6. 84 (m, 3H) 6.88 (d, J=7.6Hz, 1H) 7.05 (d, J=2.8Hz, 1H) 7.23 (dt, J=1.2,
7.6Hz, 1H) 7.34 (d J=8. 8Hz, IH
MS m/e(ESI) 467 (MNa¥)
EfF 323, 3-13-3-W4-rono-->7 /-7 /)F)-2R -Z)AO-TaRF
-7z -20) -4V FaRF-T O/

N
|t E 0

4~ron-2-27 /7 7x /=B TEES 27%) . EREH 320 ERIBICALEL,
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EilbemEEL,.

'"H NMR (CDCI,)

6:1.04 (d, J=6.0Hz, 3H) 1. 17 (d, J=6.0Hz, 3H) 2.94 (dd, J=7.6, 13.6Hz, 1H)
3.10 (dd, J=4.0, 13.6Hz, I1H) 3.57 (Sept, J=6.0Hz, 1H) 4. 14 (q, J=4. 0Hz, 1H)
4.28-4.50 (m 4H) 520 (dsept, J=4.4, 46.4Hz, 1H) 6.80-6.85 (m 2H) 6.88 (d,
J=7.6Hz, 1H) 6.98 (d, J=8.8Hz, IH) 7.22 (dt, J=0.8, 7.6Hz, 1H) 7.49-7.64 (m,
20

MS m/e(EST) 458 (MNa®)

EHa 324. 3-13-[3-Q 4-PAFN-Tx /F 2R -TNAO-TORFI]-
TV -20 -4V TORF~-T /N B

/©/0\/§\/0\©/\6)\&)H

LA-CAFNT /) —IVERAWTELES 27%) . FEHEF 320 SERICUEL ., £
e Efiz,
'H NMR (CDCI)
6:1.01 (d, J=6.4Hz, 3H) 1. 16 (d, J=6.4Hz, 3H) 2.20 (s, 3H) 2. 26 (s, 3H) 2.91
(dd, J=8.4, 14.0Hz, 1H) 3.1l (dd, J=4.0, 13.6Hz, 1H) 3.53 (Sept, J=6. 0Hz, 1H)
4.13 (q, J=4.0Hz, 1H) 4.21-4.35 (m, 4H) 5. 16 (dsept, J=4.4, 47 6Hz, 1H) 6. 74
(d, J=8.0Hz, 1H) 6.80-6.84 (m 2H) 6.87 (d, J=7.6Hz, IH) 6.93-6.97 (m 2H)
7.22 (dt, J=0.6, 7. 6Hz, 1H
MS m/e(ESI) 458 (MNa)
Eag] 325. 3-13-[3-U-70O-2-AF)-TJx /F)-2R -7)An-FoihrF
-7 xZ)WN-208) AV FTORFL-T /S B

; 0
lonasvas,
Cl ~

4-700-0-AF)NT x /—)V AW TEEH 27%) . EHEH 320 EREHICOE L,
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EilbemERL,

MS m/e(ESI) 447 (MNa¥)

EREf 326. 3-13-(3-2,4->ro0-Tx /)F)-20-7)FO-FTORF]-
Tz -208) -4V FORF-T /N

Cl F 0
AT

3-13-13-12, 4-rr7ou-7x /FV)-2R - ROoF-JOoRF]-7z =
W=20) -1V 7oRrRF TN EBEIFIVT ATV [ELEH 297b] ] 1Tdng 22 7 0
OX% > oml iZE@L. -18° Clc®AILz. (PITFIVTYI)/) ANVTy—hrU7
AU R . 15ml A, BIRICT2 HEE#R L, KEMAT, 2700X%5 >
WWTHE U, BREZEKRET IR OULITERL, A8, BHEEERL. &
BEUATNATLIOINT T T4 —ICTHREL AFYY -BFBETFIL 7:1
-yl EEAELD, 3-13-(3-2,4->roo0-7x /F)-208 -7I)Fo-7oaR
F-T7xZ) 20 -V TaRF-TONCEIFIINIZTIV 8Tng 257z,
ZObDEIY /—)nl, T I ROT7 S0 5l IZ&EMRL. IN-KEEIL D F7
L0.5ml ZHNA. BRICTREEBRLUZ. INNEBRICTEREICLER. BFRRIFIV
CTH LT, BB AR VRS A TEBL. B, BREEL. B
BESVHTNATAI ORI T T 4 —ICTHEL AFH> -BEETF) 3:1
-1 BEHAELD, Fibe 83ng 2157,
'H NMR (CDC1,)
6: 1.03 (d, J=6.4Hz, 3W 1.16 (d, J=6.4Hz, 3H) 2.92 (dd. J=7.6, 13.6Hz, 1H)
3.11 (dd. J=3.6, 13.6Hz, 1H) 3.55 (Sept, J=6.0Hz, IH) 4.13 (q, J=4. OHz, 1H)
4.29-4.39 (m 4H) 5. 18 (dt, J=4.4, 46.8Hz, IH) 6.82-6.92 (m 4H) 7.18-7.26
(m, 3H)
MS m/e(ESI) 467 (MNa')
Ehesi 327. 3-13-3-4-r7oo-7x /FI)-2R-ZIFAO0-FOaRF]-TJx =
AN R AR s A VAWS -
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3 0
A
SO

f-ronorz/—)VERWTEES 29Tb) . EHEfl 326 EERRICUEL. Zid(t
EMER/T.
'H NMR (CDCI)
6: 1.02 (d, J=6.0Hz, 30 1. 16 (d, J=6.4Hz, 3H) 2.93 (dd, J=8.4, 14. 0Hz, 1H)
3.10 (dd, J=4.0, 14.0Hz, 1H) 3.55 (Sept, J=6.0Hz, 1H) 4.13 (q, J=4. 0Hz, 1H)
4.26 (d, J=4.4Hz, 2H) 4. 31 (d, J=4.8Hz, 2H) 5 11 (dsept, J=4.8, 47 4Hz, 1H)
6. 80-6.90 (m, 5H) 7.20-7.26 (m 3H)
MS m/e(ESI) 433 (MNa*)
Ehif 328, 3-13-3-B 4->roo-7x 7F3)-208)-7)NAO-FORF]-
Tz -20 -4V 7aRF-TO)NE

C’Ijovi/"@/\ﬁw

Cl N
3.4-rrun7x/—)VERWTEES 297b) . EMEH 326 EFRICLEL . £

lbEMmERL.

'H NMR (CDCI,)

6:1.03 (d J=6.0Hz, 30 1.17 (d J=6.4Hz, 3H) 2.93 (dd, J=8.0, 14. 0Hz, 1H)

3.11 (dd, J=3.6, 14.0Hz, I1H) 3.56 (Sept, J=6.0Hz, 1H) 4. 14 (q. J=4.0Hz, IH)

4.26 (d, J=4.4Hz, 2H) 4.31 (t, J=4.4Hz, 2H) 5. 13 (dsept, J=4.8, 47.2Hz, 1H)

6. 79-6. 85 (m 3H) 6.88 (d, J=7.6Hz, 1H) 7.05 (d, J=2.8Hz, IH) 7.23 (dt. J=T.6,

8. 8Hz, IH) 7.34 (d, J=8.8Hz, 1H)

MS m/e(ESI) 467 (MNa®)
EHag 329, 3-13-[3-d-roo-2->7 /-7 /F)-20) -7)bAo-FoRr+

-7z 208 A T ORFI-T O/ 8
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N
(| F 0
0 A0 OH

4-ryan-2-7 /) 7x /) —ERNWTEES 297b) . SEMA 326 & FRRICMEL .

ke .

'H NMR (CDCI5)

6: 1.04 (d J=6.4Hz, 3H) 1. 17 (d, J=6.0Hz, 3H) 2.94 (dd, J=8.0, 13. 6Hz, 1H)
3.10 (dd, J=3.6, 13.2Hz, 10 3.57 (Sept, J=4.0Hz, 1H) 4.15 (br, 1H) 4.29-
-4.50 (m, 4H) 5.20 (dsept, J=4.4 46. 4Hz, 1H) 6. 81-6. 85 (m, 2H) 6. 88 (d, J=T. 6Hz,
1H) 6.98 (d, J=8.8Hz, 1H) 7.22 (dt, J=8.0, 9.2Hz, 1H) 7.50-7.54 (m, 2H)

MS w/e(ESI) 458 (MNa')

EHaf 330, 3-13-B3-QA4-PAFN-Tx /F)-208) -7 NAO-TORF] -
T2 AV TORF-TO/NEE

/©/0\/E\/0\©/\(‘)/j\/(m

2LA-CAFNT =/ —IVERWTEES 297b) . EhEf] 326 LFEERICAEL. £
ke EB.
'H NMR (CDCI5)
&:1.02 (d, J=6.4Hz, 31 1.16 (d, J=6.4Hz, 3H) 2.20 (s, 3H 2.26 (s, 3H 2.91
(dd, J=8.0, 14.0Hz, 1H) 3.11 (dd, J=4.0, 14. 0Hz, 1H) 3.54 (Sept, J=6.0Hz, 1H)
4.13 (q, J=4.0Hz, 1) 4.24-4.35 (m, 4H) 5. 16 (dsept, J=4.8, 47.6Hz, 1H) 6. 74
(d, J=8.0Hz, 1H) 6.81-6.89 (m 3H 6.93-6.97 (m 2H) 7.22 (dt, J=7.6, 8 8Hz,
1H)
MS m/e(ESI) 458 (MNa')
EHEE 331, 3-13-[3-U-200-2-AFN-T7x /F)-208)-T7)A0-TORF
-7 -V TaRF-Tu)N B
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F 0
0 A0 oH
Nehasvgs

4-700-2-AF)N Tz /=) ERWTEEF 29Th) . EMEHF 326 S EERICUIEL .
Bl amEE~,
MS m/e(ESI) 447 (MNa)
EHEH1332. 20 AV TORF-3-3-[@-b U TNAOXFIN-NR D) FF
ANBZNT I )V-AFN -T2 )V -TO)S
BEH] 332a)  (3-3-4 ) -XDN-2-FAFV-FFH/SUT-3-1)L)-1R) -
EROFI 20 -4V FORFI-3-FFV-TOEN]-XNZZIN-AN/NI v
7w R EBZTFNIATI

oH 0 0
BocHNWN S

@9 ~4-N>ZN-3- Q-1 TaRF 7 EFIV) -1, -FFH /O -20-4 >

15. 3g D ML > (250m]) i’é?‘&’_&—?t?c ICEHILZ®R., PUZFIT 9 0nl 20
Alz. WERDS-NNCZEZBABWEETS 7F)RO> 70—k (INProox
& K Snl ZR T Lz, TR0 E#BLAE NEZ(CETLEASE. &
12 50 SR L. BU-TSCICBRILE, ZORSEIRES TFIL N- 3L 3 )L~
SV AINA=R Y gD rOOAy s @0nl) BEENZ 2 T—ITTMA. -
HCTI HER LR, 1 BEZMTTHEZ 10 08I ICTDICETLER
IR, TOEEHRLAICERETHFERL, BRKEER Lz, A& /=)L 200m].
pHT Ny 77— (U VEEEZIKFFT MU D L-7 T ) 200ml. @EEE{L/KE Q0%KkiA
i) 60ml DRESEPICKISKRZTEE, BB FIITHE L. BHE%EfiREk
ThRELE®, BKREY /R ULTHERL, BERZFBEBELL. REEZT
ATIWAZLIOINT T T4 —ICTHE L, NFH-FFEETFIV |1 EHSE
L DEEILEW 19 g ZEAEFT IV ELTHL,
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'H NMR (CDCI;)
6: 1.12 (d, J=6.0Hz, 3H) 1.19 (d, J=6.0Hz, 3H) 1.44 (s, 9H) 2. 75 (dd, J=10.0,
13. 6Hz, 1H) 3.25 (dd, J=2.4, 13.6Hz, 1H) 3.65 (Sept, J=6.0Hz, I1H) 3.72 (t,
J=8 0Hz, 1H) 4.02 (d, J=8 4Hz, 1H) 4.29 (d, J=6.0Hz, 1H) 4.37-4.43 (m, 1H
4.85 (t, J=4.8Hz, 1H) 4.91 (m 1H) 5.43 (d, J=5.6Hz, 1H) 7.12-7.73 (m 8H)
7.63 (s, 1H)
BEH 332b)  13-[3-U () -N DN -0-FFV-FFH Y P> -3-1)1) -2 (S) -
A 7ORFI-3-FFV-TOEN]I- XDV -IIWNI vy Ty R E=T
FINTATIV

0 9\\0
BocHNm})
O

(3- (3~ (4 (S) -RD)=20-FFV-FFH VY D2-3-1 V) -1-R -k RKOF -
200 -1V TabRF-3-FFV-TOEN-RODI-AIWNZIw 7 Ty R &
=T7FINIZATFIVIL g2 E) 22 100nl ITEMBEL. KIS T, AY 2 T7+=)b
ry0y R4.36ml Z@FLAE. KET2EEE®RL. RIRICT IREERL. RIS
WEFEBRIFIVICTHERL., IN-EE:. fafnBfKICTIEREH L. FHEZ &K
FEE< XTI LMMITEREL, B, BEZBE. AY 2N TrZvs Ty
RIR-B-TXT/AFIN-T7x2)V)-3-US)-RI)N-2-FF/-FFHV YD
2328 AV TORFI-3-FFV-TOEN TAFNEREZ. TOHOD
2L /=)L 500ml iR L. 10%/85 20 Ak 10g. BEEES ) UL Sg &=NA.
KEFHIT. BRICTHRERBLE. ISHEZSBL., AL ENE RS2 ER
IFIVZHRL . BEFREBIKET M) U LKBRIC T RS L. BHEE%H8KHEE<
TR IALATERL, BEZBRERELU . BEZ VAT INVATLIORKNT S
T4 —IZTHEHEL., AFH-FEETFIV2:1-3:2 B SEL DERLEEY 15. 3¢
FHEEKE L THER.
'H NMR (CDCI,)
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6:1.02 (d J=6.0Hz, 3H) 1. 16 (d, J=6.4Hz, 3H) 1.45 (s, 9H) 2. 78 (dd, J=9. 6,
13. 6Hz, 1H) 2. 93-2.98 (m 2H) 3. 30 (dd, J=2.4, 13. 2Hz, IH) 3.51 (Sept, J=6. 0Hz,
1H) 3.87-4.01 (m, 1H 4.08-4.12 (m 1H) 4.28 (d, J=6.0Hz, 2H) 4.52-4.59 (m,
1H) 4.80-4.88 (m 1H) 5. 34-5.40 (m, 1H) 7.12-7.35 (m, 9H)

BEE 332¢)  3-[3-(B=TbFIANKINT I /-AF))-TxZ)V]-2(5) -
AV TORFL-TOEF D BAFINIATIV

0

BocHNWOMe
Y

3-[3-14(S) - DIN-2-FFV-FFHJ)P2-3-1))-208) -1V FORF
3-3-FFV-TOEN] - RPN -ANNIw T Ty R FEZTFIINITAFI
15.3g 27 ho RO 752 300ml IZAEL. KRG, J0%EBELKFEK [5ml. IN-
IKEEL U F 0 LKISHR Toml ZMERMA BIRIC THREEBIR L. RISKRIZ/KZEMZ
<&, TDoOOXxyATTHEL. KiEE INEERICTEEICLU . BT FIVIC
T3EMEL., AREZEKRES /2T LTHERL, BEZBIEBEL 3-(3-
(EBETRFLANKRZINT I/ -AFIV-7xZ)V] 20 -1V 7OoRrRF -7 O
EAEE16.68g 2. TOHBDZNN-PAFIILEIVLAT I K 100ml IZE/EL .
IREEIKFEA DL Tg, AARALZ 23 onl ZIERMA, BIRICTRERRE#RLE, K
SR EEEE LT IVICTHRIRUKTIRE LU, AREZRKREY 22U L THE
U, BEZRIEBE L, BEBEZUATNATLIORMNT I T7 40 —ITTHREL.
NFY BRI TV 4 BHABEX DEREEW 8. 58 e B EEK L L THEL.
'H NMR (CDCI,)
6:0.94 (d, J=6.0Hz, 3H) 1.14 (d, J=6.4Hz, 3H) 1. 46 (s, 9H) 2. 92 (dd, J=9.2,
14. 0Hz, 1H) 2.99 (dd, J=5.2, 14.0Hz, IH) 3.48 (Sept, J=6.0Hz, IH) 4. 06 (dd,
J=4. 8, 8. 8Hz, 1H) 4.29 (brd, J=6.0Hz, 2H) 4.80 (br, 1H) 7. 13-7. 15 (m. 3H) 7.24

(t, J=T7 6Hz, 1H)
fER 332d) 208 -1V T ORFI-3-13-[U-bU TNAQAXAFN-XTJ)vHF

FHANWRZINT I ))-AFI -T2 )V -Ta)NBEAFITAT)V
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1 0
F 0
F T

FB-BZTbFIANKRINTI/-AFIN) -7 -28) -1V TORF
T-TOEA VEAFIVIZATIV 2340g % 1, 4-CAF Y2 10n] IEMB L. RIBICT
| FfE#E Lz, FUSERZEREL, &-bU ZIFOAFIAN DN T O3 R 320ng.
TRITFNT DV LAAD R 500ng, KEEEZZ UL 650ng Z<bHA. N N-D
AFIEINLT I Rl BB LZ. RIATARELLTDOMARMNS, FIRIC
THREBRLE, REKE. BFEITFIVICBM L., KTHEL -, FHEEZEKRE
B RO LTEREL, BREZBREBE L. BREZIUASIVAZLZOT R
TI5T74—IZTHEL. AFY-BBETFIL 31 BAHLE X DEZ(LEY 173ng
Z1F7,

Ehefil 332¢) 28 -4V T ORFI-3-3-[A-b VU TNFATRAFIN-RT)vHF
FLANKRZNT I /) -AFIN] -T2 )| -F OB
0 0

O”ILN OH
Nepsavas

2(S) AV FORF -3~ 3-[(4- R U AT AFI-R> T FF 2 H A
NTF 2 ) -AFW -T2 )W -TONEBEAFIVTATIV 1T3ng &I/ —)) 4l
ML, INKBEE U F 24 Inl Z200R, TIEICT 3 BB L, RISHKE IN-
SR TEMEIC L. BB TFILTHIE L. KTHE L. BREE KRBT Y2
M ATERL. BEEREEELE. BEESUASNAS LI OTRT 5T 4 —
TTHEL, AFY BB TF)L 32 AT L DR A 168ng 1B,

'{ NMR (CDCI,)

5: 1.00 (d, J=6.0Hz SH) 1.15 (4, J=6.0Hz, 3H) 2.95 (dd, J=8.0. 14.0Hz IH)
311 (dd, J=2.4, 13.6Hz, 1) 3.54 (Sept, J=6.4Hz, 1H) 4.13 (¢ J=4.OHz IH)
4.37 (& J=6.0Hz, 20 5.12 (br. IH) 5.19 (s, 2H) 7.15-7.19 (m 3K 7.25-7.27
(. 1M 7.48 (d. J=8.0Hz, W) 7.62 (t J=8.0Hz, IH)
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MS @/ e(ESI) 462 (MNa*)
Eef 333. 200 AV FORFI-3-13-[3-rYUITNFAORAFIIN-R I dF
FNWRZNWNTI))-AFI]-Tx )V -To/)\ 8

F 0 0

F

FRUTZNAOAFNANLDNTOI RERANT EHf 332e) & FHFICLEL,
Filbew ek,
'H NMR (CDCI,)
6:0.99 (d, J=6.0Hz, 3H) 1. 15 (d, J=6.4Hz, 3H) 2.94 (dd, J=8.4, 14. 0Hz, 1H
3.11 (dd, J=4.0, 14.0Hz, 1H) 3.53 (Sept, J=6.4Hz, 1H) 4. 12 (q, J=4. 0Hz, 1H)
4.38 (d, J=6.4Hz, 2H) 5.13 (br, 1H) 519 (s, 2H) 7.11-7.18 m, 3H) 7.24-7. 29
(m 1M 7.48 (t, J=7.2Hz, 1H) 7.53-7.64 (m 2H)
MS m/e(ESI) 462 (MNa )
EHas 334. 2084V TORFT-3-3-[U-r0a-NZINAFTHNKRZIT
S/ -AFN-T ) -FT OB

Nepaaeas,

4-roanzoirol ReRANT, Efafl 332e) ERERICOUEL . Eitay
157z,
'H NMR (CDCI,)
6: 1.00 (d, J=6.4Hz, 3H) 1. 15 (d, J=6.0Hz, 3H) 2.94 (dd, J=8.0, 14.0Hz, 1H)
3.11 (dd, J=4.0, 14.0Hz, 1H) 3.53 (Sept, J=6.0Hz, 1H) 4.12 (a, J=4. OHz, 1H)
4.36 (d, J=6.0Hz, 2H) 5.07 (br, IH) 5.09 (s, 2H) 7. 11-7. 18 (m, 3H) 7. 24-7. 34
(m, 5H)
MS m/e(EST) 428 (MNa *)
EHaf 335. 200 -1 FORF-3-3-[U-bUTNFOAIFI-RIV)AF
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SHIWKINT I ) -AFN] -T2 -F O/ 8

0 0
)'k /\©/\Hk
F 0" N OH

A-RUTINATRARFIRIDZNTOI REANWT, EMF 332e) &EHRIZUE
L. ke zeiEi.
' NMR (CDCy) |
6:0.99 (d J=6.0Hz, 3H) 1.15 (d. J=6.0Hz, 3H) 2.94 (dd, J=8.0, 14.0Hz, 1H)
3. 11 (dd, J=3.6, 14.0Hz, 1H) 3.53 (Sept, J=6.0Hz, IH) 4.12 (q, J=4. 0Hz, 1H)
4.37 (d, J=6.0Hz, 2H) 5.09 (br, 1H) 5.13 (s, 2H) 7.12-7.18 (m 3H) 7. 24-7. 28
(m 1H) 7.40 (d J=8 OHz, 2H)
MS m/e(ESI) 478 (MNa*)
EHEE] 336. 3-B-1[d-(U-E ROF I I-AFN-TF)) -R DN AFHINHR=
WP I AFN -2V =208 -4V FORF S -T /N B

/9\ 0

e ROFI-1-AFIN-ZFIR D700 REAWT, EEfl 332e) &R
L, EREmER.
' NMR (CDC1,)
6: 1.00 (d J=6.4Hz, 30 1.15 (d J=6.4Hz, 3H) 1.58 (s, 6H) 2.93 (dd, J=T.2,
12. 8Hz, 1H) 3.06-3. 12 (m 1H) 3.52 (Sept, J=6.0Hz, IH) 4. 11 (t, J=7. 2Hz, 1H)
4.37 (d, J=5.6Hz, 2H) 5.07 (br, 1H) 5 13 (s, 2H) 7. 14-7.17 (m 3H) 7.24-7.27
(m W 7.35 (d, J=8.4Hz, 2H) 7.49 (d J=8.0Hz, 2H)
MS m/e(EST) 452 (MNa )
EMf 337, 3-13-12.5-20a- X PNWAFITHNRINT I /)-AFI]] -
7z -20) -4V FaRF-TO/N B
85EH 337a)  3-B-FI/AFN-TxZ)N-20 -4V TORF-TO/N B
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AFIVIZATI
0

HZN/\O/\{LOMe
Y

-(B3-(BE=T "FIANKZNT I /-AFIV) -7z -28) -V 7arF
-TOEF VEAFIVIATIVI 034g 216K FE |, 4-FF 52 20nl ITHEHE L.
FBICT | BB L. RISKREBHEL. MBI FIVICEREL. afxEkES
RO LKTEHRE L, AEBEZEKREY R LTERL ., BEEREZSE
Zi b A 653ng = EAF IV &L THE.

ERpil 337h) 3-13-[2, 5-2>2700- R PNAFIANEZINT I /) -AFII]] -
ZxZ)-208) AV TORF-TO/N B

C'\@\okn/\@/ﬁ)‘m{
o 07/

-B-TI/AFN-7zZ)N-20) AV TORF-TONRE AFINVIZT
L 305mg 2oy 3l ICEAEL. U2 0.05ml. MU T+ A5 180mg
DOTrOuArAy EEK Anl) Z2Ke MRz, PUIZFIVTI 0. 0ml Z2i0A, =
BICTIERLE, ZOBKZABL., 2E20 0 KRBXIDITHERLE. Z
OEIKR0.5nl 3-B-T I/ AFIN-7x22)V)-28) -1V TaRF-Tan g A
FIIATFINDAY LT F— 2§, Bg&H)IZ. 2,5-700X2I)L7)a
—)V 20mg ZMNA 7z, RISEZEREL, 7o ROT7 520 40l ZMA. ZiRIKZ
T, 309 8E#HRLE, 24 /=)0 0.5ml. INJKEE(EF R UDLO Inl Zi0Z. #&
B U, UG ZE IN-EEBEICTEEMEICL . EBE T FI)VTHIH U7, BRIEEZEBHEL.
BEZYEEBREERAI O N7 4 —ICTHEL. EEkad® 10. 2Tmeg 215
7o
MS m/e(ESI) 462 (MNa )

FEhaF 338, 3-(3-{[2.5->ro0O0-ROIINAFHINAZINT I /1-AFIV] -
Jx=)-20) -4y FaRF I -To/)NE
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2,5->r0axR>IIT7IIVA—)vERWT, EfEF 33Th) EEBRICUEL, £
LEMmERE,
MS m/e(ESI) 462 (MNa*)
FE it 339. 3-(3-1[3. 4=V TNA DN INAFSHNRZNT I J]-AF)V] -
7=V -20) -4V FORF-T OB

F g

3 4-UTNATRIUNTIN A=V ERNT, EHH 3370 &FEICLEL, =
sLemEek.
MS m/e(ESI) 432 (MNa*)
S H 340, 3- 8- ([4-AFI-N2PNAF IRV T I /- AFIM-F =
W) =208 -4V FarF-To/ @ '

0 0

f=-AFNNRDNTIINaA—)VERNWT, EMfF 337 ERRICOEL, Fid
W& 1E7z,
'H NMR (CDCI,)

6:0.99 (d J=6.0Hz, 3H) 1. 15 (d J=6.0Hz, 3H) 2.35 (s, 3H) 2.93 (dd, J=8.0,
14. OHz, 1H) 3.11 (dd, J=3.6. 14.0Hz, 1H) 3.52 (Sept, J=6.4Hz, 1H) 4. 11 (q
J=4. 0Hz, 1H) 4.36 (d, J=5.6Hz, 2H) 5.05 (br, 1H) 509 (s, 2H) 7.14-7.18 (m,
oH) 7.23-7.28 (m 3H)
MS m/e(ESI) 408 (MNa*)
Ehg 341, - Q- 4-ZFN- RPNV AFTANRINT I/ -AFN] -7z =
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W) =208) -4y 7TaRF -7/ 8

0 0
Usanavas
\r

~TF R INT A=) ANT, Ll 337 ERRICAE L. ZEkd
MEGT,
'H NMR (CDCI,) '
6:0.99 (d, J=6.0Hz, 30 1.15 (d, J=6.0Hz, 3H) 1.23 (t, J=7.2Hz, 3H 2.65
(q, J=7.6Hz, 2H) 2.93 (dd, J=8.0, 14.0Hz, 1H) 3.11 (dd, J=4.0, 14. 0Hz, 1H
3.52 (Sept, J=6.4Hz, 1H) 4. 11 (a, J=4. 0Hz, 1H) 4.36 (d, J=6. 0Hz, 2H) 5. 05 (br,
I 510 (s, 20 7.14-7.21 (m 50 7.23-7.31 (m 3H
MS m/e(ESI) 422 (MNa )
EhEfl 342. - B3-B 4A-PAFIN- X DONFAF LAWK INT I J]-AF)V] -
7= =208 FafRF-To/)N B

0 0
Y

JZMA-DPAFIWARDNT I A=)V ERNWT, EREF 33Th) ERRICAEL. ZiT
&M ERi,
' NMR (CDC,)
6:0.99 (d, J=6.0Hz, 30 1.15 (d J=6.0Hz, 3H) 2.26 (s, 6H) 2. 93 (dd, J=8.0,
13. 6Hz, 1H) 3.10 (dd, J=3.6, 14.0Hz, IH) 3.52 (Sept, J=6.0Hz, 1H) 4.11 (q
J=4. 0Hz, 1H) 4.36 (d, J=5.6Hz, 2H) 5.07 (brs, 3H) 7.09-7.18 (m G6H 7. 26-
7.28 (m, 1H)
MS m/e(ESI) 422 (MNa ‘)
EhEf 343. 3-B-{4-ThF - ROV AFANENTI/I-AFIV -7
=208 -4 FaRF-TO/)N B
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0 0
Isashons;

ST RESRSULTIL AL EROT, EHEH 337 & FEICAEL, SRk
amEE,
NS /e (ESI) 438 (MNa ¥
SR 344, 3 (- 13- h U T VA DA RF SR AF LA NRIL TS /]
AFIN-T 22N -2(8) 1 Y FORE ST TS

0 0
Fs-0 PN

FhUTNAORARFIAR DN TINA=INZERNT, EREH 33Th) & RERIZL
BL. Eilkemzit,
'H NMR (CDCI;)
6:0.99 (d J=6.4Hz, 3H) 1.15 (d, J=6.4Hz, 3H) 2.94 (dd, J=8.0, 14. OHz, 1H)
3. 11 (dd, J=4.0, 14.0Hz, 1H) 3.53 (Sept, J=6.0Hz, 1H) 4.12 (q, J=4. 0Hz, 1H)
4.38 (d, J=6.0Hz, 2H) 5.13 (brs, 1H) 5. 15 (s, 2H) 7.14-7.20 (m, 4H) 7. 21-
7.30 (m 3H) 7.38 (t, J=8 OHz, IH)
MS m/e(ESI) 478 (MNa ')
Eff 345, 3-B3-TN VLN PAF—IV-5-AIABFIANRZNT I
J)-AFN -T2 8) -4 TORF-T O/ 8

0 OANWO
(O:I:::r/\ H o\r/H

EXOZIIVTIVI—=)IVZERWT, EREH 337D ERMKICUEL. BERbewzEE
7o
'H NMR (CDCI,)
6:0.99 (d J=6.0Hz, 3H) 1.15 (d, J=6.4Hz, 3H)) 2.93 (dd, J=8.4, 14. 0Hz, IH)
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3. 11 (dd, J=3.6, 14.0Hz, IH) 3.52 (Sept, J=6.0Hz, 1H) 4. 11 (q J=3.6Hz, 1H)
4.36 (d J=5.6Hz, 2H) 5.03 (s, 3H) 5.96 (s, 2H) 6.76-6.89 (m 3H 7.12-7.18
(m 3H) 7.23-7.28 (m IH

MS m/e(ESI) 438 (MNa ‘)

EREf] 346, 20 -4V TORFI-3-B3-[6-AFN-EUI-2-AINA+FTH
JWIRZWNT 2 /) -AFN] -T2 ) -T )N

0 0

s OANWOH

6-AFIN-EYT-20-1)V)-AF /= IV ZRAWT. ERE# 337b) LERICUEL .
BRiilbemeEt.
MS m/e(ESI) 409 (MNa )

Eaf 347. 20 A4V FTORF I -3-3-[(6-AFN-BEUID > -3-A I AFH
JWIRZIWVT I /)-AFN -T2 =) -T )N EE

)q\ 0
0 H/U\A)\OH
' 0\(

6-AFIIN-EYD-3-A V) -AF /) —)VERWT,EREH 337h) & RRICUEL.
FEil ke EE,
MS m/e(ESI) 409 (MNa %)
Ehtal 348. 2(8) -4 7 ORF-3-3-[(4-AbF -3 5-FAFII-EY P> -2~
AWALFIHANKINT I /)= AFIN] -T2 Z ) -T /S B

A=A RF =3 5-TAFIN-BEUZ-0-A))-AF /) =)V EZRANT, Ehfl
337b) LRIFRICUIE L . EELEWERT,
MS m/e(ESD) 453 (MNa ')
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Eagl 349. 3-[3-[6-FB=-T bFIANBRINTIJ)-BUI-3-A)ARF
ANWRZIVT I ))-AFINV -T2V =208 a4V F7ailF -7/ 8

0 0
A
ijNN/ i 0

G- ROFAFIN-BEYD-2-0I)-AIINIv T Ty R E=ZTF)T
AFNERNT, £ 3370 CFRRICUEL. R LEMmER~,
MS m/e(ESI) 510 (MNa*)
Eagl 350. 3-3-[6-F X /-EVZ-3-ANALFIHAINBZNTI /) -AF
M-z -20) -4V 7OaRF-To/)N

~ OAWAT:IAYKW
~ H 0
HNTN j/

-B-l6-F=-T rFTHNKRINT I /-BEI D -3-AIVANFI AR
W72 )-AFIW -T2 -20) -V T7aRFI-TO/NEE N TNV ADO
HEBEICAMRL . B L, BREZEBREERAI O NI 57 0 —ITTHEL.
EibamEsEt,

MS m/e(ESI) 510 (MNa *)
EFl 351, 3-B-[UH-NXSA I T N-2-A WA BFIHNEZNTI /) -
AFW -T2 Z V20 AV TORF-TO/N B

H 0 0
SCORRcRE:
s

(H-RSA 25T =)0 )W) A% J =)V ERWT, EHf 337h) &R
|, ERlbaneni.
MS m/e(ESI) 434 (MNa*)
EHaF 352. 20 -4 FORFI-3-13-[B-AFIN-3H-X2JA 25/ —)l-5-
AWANFLANRZIWNT I /) -AFIV -T2 )V -T O/ 8
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B-AFIN=-3H-RJA X5 =)-5-1)) A% ) —)VERWT, EWH] 337
ERBRICUE L., FiLlamzi,
MS m/e(ESI) 449 (MNa *)
EHEf 353, 3-(3-1[2-@-2007x 2V -TrFIANVARZINT I /]-AF
W -7 -20 -4V TaRF-ToO/)N

4-700-2-7 R FINTIVI—=)LEBWT, EHEF 33Th) ERBRICUE L . ZiD
e eiz.
MS m/e(ESI) 442 (MNa )
EHaF 354, 3-(3-12-B-70n0 7z )V -ZTbFTHANBZNTIV]-AF
M-z -208) -4V FaRF-Ta/)X B

-7 00-2-7 X FNTINIA=)ERNT, L 337h) EEBICUEL, 25
LM eiFiz.
MS m/e(ESI) 442 (MNa )
ERFI 355 3-(-12-U-ToETx =)V -ZTbFIHIERZINT I /I-AF
W -7x2=)W-20 -4V F7ORF-F /S

Bl’\@\/\ 0 0
O
\(

-7 OF-2-T X F)NTINA=)LERWT, Eff 337b) ERERICUEL ., 52
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LehzER-,

MS m/e(ESI) 486 (MNa ¥)

ERaf 356, 3-(3-102-12.4-2007x =)V -ThFANERZNT I J]-A
F -7z -208) -4 TaRF-TO/N Bk

0 ”WOH

2.4-rr00-2-7 23X FIT IV A=)V ERWT, ERE 337b) LFEERICUEL ,
R EMERT,
MS m/e(ESI) 476 (MNa *)
EHEF 357. 2() -V TORF-3-3-[(F /=2 A WA bFZHNRZNT
/) -AFI -T2 2V -T S B
0

0
F
\(

F )Y -0-AN-AY =)V ERANWT, Ef 337b) EREHKICAEL. FiEtks
MzEIFT,
MS m/e(ESI) 445 (MNa %)
EHEl 358. 2 -1V TORFI-3-B-[(F/ VU A-ANWALFHNARZ)NT
/) AFN -T o) -T O |

F )Y -Ad-AN=-AE /= ERWT, Efifl 337h) LEERICUEL., Eks
MEE.
MS m/e(ESI) 445 (MNa )
EMEF359. 2080 -AV TORFI-3-13-[U-TFORF - X PNAFHILR
ZWT IV AFI-Tx W Ta)S B
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0 0

/©A0)LN“©/\KKOH
~"0 H 0\r

4-TORF IR TIINA—NVERNT, ERfl 337h) SFEBICAE L., 5
fbEamz/,
MS m/e(ESI) 452 (MNa )
EHif1 360 20 AV FORF-3-3-[U-AV TORF LRI INAF T h
WRINWT I /) -AFN] -T2 =)V TN B

0 0
LT

4-0) TARF IR TINI=IVEANT, EHEHF 337b) EFEERICUEL,
FiteamzeEiz.
MS m/e(EST) 452 (MNa*)
EHF1361. 20 -4/ TORFI-3-3-{(2-27004-FTORF - V)pAF
SHWNERZNWNT 2 /) -AFIN] -T2 Z)V T/

Cl 0. 0

~"0 0\|/

-7 00-4-7ORF NI TINI=)IERNTEHG 337h) & REHRICUE
L. Eit&mzEREL.
MS m/e(ESI) 486 (MNa )
ERiF 362, 20 -4V TORFI-3-3-[U-AVTOEN-XINAFIHI
RENTI ) -AFIN -T2 )V T/ B

0 0
OANWOH
H O\l/
-4 7aENR TN TZINI—=ILERNT, EaFl 337h) EERRICULE L, =
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slbemets/.
MS m/e(ESI) 436 (MNa®)
EHif] 363. 208 -A/ FORFI-3-3-[U-TFN-RZZNAFHIIARZ)V
TI/)-AFN-TxZ) TO/
0

SNSAsRCRS,

=T FNXRDPI TN A=)V ZRWT, EHEHFH 33Th) EREBRICUEL, ZFitkds
W) 21577,
MS m/e(ESI) 450 (MNa“)
EHERI 364 28 -4 FORF-3-3-[2-T)AT-4-bJ ZIA DT RAF)-
RUDPWAFTHANRINT I /) -AFIV -T2 )] T/

F )(}\ 0
Pl T
-7 VA O-4- k1) Z)VA T AFIVT VA=) %R T, A 33Th) & FIHICL
mL, ERLEmERT,
MS m/e(ES) 480 (MNa®)
EREs 365. 20 -4VFTORFI-3-3-[3-7)bADO-4-b Y T) AT RAF))-
RYPNWAFEIANBRINT I /) -AFNV -7 =)V TS 8
0 0

;(\@/\OJ\E'/\@/YN\OH
F 0
F Y

-T)AO-4-bY Z)A O AFIVT I =)L &R WT, EfEf 337b) & R0
L., Eiemes.
MS m/e(EST) 480 (MNa ‘)
FEhif 366. 2 -4V TORFI-3-13-[4-T7)bADO-3-F) TNATAF -
RODPWAFZANKRINT 2 /)= AFN] -T2 Z)y| T/ 8
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-7 Aa-3-r) INATAFINT I aA—=)b 2 RANT. EfEF 33T & FEIC
BL. EltamzeiEt,
MS m/e(ESI) 480 (MNa*)
MS me (BSI) 440 (MHY .
Ehifl 367. 3-[U-T bF-3-TxZIVAINEAINFFAFIV) 7 =)V -2-
AV TORF TN E
BEH) 367a)  TFIN 3-[U-ThF-3-(E ROFZAFIV) Tz =M -2-4V S
oRF 7o/ IT—h

0
HOWO’\
0 O(

S

KEKFRUTLA0EZF RS ROT7 52 100l ICBEBL. XET2-1V 7
ORFIRAR/ B IFIN 28 DT I RO 7 7 Bk 15ml 20z 7=, =
BICT3028RL. 3-(HI-B=TFI -1, I-DAF IV UM FF ) AF)) -
-TRFIRZIXTIVTER24gDFT b FOT7 5 A 205ml Z2MA 72, Bl
ICTHRERER LR, RIGKRIC INBEEZINA. BT F )L THH L. AHEZ
K. SAFIBE/KTHRE L., BAREBE /XU LTHERL., BEEREZELE,
BiBEEVATINATLIOTNT T T 4 —ICTHREL, ANFH-HEETF)IL
d:NEEsEEDIFIV ED-3-B-(I-E=TFI)IV) -1, - AFI U]
AFUNAFI-A-ZRF2 T2 )] -1V TORFL-2-TOR ) IT— eE
7o KNTHLNEZIFI K D-3-B-UH{I-ECEZTFIV) -1, - AF I V)]
AFUNAFI)A-Z-F2 T2V -2-1 Y TORF-20-TOXR ) IL— EF
FoeEROZS>5nl IKEREL. TS TFINVT EZULINADRIN T RS
ERO7 S EHK 10nl 2i0Z 7. BIRICTTEMBRLER. KEEEYERE
IFIINTHRL. AREZK, BANBEKIITHREL, #KEE~ I UL TY
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Bli, BREZBEEBELZR. BGoNlmlERYMZELSY /—)V 25ml ITAEREL.

O U L-7IV2F 0. 40g ZMA. KEFHI T TREFERLL, MEZERBLUE
WEREBELE BREZDUATIVASLIORMT ST 4 —ITTHEL, N
FHo-FEETFIV Q) BEHSEL DEREEW 0. 96 2157,

'H-NMR (CDC1 )

6:0.97 (d, J=6.0Hz, 3H) 1.15 (d, J=6.0Hz, 3H) 1.24 (t, J=7.2Hz, 3H) 1.43
(t, J=6.8Hz, 3H) 2.87 (dd, J=8.4, 14. OHz, 1H) 2.94 (dd, J=5.2, 14.0Hz, 1H)
3.50 (sept, J=6.0Hz, 1H) 4.00 (dd, J=5.2, 8 4Hz, 1H) 4.07 (a, J=6.8Hz, 2H)
4.14-4.20 (m 2H) 4.66 (s, 2H) 6.78 (d J=8. 0Hz, 1H) 7.13 (d J=8 OHz, 1M
7.14 (s, 1H)

SLEF 367h) 3-(U-TbhFI-3-TxZWVAIWNEANAFIAFIV) T =
W -2-4V TORF T/ B

0

1

N OWOH
H

0

3 T

IFN3-U-ZhF-3-(E FOFIAF)V) 7z )] -2-1Y TORF 70O
N Z—=bBERT72NA VTR —bERANWTERY] 148 SEERICUIEL . 2
ke EREL.

MS m/e (ESI) 402 (MH)
EHaF1368.  3-[U-T hF-3-p- b UWANWNEAINAFAFIN T2 Z)V] -
i A A VAN

IFNI-UB-ZhF-3-(EROFIAFIV) TV -2-1V7ORF 70
N I—=rBERpbIINAI T HR—NERBWTERF 148 ERBRICOEL ., &
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LB EET-,

MS m/e (ESI) 416 (MHY)

Edl 369, 3-U-ThFZ-3-U-ALF TV ANVNEAINFFIAF
M7z -2-AVF7ORF T/ B

-0 0 0
Q \ J\OD/\(KOH
0 e

IFI3-U-TbF-3- (e FOFIAFIV) 7)) -2-1V FORFT 7O
NI I—=FBEN-ARF T2 7 32— b2 BOWTERES 148 & RIERIC
nEL. BBV EFT.

MS m'e (ESI) 432 (OMHY)
Ehagl 370, 3-{3-U-ro TV ANVNEANFF I AFI-4-T bF ]
ey S WA =Y e A= VA

Cl 0 0
O \ *OWOH
0 Oj/

IFNFU-ZhFI-3-(EROFIAFII) 7)) -2-1V FORFT 7O
N I—=bBEY4-7007 )MV 73— b ERANWTERS 148 & BEHIZAUL
HLU., Filbe®zeic.

MS m/e (ESI) 436 (OMH')
Effl 371, 3-1[3-12.4->27 007 2 Z)V) HIIVNEANAF I AFI-4-T 3+
N2 TORFLTONE

RSN SN

=

o=
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IFIN-U-ThF-3-(E ROFTAFI) 7)) -2-1V FORF 70O
N/ I—=bBXV2L4- 7007 )1 7R — M ERWTERRS 148 &
L. FERleahERE,

MS m/e (ESI) 470 (MH')
Ehag 372, 3-(4-T bF2-3-U- (b TNAORAFIV ZxZ V] AIWNEAL I
AFIAFMV T2 =04 TORF L TO/N B

IFNF-U-ZhF-3-(E ROFIAFIV) 7)) -1V T ORF> 7O
N I—bBEUa, ¢, a-~UTNAFO-p- UMY T T Z—RZ2ENTEN
Bl 148 EFEERICAEL . EibtamER.

MS m/e (ESI) 470 (MHY)
EHEH 373, 3-1[3- 24V AFET T2 =) ANNEANAF S AFI-4-T K
FAT2NW -2V TORF T/ B

ReW! ;
d 0
) T

IFI-U-ZhF-3-(E ROFIAFIV) TJxZ NV -2-1V 7TORF> 7O
N LZ=bBIR2LA&-TDAMF Tz o)A 73— b ERWTERES 148 EE
BRIV, B emzEE.

MS m'e (ESI) 462 (MHY)
EREF 374, 3-NB-U-PAFNTI ) T2V AIVNEANTF T AF)-4-
IhFI TN 24V TORELTO/N
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IFNI-U-ZhFI-3-(E ROF T AFIV) 7)) -2-1V TaRF 7O
NI I—=FBLVL-DAFINTI ) T2 AI T HR— AW TERES 148 &
R I L, ERbameRi.

MS m/'e (ESI) 445 (MHY)
EREF 375, 3-(B3-B 4-VAPFL T ) ANNEANFTF I AFIA4-T 1
FL x4V FORF T O/ EE

0 ) .
\OQN*OWOH
H 0 OY

IFN3-U-ThF-3-(E ROFAFIV) Tz )V -2-1V TORF > T O
N/ I—=FBERLL-TPARF T2 AYV TR —bZ2AWTERH 148 &[H
RICUE L, EREMERE-,

MS m/e (ESI) 462 (MH')
Ehag] 376, 3-(3-5-NV LA ZPAFV VIV ANWNEAINAF S AF ) -
4T hFT722)V -0V TORFSTO/N B

TFIN3-[U-ThF3-3-(E ROFLAFIN T2V -1V 7 ORF 7O
N I—=FBIUR3I4-(AFLIPHAFV) T2 INAV T F— M ERAWTER
Bl 148 & FICIUBL . ERICAWEET,

NS we (ESI) 446 OMHY
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Eaf 377, 13- Q4-INA0T 2 Z)V) HINEANFAF T AF)-4-T +
F) 7201V TO0RF TN EE

IFN-U-ThF-3-(EROFIAFI) 722V -0-1V FORF 7O
NN IT—=F’BELUNL4-TINAFAO T2 )1V 72— b ERAWTERS 148 &7
RICUE L., ERLemER.

MS m/'e (ESI) 438 (MHY)
Ehpl 378, 3-{[4-T bF-3-QB-AbF T2V AINEAINAF T AF)V]
ey ) e i WA =i N VA = VA

IFINF-U-ZhFI-3-(EROFIAFII) 7z -2-0 V7 OiRF T 7O
N/ I—bFBIURF-AMFIT2ZNAYV T R—NEHWTERE 148 EFEHIC
NEL., FEElbsWmzeE.

NS we (ESD) 432 OMHY)
Ehif 379.  3-(3-B-27007x )W) ANNEANAF I AFI)-4-T hF ]
TJx ) -2~V 7ORF TN B

IFNI-U-ZhF-3-(EROFIAFIV) 7)) -2-1V7TORF> 7O
N I—hBEU-Z 00T 22NA Y LT F— kERBNTER 148 & FEIT 4L
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BL. Etkemei.

MS w'e (ESI) 436 (MHY)
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'H-NMR (CDC1 )
0:0.00 (s, 6H) 0.89 (s, 9H) 2.94 (t, J=6.8Hz 2H) 3.89 (t, J=6.8Hz, 2H) T7.42
(d, J=8 0Hz, 2H) 7.85 (d, J=8. 0Hz, 2H) 9.88 (s, 1H)
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6: 1.47 (s, 9H) 4.40 (d, J=6.0Hz, 2H) 4.95 (br, I1H) 7.45 (d, J=8. OHz, 2H)
7.85 (d, J=8.0Hz, 2H} 10.00 (s, IH)
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'H-NMR (CDC1,)

6:0.95 (d J=6.0Hz, 3H) 1.15 (d, J=6.0Hz, 3H) 1.24 (t, J=T7. 2Hz, 3H) 1. 46
(s, 9H) 2.92 (dd, J=8.4, 14.0Hz, 1H) 2.99 (dd, J=4.8 14.0Hz, 1H) 3.50 (sept,
J=6. 0Hz, 1H) 4.03 (dd, J=4.8, 8. 4Hz, 1H) 4.15-4.20 (m 2H) 4.28 (d, J=6. 0Hz,
2H) 4.80 (br, I1H) 7.17-7.18 (m 4H)

ERiF 415¢) 3-U4-[{[U-2 0OV AFIIHINRZINT I ) AFN] Z
oy FaRF S T/ E

0

RN UoRs:

IFN -U-IEZTRFANRZIVNTIIIAFIN 722 -2-1V T
ORF>7a/8N/ I—b | 6g & AN-SEILKE-DA4FH B 10n] IZEFEL. =8
T1EMBERL%. BEZEGL. ZF)V 3-U-(FoEZAAFI) 7=
W=~y 7aRF> 7o/ /) T—h 70U R L 4g %@k, RWTESN=ITF
W 3-U- (7 EZAAFN) 7z -2-r Y FufRF> 7o/ -k Oy
R2mg %, HEMUDRIATAAEMAT, ZB{LRETRINS T, NN-2
AFIVFINLT IR0 8nl ITHEML. mEEI UL Ng KT RS TFINT >
TIUL Mg ZMA. BRICTIHEH LK, 47002 2)V702 Fding

284



WO 02/100812 PCT/JP02/03866
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GIEEZEREL. REICTSY /—)V L 0nl, SN-7kEEEF R U D A0 20l ZMA. ZiR
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ZO0Y) RBLETA- (MU TNAOAFIN R D) TOI RERNTELES 415¢) &
FERICUEL ., Bl eRi.

MS m/e (ESI) 440 (MHY)
EHEfI 418, -4V TORFT-3-4-[({{HA-RA BFRD)) AF L] HIBZ
W TZI)VAFIN 722V TO/RE

0

0
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IFN -U-(FUEZAAFI) 7)) -2-f v 7aRF 70/ /) T—hk
70V RBELL-AMFIRIDN70O0U REAWTELES] 415¢) ERERICOE L,
BiclbeamzEr.

MS m/e (ESI) 402 (MHY) |
Emf 419, 3-4-[{[U-20axXS D) ANNEANAF NI ANEZIN T 2
JAFI 722 -2-A Y TORF L T/ EE

0
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H ‘ OH
T T
0

IFINI-[U-E RAFAFII) 7z -2-1V FTaRF>7a/X /) -k
0.60g 2T A MFTIH > onl IZHERL., KETZRIU 0. 1Tl ZMA 7z, 0 &
T1EBMBERLEE. T—FIVTHRL. K. SREKICTERES L. A%
BEFKRE /R ULTERELER. FREZEETEELZ, REZVUAT
WHS LAY KT I T4 —IZTREL., NFY-FEEIF) @) EHaEX
DIZFNI-[U-TOEAFIIV) 7] -2-1V7aRF> 7o)X/ T—h 0. 5lg
&7, RNTA4-70oaxX N7 1lngz. oD RIAM 71 AZMA
T. ZEbFTEIISEE, NN-DAFIVHRIIVLT I R0 5nl ICE#L, kL
0 33ng. EOET RIS TFINT EZD L ITng FINA. BIRITT 30 EHRL
7o F/IKESNEIFIV-(W-TOEAFII) 722V -2-(V TORF TN
JI—h 25mg ZMA, BiRICT4REERLL, RINEEMICHERIFIVZMA.
KTHeE L, BlRZEBHEL. FREICTS /—)b 1. Onl. SN-7KEEfL - b U D A 0. Zml
X, FBIRICTIFFMBER LA, IN-EEEICTPIIL, BEEET )L THIHEL., &
EEL, BEEYBREERAE/ O NS S 70 —ICTHEL. Zey
4.08mg 2157z,

MS m/e(EST) 406 (M)
ERE1420.  3-14- [ [QR.4-Troax ) BIVNEANAF ] ARV
TE/NNAFN Tz -4 FTaRF L FTO/N B
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0

Cl H VI:TAka

\Q\/N\H/O 0

Cl 0

IFIN3-[U-TOBXAFN) 7)) -0-4 vV 7aRFTON /) T—-bBLDN
2, 4->ruORIPIVT I O ERVWTERE 419 ERRICUEL, ZEitemzs
7o
MS m/e(ESI) 440 OH) A
EhEg 421, -4V TORF-3-U-([({[A-PIVTNAORAFINN DN A
WINEANAFUNANARZIVN T I /) AFIV 72 2)V) TO/N B

FF
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0 Y

IFNI-[U-TOEAFIV) 7z 2)V-2-1 VT ORF S TON) T—- bBLU
AR TZNFAOAFIVN XD T I 2N TERF 419 ERRICOUEL . 23
L& ERE:,

MS m/e(EST) 440 (MHY)
ERaf 422. -4V TORFI-3-4-[({[U-A BF X)) HIVNEAINA
FUANRZIWNTI )V AFIN] 72 2)V TO/S

-0 OH
s SWene
0

IFN-[U-TOTAFIV) Tz )] -2~V 7OaRF 7O/ I—bBLN
-A RFINTDNT I ERWTERE 419 EFEICLEL. EiemEii.
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IFN2-(PZFINFEAFTIN -2~V 7O0ENTETF—F1.5g%F bS5kt RO
75 10ml IZERL. KETTO0%KET I TL0. 228 2hNZ 7. RIGHKZ K
BTETUEEBLEE. &-AMFI-3-Z O IT7IVTE R(.88g 2 &,
AT 2 BRI L. RIEMICELT TV LKBREMA, B#TFILTH
MU, BEZENRE/KTHERER L., BKRE /R VLATERL, BEER
FEELE, BEZIUNTFINVAT LA T 5T 4 =12 L. AFH 2 -EElk
IFIIO: ) EHsEX DR E® 0. 858 2157,

H-NMR (CDC1,)
61 1T+1.37(t, J=6.0Hz, 3H) 1 27+1.31(d, J=6.0Hz, 6H) 3.94+3 98(s, 3H)

4. 17+4. 28 (q, J=6. 0Hz, 2H) 6. 1046.88 (s, 1H) 7.00+7.06(d, J=8.0Hz, 1H)
7.40+47.91 (dd, J=8.0, 2.0Hz, 1H) 7. 7548.37(d, J=2.0Hz, 1H)
b) TFN-3-3-T X /)A4-AbFTx)V 214V 7alRFL 7o) ) T —k

0
HZN]@/\RLO/\\
o}
? T

IFN-2-1VTORFI-3-U- A F-3-2bOT7 ) -2-7 )8 ) T—
F0.85g 2Ty /—)b1ml IZIBREL. 10850 LkFE(. 38 &NA. KEFH
[T TARMEHE# L, MEZEALEREBEBEL LR, BEZ VAT IVA
FSL7OTET I T4 =1L, ANFH-FEETTFI(6:]) B E L DERES
0. 128 277,

IH-NMR (CDC13)
6:1.00(d, J=6.0Hz, 3H) 1. 15(d, J=6.0Hz, 3H) 1. 24(t, J=6.0Hz, 3H) 2. 83 (m,

2H 3.50(dg, J-6.4, 6.4Hz, I1H) 3.81(s, 3H) 4.00(dd J=8.4, 4.8Hz, 1H)
4. 17(q, J=6.0Hz, 2H) 6.60(dd, J=8.0, 2.0Hz, IH) 6.67(d, -J=2.0Hz, [H)
6.70(d, J=8.0Hz, IH)
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0)3-13-12-2.4-r 0072 /F ) FTEFNTI /] -4-AbF T2 )] -2-

A4y 7aRF IO B

TFN-3-(3-F3 ) -4-ARFLT o)) -2V FORFL TN T— F
0mg & 2, 4-2H 007/ FEE Mg 2T FTEROT S0 5nl IKEREL.
ANRZN DA IHY =)L 30ng & FUTFLT I 20,050 A, 50CT 4 B
BRL, RSESWITK, BEBIFLEmMARME Lr., AEEEEBEL-%. &
BIZTH /—) 0. bnl ICEML. SNAKEETF b A% 0. 1201 204, FiET
1 ESRIER U, RAEEFRERECHROL, BEIFILTHIB LS, BREZE
STz, BEEZPHADN S LATHERERELTK- TR FUJL- MY 7L D0
BEBE 7% 7 HPLC IS TR L L. BEaTib e 3. dng 21587,

[H-NMR (CDC13)

6 :1.02(d, J=6.0Hz 3W 1.11(d, J=6.0Hz 30 2.86(dd J=14.0, 6.0Hz 1M
3.05(dd J=14.0, 4.4Hz, 1) 3.53(dg, J=6.0, 6. OHz, 1D 3.81(s, 31 4.09(dd,
J=T.6, 4.4Hz, 1) 4.55(s, 2H) 6.75(d, J=8.0Hz IH) 6.81(d J=8.0Hz IH)
6.90(dd, J=8.0, 2.0Hz, 1M 7.18(m 1M 7.38(d I=2.0Hz, 2H) 8. 24(d,

J=2. OHz, 1H) 9. 19 (s, 1H) |
S 424, 3- 13- [-U-B=-TFN T2 /XN FEFNTI/]-4-AbFLTx
S = TaRFL T OB

A
OAY%(j”Ykm
g
IEE-TFINT ) S OREER . EH 4230 & AR L . EEL A
187,
NS m/e(ESD) 444 ()
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SRt 425. 2-A V) TORF S -3-4-A bF-3-D-U-F) INAORAFN Tz /

FIN)TEFNTI /]| 7))V TN 8

FF
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E B 426.
8 TFN-3-3-F7 3/ 7xZ))-2-4VTORFL T )N/ IT—h

o]

H,N O/\
O\I/

EREF 423a), b) ERIBRDFIRICKD . BERALEWZEEZ.
IH-NMR (CDC13)
6:0.97(d, J=6.0Hz, 30 1. 15(d, J=6.0Hz, 3H) 1.24(t, J=6.0Hz, 3H) 2. 86 (m,
2H)  3.50(dq, J-6.4, 6.4Hz, 1H) 4.03(dd, J=8.4, 4. 8Hz, 1H) 4. 17(a, J=6. OHz,
2H)  6.55(dd, J=8.0, 2.0Hz, 1H) 6.59(d J=2.0Hz, IH) 6.65(d J]=8.0Hz, I1H)
7. 06 (t, J=8. OHz, IH)
b 2V TORFI-3-3-Q-p-bUNAFITEFNTI /) T72)V] T O

IN B

Easacae.

4-AFNTx /) FUREEZE AL, EEF 423c) ERBRICUEL. ERbEYeEs
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A TFIN-3-3-FI/)-4-ThFTx)V)-20-4V7airFTa/)N) T—F
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FERapl 423a), b) EFEHEDAHEIZL D, EiRbEWmEBE,

1H-NMR (CDC13)

0:0.98(d, J=6.0Hz, 30 1. 14(d, J=6.0Hz, 3H) 1.24(t, J=6.0Hz, 3H) 1.40(t,
J=6. Oz, 30 2.83(m 2H) 3.50(dg, J-6.4, 6.4Hz, 1H) 4.00(m 3H 4.17(q
J=6. 0Hz, 2H) 6.55(dd, J=8.0, 2.0Hz, 1H) 6.62(d, J=2.0Hz, 1H) 6.67(d,
J=8. 0Hz, 1H) ,

b 3-13-12-Q-7007x /FNFEFNTI /AT bFZ T ) -2-1Y
A D AT VA

H 0
g"ﬁfj@ﬁ?**
A

-ruanrx /) FOMEEER., ERF 423c) SRRICUEL. ERahEE
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FIcRERA L, KA, FfETHEREZERICLIZE. MEBEIFIVTHE L.
FHRBEEZAEKTHERSL. BAREET/ R UL TERE, BETBAEZEEL,
Feba! 1. Sg 21572,

IH-NMR (CDC13)

6:1.70(d, J=6.0Hz, 3H) 4.77(q, J=6.0Hz, 1H) 6.83(d, J=8. 0Hz, 1H) 7.17(dd,
1=2.0, 8. 0Hz, IH) 7.41(d, J=2.0Hz, 1H)

b 3-8-02-0.4-Y7007x /F) TOEXNTI/]4-AbF T2
) R e SRS e A s VA -

EHaF 423c) EEERICUE L. FEREWER.
MS m/e(ESI) 492 (MNa’)
FEf 438.
A-U-B=TFNI7x/F)TOEX B

ge! Ao

S-E=TFIT x /—IvERW, ERfl4353) ERBEOFIRICE D, EZREaw
157,

1H-NMR (CDC13)

6:1.19(s, 9H) 1.64(d, J=6.0Hz, 3H) 4.77(a, J=6.0Hz, 1H) 6.83(d J=8. OHz,
2H)  7.30(d, J=8.0Hz, 2H)

b 3-13-02-U-B=TFNT7x/FI)TOEFAZNTI/]|-4-AbFIT=
=21y FaiRF T/ B
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ERap 423c) L ERICUE L., FEREMER.
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A OAY A VAW

Rashene:

Ehefl 423c) EERRICUEL . FERRLEYEEL.

'H-NMR (CDC1,)

6:0.97(d, J=6.0Hz, 30} 1.09(d, J=6.0Hz, 3H) 1.64(d, J=6.0Hz, 3H 2. 88 (dd,
J=14.0, 6.0Hz, 1H 3. O7(dd, J=14.0, 4.4Hz, 1H) 3.49(dq, J=6.0, 6.0Hz, 1H
4.08(dd, J=7.6, 4.4Hz, 1H) 4.74(q, J=6.0Hz, 1H) 6.86(d, J=8.0Hz, IH)
6.97(d, J=8. 0Hz, 2H) 7.16(dd, J=8.0, 2.0Hz, 1H) 7.20(m [H) 7 38-7.43 m,
2H) 8. 48 (s, 1H)
MS m/e(ESI) 462 (MNa')

Ll 440. 3-13-2-U-BE=TFN T /F ) TOEXNTI /1 T Z)b]-2-
AV TaRF TN

Ehel] 423c) EEHRICAE L. BRI EMmER,
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ERF 441, 3-13-12-2.4-r007x /F)TOEAZINTI /]-4-T hF
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EMEG] 423c) EFERRICUE L, ERLEMER,
MS /e (ESI) 506 (MNa')
Eagl 442. 3-3-2-U-B=TFN Tz /FI)TOEFAZNTI /]-4-T hF
Tz -4V FORF T O/ B

b T

EhEpl 423c) EFERRICAUEL ., BREMESEL.
MS w/e(ESD) 472 (MHY)
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e,

L4-vron7x /=) 1gZ 10l DN N-FAFIVBRIVLT I RITBEREL. Kb
T 60%kZRET FUDL0.27Tg Z0X. BiR T30 4B L., £JICTFIL ¢-7O
E-8-7F0I 7 b2 0.Tnl ZMA. EICRET1REBERLZ, RIRIZELT
CEZDLKEREMA, BRI TN THE L, AEREZREKTESR L. K
B~ 7320 L THRE, REMSEZEBELE, BEZUATS VA L0
RETI T4 I UERICEY 18 2107,

[H-NMR (CDCI3)
6:2.61(m 1) 2.72m IH) 4.34(m IH) 4.56m I[H 4.86(t, J=6. 0Hz, 10
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7.20(m,20) 7.38(m IH
b 3-13-12-Q2.4->r7oo07x /F)-A-LEROFTFUNTI )] 7)) -
-1 7aRF O/

OH
Cl
H O
(0] N OH
Cl 0 OY

-2, 4-rryoorz /F)-e k075 2-2-F 2 0ng TFI)I-3-3-73 /
Tz -V 7aRF o/ - 0ng & LT Inl ICEFEL. 88
BIMEBBR L /2. ERERZMITTHRELZRWE, B2y /—)V 0. 6ol I
fEL ., SNZKBE{EF R U D L0 120l ZH0Z., iR T 1EEEBRLAZ. RIGKIZK 2nl.
ON $E 0. 1dnl 20X, BFEETF )V CHII U7z, BHEZED. EREREAMITT
BIRERW -, REZYHRON S LATHERBEELTK-ZErZ - 7
NAOEERZRWZHPLC ICTHE L., {FiCbE 6. 8ng =157=,

'H-NMR (CDC1 ;)

6:1.05(d, J=6.0Hz, 3H) 1. 16(d, J=6.0Hz, 3H) 2.30(d, J=6.0Hz, 2H) 2. 95 (m,
2H) 3.11(dd, J=14.0, 4.4Hz, 1H) 3.58(dq, J=6.0, 6.0Hz, 1H) 3.87-3.95(m
2H)  4.16(dd, J=7.6, 4.4Hz, 1H) 4.93(d, J=6.0Hz, 1) 7.05(m 2H) 7. 21-
7.27m 2H) 7.38(m 1H) 7.44(dd, J=8.0, 2.0Hz, IH 7.50(d J=2.0Hz, 2H)
8.61(s, 1H)

MS m/e(ESI) 470 (MHY)
FE il 444.
-4-B=ZTFIN T /F)-CEROTF-0-F

*O@

-B=ZTFINTx /) —IVERW, Ef# 443a) EERICUE L, ERtameE
7z
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[H-NMR (CDC13)

6:2.46m 1) 2.70(m 1H 4.36(m 1H 4.51(m 1B 4.92(t, J=6. 0Hz, 1H)
6.96(d, J=8.0Hz, 2H) 7.32(d, J=8.0Hz, 2H)

b 3-13-12-U-B=-TFN 7z /F)-4-ROFTFIUNTI /] Tz =

W =04 TaRF L T/ E

FE R 443b) EEREICOIE L, ERbEemESB-,
MS m/e(ESI) 458 (MHY)
Eagl 445. 3-13-12-2, 4- 7007 ) FI)A4-E FOFTFUYNT I /] -4-
IhFITZIN2-AVTORFLTO/SEE

ng
S

EHEGI 443 EFBRICAIEL . Rk e EE.
MS m/e(ESI) 514 (MH)
E M| 446, 3-3-2- U-E=TFNTx /F)-4-t FOFTFYNT I /]-4-
IhF2 72224 TORF T O/ EE

OH
/K@\ H 0
0 NWOH
(0] o}
0]
5 T
Tl 443 ERBRICE L, Filbeefmi.

MS m/e(ESI) 502 (MHY
Ehat] 447.
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A IFIN 3-QBAVITF—b-4-AbFTx)))-2-1)7aRF 7O

/I—h

C-BZTFINTANER—F0. 13g 27 MYIL 2. 5ml ITIERREL, 4-F A
FNTI/EUT flng, TFN-3- (-7 2/ -4-A bF3 T 22121V 7T
BELTON) Tk 0. 128 DT+ b= b UVERENA. ZET 10 4 RERL
Foo RRSHIEKE L. A0SOFE-7 & M= UL 0. 7301 204, ZET 24
BHEHRL . ~FH TR U, GHREESMREATHRE L. SKREETY %
o ATERE, BHEREFEEL. EElbay g 2877,

'"H-NMR (CDC15)

5 :0.98(d, J=6.0Hz 3 1.15(d, J=6.0Hz 3 1 24(, J=6. Oz 30 2. 83(
2H) 3.50(dq, J-6.4, 6.4Hz, 1H) 3.89(s, 3H) 3.97(dd, J=8.4, 4.8Hz, 1H)
4170 J=6.0Hz 20 6.77(d J=8.OHz 1M 6.89(d 1=2.0Hz 1N 7.02(dd
J=8.0, 2.0Hz, 1H)

b 3-B-02.4->rooXINAFIHNRINTI/)-4-AbFI Tz
W-2-4V FaRF Ta/)N 8

0

Cl
H
Q\/OYNWOH
Cl 0 o 07/

|
TFN 3 BA VST F— bt X RS T 1) 21 U FORF L TS
JI—bhlmgZrboeRO77 2 Inlic@EEL, 2 4->7oaX>2)I7I)La
L l0mg. BUTY Sul BIA. ERT 16 BEEE L, RSHRICEE KA
GRS, BEETS /—Ib 0. 6nl L. SNAKBELF kU A 0, 120]
ZIMA ., BIRT1EME®RL-, RSHRIZ/AK Inl, SN HEEE 0. 14nl 20Z. BEET
FLTH L, HEE D, BEERE I THEERVE. BEEEERO
HILTHEHBEELTK-Z7ErZ M- MY 7V A OREEZZ B HPLC i
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THREL., FLE® 3. lng 257,

MS m/e(ESI) 478 (MNa’)

ERefl 448. 3-13-12-2.4-2700T7xZ)Y) ThFIANRINT I /] -4-A b
FIOxN AV TORFT OB

,4-r7 007z 32 FINTIVI—=)bE AV, ERG 449b) SFERICUE L, E
L&y zRF/z.
MS w/e(ESI) 492 (MNa')
ERF449. 3-3-U- 20O IONAFANBINTI /) -4-ThF T =
W= FTORFL TN B

D-BZTFINCHNRR—F2mg 27 b= MUV 0. Sml IZIEMRL. 4-FAF
N7 /EUTDY mg. TFN-3-B-TX/-4-ZbFT7x2)V)-2-1V 7OR
Fo7ON/)IT—b Vg D7 PUIEREMA, 2 5FERLE. RISE
I24-7 00X 2 7IVa—)b 20ng ZMA. 80C T2 KR L 2. RIGKRIZE
RERSMITTHEEZRE, BEZTS /)L 0. 6nl BB L., SNKEEF MU D
L0 12ml ZA0Z, BIRT1EEER L. RIGHEITK Inl. 5N 3EEE 0. 14nl 20X,
BT F) TRt Lz, BREZED. EXEEREMTCHELR . FEREZY
MREOH T LATABBHEELTK-Z7ErZ b - 7V A OBEEERZ AW
HPLC IC THE L., £5Eedy 19ng 2157,

'H-NMR (CDC1,)
6:1.06(d, J=6.0Hz, 3H) 1. 16(d, J=6. 0Hz, 3H) 1. 42(t, J=6. 0Hz, 3H) 2. 89 (dd,
J=14.0, 6.0Hz, 1H 3.08(dd, J=14.0, 4. 4Hz, 1H 3.56(da J=6.0, 6.0Hz, 1H)
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4. 11(m 3H 5 17(s, 2H) 6.75(d, J=8 OHz, 1H) 6.84(dd, J=8. 0, 2.0Hz, 1H
7.25-7. 38 (m, 5H)

MS m/e(ESI) 436 (MHY)

Ehasl 450. 3-4-T hF-3-U-b U TNFAORXFIRPINAF S HINKRZILT
SV 7xWV AV FORF TN EE

- TINAOQAFUR DI TN a—)VER, Efel 449 & FERICOEL .
Bk EmEEL.
TH-NMR (CDC1)
6:1.06(d, J=6.0Hz, 3H) 1.15(d, J=6. 0Hz, 3H) 1.43(t, J=6.0Hz, 3H 2. 90 (dd,
J=14.0, 6.0Hz, 1H) 3.08(dd, J=14.0, 4.4Hz, 1H) 3.57(dg, J=6.0, 6.0Hz, 1H)
4.08(q, J=6.0Hz, 2H) 4.14(dd, J=7.6, 4.4Hz, 1H) 5 26(s, 2H) 6. 76(d,
J=8.0Hz, 1H) 6.85(dd, J=8.0, 2.0Hz, 1H) 7.31(s, IH 7.54(d, J=8.0Hz, 2H)
7.64(d, J=8.0Hz, 2H) 8. 01(s, 1H)
MS m/e(ESI) 470 (MH')
EhEf 451, 3-[4-T hF-3-U-AbFIANRZINAFCHANRINTI /) T2
-1y 7oRF L T o) 8

A-ABF RN TII—)vER, EfE 449 ERFICUEL. by
&7z,
MS m/e(ESI) 454 (MNa¥)
Ehasl 452. 3-[4-T bF-3-U-bY INAORAPF IR DINAFIHIEZ)L
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73I)7x)]-2- AV TaRFITONE

1SR S
S

4= TNFAOARFIRIDNTIVa—)v &R, Efifl 449 & RIEICOTEL .,
itk ERHL,
MS m/e(ESD) 508 (MNa?)
EHap 453. 3-[3-B. 4- 70O PNAFIANRINT I /) -4-ThF 7
oV =2-A VT ORF T O/ EE

o
F

3, 4-rrouxR N7 Ia—)IVERW., EfEfl 449 EFRBRICUEL. RS
MEFR.
MS m/e(ESI) 492 (MNa')
Ehifl 454. 3-13-2-U-7 007 =)V T FIANKRZNT I /]-4-T hF
7204V TORFS TOIN B

4~r7007 X2 FINTINI—IVERAY., ERff] 449 ERRICUE L, Zibdy
137,
MS m/e(ESI) 472 (MNa')
ERER] 455. 3-4-T bFS-3-2-U-AbF Tz N T bFIHIFRZINTI
)72~V FaRF S TO/N
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H
ONOTNWOH
~0 0 0 0
b T
4-ARFTT72xFINTIVI-)IVZERAN, ERG 449 EERRICOE L., ZERELE

mEE. _

MS m/e(ESI) 468 (MNa')

E il 456. 3-13-(2-(2.4-22 0072 2N T hFIDVRZNT I /] -4-T b
FI T2V TORFLTON B

0]

H
/@\/OYND/\)LOH
Ci Cl 0 (o} °
S T
2,4->ryoa7 zxFINTIa—=)bEHEN, ERF 449 ERRICOUEL . ZEEk

B EEk.

MS m/e(ESI) 484 (MHY)

g 457, 3-13- 2. 4-> 70X IPNAFIANRINTI /) -4-T bF 7
Eo ) o e S A A S Uk A S VA -

o

Cl
H
\Q\/OTND/\(‘LOH
Cl (0] 0 OY

A

2, 4-roaxX>IIIVT NIV ERW, Eff] 449 EREBRICLEL. Ei5ts
MEE.
MS m/e(ESI) 470 (MH')
EHiF1458. 3-(3-U-Z OO INAFIANRZNTI /) T2 =24V T

oRF 7o/ 8
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4= 0N TI A=)V AN, EfiF 449 SERRICOEL . Eiibamz
=7z,
MS m/e(ESI) 414 (MNa®)
EHaF 459, 2-1 YV TORF-3-B3-U-bY ZNAORAFNR DN AF AR
SWVTZI N TN TOIS B

4-b D) TNABAFNRPNT VA=V EAN, EiEgl 449 & RIHRICOLE L,
Eilhemeiiz.
'H-NMR (CDC1,)

6:1.03(d, J=6.0Hz, 3H) 1.16(d J=6.0Hz, 3H) 2.93(dd, J=14.0, 6.0Hz, 1H)
3.12(dd, J=14.0, 4.4Hz, 1H) 3.56(dq, J=6.0, 6.0Hz, 1H) 4. 15(dd, J=T.6,
4.4Hz, 1H) 5.25(s, 2H) 6.69(s, IH) 6.97(d, J=8.0Hz, 1H 7. 23(d, J=8. OHz,
0 7.28(m 2H) 7.52(d, J=8 OHz, 2H) 7.64(d, J=8. 0Hz, 2H)
MS m/e(ESI) 448 (MNa’)
EHaF 460. 2-1 TORF-3-[3-3-b V) INA D AFNNDIAF T H)LR
VT3 )7V TN EE

F 0] j/
SRUTZNAOAFIN DT IVI—)VZERW, Effl 449 EERICUE L,
Biilkemaiti.

MS @/e(ESI) 448 (MNa®)
Eaf 461, 2-14 ) TORFI-3-3-U-hU TN AOARF IRV AFHIL
AN TI )7 TON B
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4-R)TZNAOARFIRIDNTINA-)ERY, EHEF 449 & FERIZOEL .
AL AR,
MS o/e(ESD) 464 (MNa')
M1 462. 3- 13- (2 4-2r 0O DNAFSANAZNT S /) T2 2] -2
A TaRF TN

RIS
OTNO/\(N\OH
0 O\I/
2,4- 0O PN TIVI=IVERN, ERF] 449 SERICOE L. Zks
mEBL.
MS m/e(ESI) 448 (MNa')

EMF]463. 3-[3- 3. 4-> oo INAFTHNRZINT I V) T =)V -2-
AV 7ORFTO/N B

RSO
CI_ OYNWOH
o} O\(
SA4-Tv ooV a—)bERW, EfEf] 449 EERRICUEL . EE
Wy =&,
MS m/e(ESI) 448 (MNa')

ERF 464. 3-3-2-B- 27007z IV T hFTHIVERZINTI V] T2V -2-
AV TaRFI O/ EE

7007 xxFINTIVa—)bER, Ehep] 449 S BEFRICUIE L., ZEILEY
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Z1F,

MS m/e(ESI) 428 (MNa®)

ERaF 465, 3-M4-ThF-D2-6-AFNEV D -2-4 V) TrFHIVRZILT
SANE 3 i e A A =V s A A = VAW

2-6-AFINEY D -20-1IV) TF / =)V &R, ERf 449 EERRICOE L,
FilbemERL.
MS m/e(ESI) 431 (MHY)
EHag 466. 3-[4-ThF-3-6-AFNEV D -2-ANALFTHNRILT I
/) 7NV -4 TuRF TN EE

(6-AFIVED D 2-20-A)V) AF J—)vE AW, EHEF 449 ERBRICOEL, &
MbamER.
MS w/e(ESI) 417 (MHY)
FEhaf 467. 3-4-ThF-3-6-AFNEV D -3-ANASF L AIARNT I
VTV - ) FaRF L TO/NE

(6-AFNED -3 AT/ —)bZAW, Eihl 449 ERRICLEL. &
ilbemzesic,
MS o/e(ESD 417 (MHY)
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EWiF 468. 3-4-T hF-3-(F /U -2-AINAFHINARZNTI)) T
JV=0-4) 7aRFTO/N 8

F/U-0ANAY ) —VERAG, Kl 449 ERBICAEL, Eitawz
‘7=,
MS m/e(ESI) 453 (MHY)
EREH 469, 3-4-T hF3-3-(F /Y -3-ANAFIHNRINTI /) Tz =
W -2-A v FaRF T/ E

FIU-3AIVAE )=V e, EREF 449 ERIBRICUEL . ZEce %
=7z,
MS w/e(ESI) 453 (MH)
FERaF 470, 3-4-T bF2-3-(F /U A-ANWARFIANRINTI /) T2 =
W -2-4) TORFTO/)N 8

H
OYND/\)\OH
(o} ) O\r

S

N/l

FD-4-ANAF ) =IVER, EES 449 ERRICLE L. FLlbdhz
S
MS m/e(ESI) 453 (MHY)
EfaF 471, 3-[3-02-200F /Y -3-ANWAPFIHNKINT I /)-4-T hF
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7zl -2-MvFaRF o/ B
N._Cl
x OYNWOH
0 0
o]
b T

-700F )Y -3-AI A% J—)LEAN, EREH 449 EREICUEL, Z51
tam=EF.
MS m/e(ESI) 487 (MHY)
ERaE 472, 3-3-02-700A4-T hbFIRXOINAFTHNRINTI ) Tz =
W=2-4) TaRF T/ 8

N

-7 00-3-ThFI XTIz HW, ERepl 449 ERERRICUEL,
ZilbemzRF.
MS m/e(ESI) 472 (MNa¥)
ERp 473, 3-13-Q-FNAOA4-F Y INFAOARFINRDPNFF T HINEZILT
SN 7222V TFaRFTON

-TNWAO-4-M Y TNAOQRAFINRDNNTIVI— )N ERN, EREH 449 EF
RICUE L, ERbamzEE.
MS m/e(ESI) 466 (MNa*)
EHB1 474, 3-[3-4-Z 0 O-2-7)NAOXRINAF I HINRINTI /) T
W =2-4 7aoRF> T
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4-7onO-2-7)0AFAaXR DN TIaA—=)VEEN, EfGl 449 ERERICUIEL,
Bk eaMzERI,
MS m/e(ESD) 432 (MNa")
 EREFI4T5. 3-(3-B-TOEA-RAbFIANINAFIANVRINTI /) T2
A e W AA S Y A VA

|
(o]

| .
H
BYJQ\/OYNWOH

0]
0] \I/

-7 OFE-4-ARFIRVNTIVO—IERAL, EfEFl 449 S ERRICOAEL .,
FilkemEFE.
MS m/e(ESI) 488 (MNa')
EHf 476. 2-1 ) TORF -3~ [3- (4-A PFT-3-AFINNXDI)NAF AR
VT3 ) 72NV T/ B

OTNWOH
o] o
\'/

4-ARFI-3-AFIR D) T7IVI—)VERW, LRl 449 EFERRICOUEL
EilbamEsl,
MS m/e(ESI) 424 (MNa')
EREH 477, 3-3-2.3-Ce Rax> T 5 -5-A )V A FHINAZNT I /)
i sy R e GRS Y N A S VAW
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(2, 3-CEROXRSTF-5-A)V) A& ) —)VERW, L 449 & RICL
L. EilbemEEi,
MS m/e(ESI) 422 (MNa®)
%m%w&3%&VCANLN§X*V—W%~UVXF#&ﬁwﬁ:WYSﬂ
ey e AT A VAW

R PFAF I —I=5-1IRAEF J—)VEHWN, EWEH] 449 EFERICOAEL .,
ZEilbemeR-.
MS m/e(ESI) 402 (MH)
FEREF 479, 3-B3-U-T bF IR PNAFHANRZNTI /N TN -2-4 Y
TORFTO)N B

.
(o]
@YM

L hFIRDONTINI=NZERN, Eff] 449 ERERRICUE L, FERbEY
TG,
MS m/e(EST) 424 (MNa®)
E it 480.
a) ITFI)N 3-5-F3I /-2-7)A0T7xz=)V)-2-4)FaRF Fo) /T —F
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ERF 423a), b) EEBOFEIZED., ER{LEmERE.

1H-NMR (CDC13)

6:0.98(d, J=6.0Hz, 3H) 1. 14(d, J=6.0Hz, 3H) 1.24(t, J=6.0Hz, 3H)
2.83(m 1H) 3.05m 1H 3. 55(dq, J=6.0Hz, 1H) 4.08(dd, J=8.4, 4.8Hz, IH)
4. 17(q, J=6.0Hz, 2H) 6.49(m IH) 6.53(d, J=8. 0Hz, IH) 6.80(d, J=8. OHz, IH)
b 3-05-4- 20X INAFTHNEZINT I /)-2-TNA0T 2 =)V -2-1
UAAS Yt A VAW -

4-roaxX>2INTIVaA—=)ve AV, EfEfl 449 ERERICAE L, FRtemzE
",
MS m/e(ESI) 432 (MNa’) .

ERig 481, 3-5-2.4->r7o0axXPNAFIANKRINT I /)-2-7)0A407
o)AV FORF TS B

Cl " 0
Popiorl
Cl (0] F O\I/

2, 4->roany PN 7IVa—)vERWL, EHEF 449 ERRICOUEL. Eiitbs
Mgz,
MS m/e(ESI) 466 (MNa’)
ERi 482, 3-15-3.4-2> 7 0OXPNAFIANKINT I /) -2-7)F O 7T
o) -2-A4 Y FaRF T/ B

DS
cl %ﬂr:fwkw
0 F O\]/
34-roaxRIUNTINA=)IERN, EEf 449 ERBRICOEL., £EkE
MERE.
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MS m/e(ESI) 466 (MNa') ‘
EHagl 483. 3-[2-7)NAO-5-U-R Y TN A O AF IR DIV AFTHNERZNT
X)) T4y TaRFTaN B

Fr
F)b\/ N X
o
0 F O\I/

4-F D TNAOAFNR DT I A=) ERW., EfF 449 ERBICUEL,
BilbevER.

'H-NMR (CDC1,)

0:1.01(d, J=6.0Hz, 3H) 1.16(d, J=6.0Hz, 3H) 2.97(dd, J=14.0, 6 0Hz, 1H
3.20(dd, J=14.0, 4.4Hz, 1H) 3.60(dq, J=6.0, 6.0Hz, I1H) 4.20(dd, J=T.86,
4.4Hz, 1H) 5.24(s, 2H) 6.70(bs, 1H 6.99(t, J=9.2Hz, 1H) 7. 23(m 2H)
7.28(m 1H) 7.50(d, J=8 OHz, 2H) 7.64(d, J=8. OHz, 2H)
MS m/e(EST) 466 (MNa®)
FERagl 484, 3-2-T)NADO-5-B-b U INAOQRAFNNINAF S ANRZI)NT
/) 7V TaRF TN E

F 0 F \l/
-RUTINAOQAFIAR DN TII—)VERV, EF 449 ERERICOE L.
Eibemzisic,

MS m/e(ESI) 466 (MNa*)
LR 485, 3-[2- 7N AO-5-U-FrY A O A F IR AF AR
73I/) 7)) -4 T ORFITa)N B
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4-DUTNFAOARFIRIDITIINI—)LER, EREG 449 & FRERICOEL,
EilbemEREL.
MS m/e(ESD) 483 (MNa' |
Ehel 486. 3-[2-TNAO-5-(F /U -3-A)AFLAINAZINTI /)T =
W -2-1yToRF Ta)N#

“d | H O
X OTNWOH
0 F O\r

F/U3-AIVAY ) —IVeRwy, Effl 449 EERICLEL. FidkémzE
=7z,
MS m/e(ESI) 427 (MH)
S 487. 3-(5-Q2-200F ) ) 2 -3-A VA bFTANKNT 2 /) -2-T)VA
07 )V -2-A4V7aRF T/ EE

CULC(FY;

2-700F /U -3-1IV ALY/ —IVERA, ERff 449 EERRICUE L, 2
fLEaMmER_,
MS m/e(EST) 461 (MH)
ERafl 488. 3-[5-(2-/ 0 0-4-FTORF N DIAF L ANRZNT I /) -2~
ATz -4 TORF S T O/ EE

/\/0 H o)
O\n,N OH
Cl 0 0
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-7 00-4-7ORF IR DIINTIINIA=)VEBW, EEH 449 EFEEICOEL,
EilbemzaEc.
MS m/e(ESI) 490 (MNa')
E s 489. 3-[2-TINADO-5-2-INA T 4-R U TIFAORAFNR I AFT
ANWRZNT I /) 72V -4V TORFS T/ F

2-TNAO-A4-R ) TNAOQAFINN DTN A=)V ERN, ERF 449 &FE
RICUEL., Ebemer.
MS m/e(ESI) 484 (MNa')
Ep1 490, 3-[5- B A-PAFN R INAFIANKRINT I /)-2-7)407
oV -2-A ) TaRF T O/N B

o S
O\er\@\/\(kOH
0 ¢ Oj/

AP AFINDNTINIA—IVERL, ERE 449 EFEKICUE L, ZRRkE
ME B,
NS m/e(ESD) 426 (MNa!)
SEHEI 491, 3-[2- TV A O-5- (- A hF -3 5-FAFINEY IV -d-A A RS
ANKRZNT I /) 7xZ)V 24V 7arFT/SUEE b Ao 7 T
—k

O/

-~

N OH
eF 0 O
o T
F

=-ABF-3 5-TPAFIVEY D 2-0-1)) AF J =)Lz, Ehhl 449 L[F
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BRI L. ERbEmEE.

MS m/e(EST) 435 (MH')

ERaf 492. 3-6-UH- R ZA I Y= )-2-A VA LF L HIVRZINT I /) -2-
VAT o)AV FORFLTa/)N B U AOTET— b

<}% H R
F 0 Y
F\‘/u\o F Y

F

H- RO XA I === AZ ) —=)LVERW, EfF 449 & RRICLE L,
Rilbamzii.
MS m/e(ESI) 416 (MHY
EHag] 493, 3-(3-U-rooO-2-IA XN AFIANRINTI /) T =
W -2-4 FaRF Fo/)N g

RUFRZAA > 0mga22r700A%y 0. mlIZ@EMFEL. EUT > bul ZIMZA. K
BFIFN-3-3-72/7x) -2tV 7aRF> 7N/ T—b ng DT Y
OOAY B, PIIFINTI50nl 2R 7. MRA8ICK D REWERRN
=%, -7)0An-4-7oaX>ONTIVa—)b 15mg EIA T, RINRICEEZEZK
ST THBEZRE. BEEZTSY /)L onl IZ&EMHEL, SNAKEEF MU DA
0. 12ml Z2h0X. BB T1IREEHRLUZ. RISHEIZK Inl, SNIEEE 0. 14nl ZA0Z.
BB TF )L THIH U7z, BEZED, ERERSMHTTHERZRWL, REZH
MBEONTLATHEEABAEELTKRK-TErZMIIL- MY ZIVA OBFEER & A Wz
HPLC Iz TH# L., ZEtew 1. dng 2157,

MS m/e(ESI) 438 (MNa’)
L] 494, 3-1 ) TORFL-3-[3- U1V TOHRFL R UNAF I HNKEZI
73I/) 72z )\ TS 8 |
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-1V TORFIRDZNT A=) 2R, EREH 493 ERIICOAE L. FiL
&M ERI
MS /e (ESI) 464 (MNa')
E i 495. 24V TORF S -3-[3-@-b U TNA DA MFS N DNAFH)
RZNWT I /) 722V TON

F 0O
F/\;O/Q\/OYH\Q/\KKOH
o) o
Y

S-RUZINAOARFIARINUNTIVO—IVER N, Efafl 493 ERBRICUEL
Filkem e,
MS m/e(ESI) 463 (MNa®)
Eag1496. 3-[3-4-TINAT-3-bUINFAORAFINNDPNAF AR
TEN TN A TORF-T O/

F
F H 1

F O N oH
F 0 0

4-7NFO-3-b) I NATAFNXR DTN I=)bE AW, ERfl 493 & @
BRICE L., EElbamei.
MS m/e(ESI) 466 (MNa')
Eff 497 3-[5-U-200-2-INAOX U INAF I HANKRINTI /) -2-T
WADOT 2V -0-1 ) TORF-T O/

4-2OnO-2-7)NAaXR TN aA—)LERW, Efpl 493 EFERRICUHEL .,
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ZEElbameF,

MS m/e(ESI) 450 (MNa')

Eff 498, 3-[2-T)NAO-5-U-A4V TORFI AR NAFIHNEZINT I
/) 722 -2-4Y FTaRF-T /S

o}
Tl K,
0] FO\(
4~V TORFINRIDINTIA—)VERG, EfEF] 493 ERBRICUEL, £
bEmER/~,
MS m/e(ESI) 456 (MNa")
EHEH] 499, 3-[2-T)AO-5-U-FORF AR INAFIHINHRINT I /)
T )] -2-A YV TaRF I -Ta/)N 8

\Q\/OYNWOH
0 F Oj/

4-7ORFIRCDIITINI=)NERN, EMHEFI 493 ERBICUEL, ERMd
MmzEEFz.
MS m/e(ESI) 456 (MNa’)
ERaf] 500. 3-[2-TNAO-5-U-AFINDONAFTHANKINTI /) T2 =
JWI-2-1) T ahF-FTO/)NN B

T bt
OTN\@\')(OH
0 F O\r

-AF)NR DTN aA—=)vERW, EREgl 493 EERBICAEL . FRiibemz

B,

MS m/e(ESI) 412 (MNa®)

ERaG] 501 3-[2-ZNA0O-5-B-bJINAORARFINDNAFIHNRZ
VT3 T2 04 ) T O E - T OB
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F 0
F’ﬁoO\/"THWOH
(o] F O\|/

S-RUTZIAOARFIRDIITIVa—)VERN, EREE 493 EEHICOEL,
Falkemeit,
MS m/e(EST) 482 (MNa¥)
EHas 502. |
a) IFI)N 3-B-FI/-2-AbF 7)) 24V 7O0RFITORLTR— 1

(0]

HZNWO/\
0
0 7/

EHEFI 4232), b) EEBOAFEICLD. ERLEMER,

1H-NMR (CDC13)

0:0.98(d, J=6. 0Hz, 3H) 1. 14(d, J=6.0Hz, 3H) 1.20(t, J=6. OHz, 3H) 2. 84 (dd,
J=14.0, 6.0Hz, 1H) 3.00(dd, J=14.0, 4.4Hz, 1H) 3.52(dq, J=6.0, 6. 0Hz, 1H)
3.76(s, 3H) 4. 15(m 3H 6.54(m 2H 6.67(d J=8 0Hz, 1H

b 3-(5-U-20O-2-FINAORSINAFTHNEINTZ /) -0-AbFTT
o) -1 FaRF L TN EE

o]

Cl
H
\Q\/OYNWOH
F 0 0
g
-7 00-2-7 N4 aX>ITIVa—)vE A, ERf 493 EREERICULEL .
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7. 63 (dd, J=2.0, 8. OHz, 1H)

¢ TFI -UH-A > B—=N-3-14)V)-2-4V TahFFot4+Fx—h

IFI -4V TORFI-3-(1-A bF I AF)-1H-1 > F—=)L-3-1)l) 7O
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EAx—bh23g&7 b 20ml IZHEMEL, SNEE 15ml ZhnA, 2 B L /=,
RIS ZEKE L, K, KEEKRF MU T LEMA, BEEETFILTHIH Lz, B
EREATHERGE LU, BKEE TR ULTHEL. BEREEZBETEELE,
kxR TS/ —)b 20ml ICEEEL . REEA Y D L 2g DKBEERZMA . 50°C T 3 Ffd
BLz. RISEZKEL. K EET7 > EZULARKZEMA. B TF )L THH
Uiz, BHEZAINBEK TS, KRB/ R DL TERLLE, BETIE
FLlze BMEZIUATNVASLZOINT ST 4 =TT U GOAEFBETZFIL - A
FH2), EielkEdY 0. Tog 27,

'H-NMR (CDC1,)

6:1.00(d J=6.0Hz, 300 1. 18m 6H) 3.10(dd, J=14.0, 6.0Hz, 1H) 3. 20 (dd,
J=14.0, 4.4Hz, 1H) 3.55(dq J=6.0, 6.0Hz, 1H) 4.15(m 3H 7.05-7.20(m 3H)
7.35(d, J=8.0Hz, 1H) 7.63(d J=8. 0Hz, 1H)

d TFN 3-U-FINHBFIAFI-IH-A > B—=)-3-1)V) -4V TORrF T
OEAx—b

)
o

OH

IFN 3-(H-1 > R=)b-3-0 ) -2-1 Y FTORF > TOEF X — bk (. T5g &
N N-DAFIVIIVAT 2 R 100 IKEREL. KET 608K MU DL 0. 128 20
Zim. RINHEZRET I SMEHR L% TOEEE-F=-7F)L0.53unl ZMZ.
FETI6BRMERLE, RIBRZKEL, K, b7 BV LBREZMA. B
BETFIITHELUE, ARELZEMBEKTRES. BAKRES TRV LTEEL
%, WETEMGELE. BEZUASNASLIORMT ST 0120, 10%
BB LTI - AFHOTHHLTELHBDET /0O > onl IKEKLE, K
BTFRY Z)LA O 3nl #i0A. 0CT7HEMERLAE. RIEEIZRVI>ZN
. BEEZBRETEEL, REZUATVDSTL AT ITT T4 =2 L

338



WO 02/100812 PCT/JP02/03866

(33%FERE TF )L -~F4 ) . ERILEW 0. 3g 287,

'H-NMR (CDC1,)

6:1.00(d, J=6.0Hz, 31) 1. 18(m 6H 3.10(dd, J=14.0, 6.0Hz, I1H 3.20(dd,
J=14.0, 4.4Hz, 10 3.54(dq. J=6.0, 6.0Hz, 1M 4 13(m 3H 4.83(s 2H)
6.97(s, 1) 7.05-7.20(m 3H 7.65(d J=8. 0Hz, IH)

e) IF) 3-[1-Q-k ROFSITF)) -1H-A > B—)b-3-1 )] -2-1 ) TORF

7oA x—h

S

N

¢

IFIN -U-HAINVARFIAFI-H-A > R—=I-3-1 V) -2-14V TarF 7

OEF*—r0.3gZ2 70732 10nl IZEEL. XK&ET. PUIFILT
> 0.2l ZiA. BFicrzooFgEITFIV0. Inl Z20Z. 0CT 15 SREERLE. 7
HUTERERBYEABLEE. RISREBOKGEL., KEEFVHFEFRUT L
60mg E/KZEMA. BB T 1RREE®RLZ. RISEEZKS L. MEEETEEICL. B
BT FIITHH L. BEEZEINREKTHRE. BKRES TR ULTEREL
=%, BETEBHELE. REZUATINVASLIOTNT ST 40— L (33%EE
BLFI - ~FH2), EiLlEW 14dng =&7.
'H-NMR (CDC1,)
6:0.98(d J=6.0Hz, 3H) 1. 15(m 6H 3.00-3.15(m 2H 3.50(dq J=6.0,
6.0Hz, 1H) 3.85(t, J=6.0Hz, 2H) 4.06(m 3H) 4.17(t, J=6.0Hz, 20) 7.00(s,
I 7.05(d J=8 0Hz, 1H) 7.13(t, J=8 0Hz, IH) 7.28(d, J=8.0Hz, IH)
7.57(d, J=8.0Hz, 11
N 3-1-02-U-700 7 ZNVANNEANAF) ZTFI]-IH-A ~ F—)b-3-1
W -2-1y7oaRF 7o/ 8
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W3- A -0-A V) TaRF S Ta/N B
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o Y

~yoo7zAV T R—rERAN, Efif 538 SRERICOEL. itk
aYMERI,
MS w/e(ESI) 445 (MH)
Efpl 546. 2-1 V) TORF L -3-1-2-U-A bF T2 ZNVANNEALINAF)
TFI] -1 > B=)b=3-1 )V 7O/

\rro\/\N \
O 7/

~ARFTTzZNAVITF— b ERW, EREF 538g) SRBRICUEL . i
&M ERT.
MS m/e(ESI) 441 (H)
Eff 547, -4V 70RFI-3-1-2-U-bJ INFAOAFIVT 2 ZIIVHINE
ANAF L) TFIN]-1H-A > B=)b-3~1 )] O/ ‘/ﬁé

F TN OH
F 0 Oj/
F

-RY)TINAOQAFN T2 72— bERW, Efpl 538g) & FERITU
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BL. ERtemEsat.

MS m/e(ESI) 479 OHY)

EHai 548. -1V TORF -3 [1-2-B-P U TNAOAFIN T = ZIIVANNE
ANFAFU) TFI]-IH-A > B—=)-3-A )V T/

FE H o}
F/KON\H/O\/\N A o
o) o\|/
-RYINAORAFINT IV 72— b ERW, EfF] 5388 &FERRIZU
HL., Zitemeii,.
MS m/e(ESI) 479 (MHY)

E il 549.
a) AFN 1-Q-NPNAFIF)N) -H-A > B=)b=4-H)VBRF > L —h

0.0
oy
"
Ra

AFN M- R=)-4-FINRF L L—h 2158 2N N-FAFIIHFI LTI R
10l WML, KET 605KFRIEFTRUDTL0 TgZMA . RIGERZZIRT 30 5
BB L%, ROV -TOEIFINI—F)V 2. 5nl ZHA. BiRT 2EEE
LU=, RbEZKGEL., K, BT EZULBREZMA, BFEETF)ILTHEL
7-. BHEBZEAMABE/KTRERSE, BKEET TR DLTEHELULE, BE TR
Lize BEZIUATNATL2OR T ST 4 —I1TF L., Q¥FEETTF IV - NF
) Bk EY 3. bg 2=,
'H-NMR (CDC1,)
6:3.78(t, J=6.0Hz, 2H) 3.99(s, 3H) 4.37(t, J=6.0Hz, 2H) 4.43(s, 2H)
7.12-7.27(m 7H  7.32(s, IH) 7.55(d, J=8.0Hz, IH) 7.91(d, I=8. 0Hz, IH)
b 1-Q-RPNAFIITFI) -IH-A > R=)~4-TNTER
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Oy H
oS
A
Ra

AFN 1-Q-RPNNFAFIFN) -IH-A > B—=-4-F)VRFT L —b 3. bg
%*‘/“Ij‘)bl—ﬁ:)l/ A0nl ICHEMBL. KRBT, KREVFULTIVIZU L. 448
AT, BIBT I AEBBRLAABERIGEKZKG L, PIFIVIT—FI)EKEM
ZTre RAYHNT T AIADBEITEDIMFNWTEEZ >/ &I A TRIGK Z EKFEE< Y
FIUATERL, BEEZBETEELU, FEZ700X5 > 40n] ITBEFEL.
“Ek~ U 0g EMA. BET2HEERL. Bt EEI 13
BL, o1 MEHBEEIFIIN Tk L., BEZBETEERL. Ftew 1. g %
=7z,
IH-NMR (CDC1,)
5:3.80(t, J=6.0Hz, 2H) 4.37(t, J=6.0Hz, 2H) 443(s, 2H) 7.16(m 2H)
7.20-7.2Tm 5H 7.38(s, 10 7.63m 2H 10.25(s, 10
o IF)N -[-Q-b ROFZITF)N) -IH-A > BE=)b-4-A )] -2V FOtrF

7oL xR—b

IFN - (ZTFINKRARIIN)-2-1Y 7O TETF— 1. 3g%F hF RO
75> 1oml AL, KT 60%KFELFT R TL0 18g MR, KEDERX20
SRR L, RISKRIC - Q-RODINAF S IFI) -1 > R—)I-4-T )Tk
Klgodsnl S S ROTS VEREMA. RIRT 16 BEBRLL, RIBRE XK
BL. K EIET CEDULBKEMAZ. BT FI)IVTHIHI L., GREZHNE
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WK TH, BB R ULTERLZE BETEBHGLE, BEEZUN
FEWATL2OX T T 74— L. WEEBEZF I - NFH O THEHELTES
HOEILY /—)V 10nl EEEE 10n] ITEMR L 7=, BHRIZ 108/X5 27 L-%%E 0. 58
ZMA. KEEHRL, BRTURKMBRLE, RCEBZEZEML. MEx 5
BL, BEZRETEBEL TEEEW0. 28 25 7<.

IH-NMR (CDC1,)

6:0.92(d J=6.0Hz, 12H) 1.13(d, J=6.0Hz, 3H) 1L 17(t, J=6.0Hz, 1H)
3.23(dd, J=14.0, 6.0Hz, 1H) 3.32(dd, J=14.0, 4.4Hz, 1H) 3.47(dq J=6.0,
6. OHz, 1H) 3.96(t, J=6. 0Hz, 2H) 4. 14(q, J=6.0Hz, 2H) 4. 22(dd, J=T7. 6, 4. 4Hz,
1H) 4.29(t, J=6.0Hz, 2H) 6.60(d, J=4.5Hz, 1H) 7.00(d, J=8.0Hz, 1H)
7.10(d, J=8.0Hz, I1H) 7. 15(s, 1H) T7.25(m 1H)

d 3-(-R2-U-7oo7xZ)VHIVNEANAFY) TFIV] -1H-1 > R—)L-4-
AN -4V TaRFL TN &

H
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e}
Cl o

O OH
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-7 AV T T R—MERAWV, EREFIS 3 6g) ERBRICUEL., £
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MS m/e(EST) 445 (MHY)
FERaFI 550, 3-11-2-0B-r 007 x ZINANNEANAF) TFI)V] -1H-A > B—
W-4-A ) -2-1 ) FTORF > T/ E

H
Cl NTO\/\N N
0O
0

0] OH

-roo7x)VMY T T xR—hERAN, EMfF 538 SEEICUE L. £k
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BL., BilbeleRi.
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MS w/e(ESI) 479 (MHY)
EHapl 554. 3-11-12- 2. 4-CINA0 T 2 Z)IVHINEAINAF ) TF)V] -1H-
A 2 R—)b-4-A )V -2-14 ) T ORF T T/ 8

H
/@[NTO\/\N N
e}
F F o

O OH

24-7)NWAFAO T ZIA VT Rx—bERAW, Ll 5388 ERIERICLEL.
Bk emEREL.
MS m/e(ESI) 447 (MH')
E s 555.
ad IFI 3-(U-eRoOF Tz -4V 7OoRFTON/T—1

IFN - (PIZFIHERARIIN -2-1 ) TOENTET— b 2627 RO
75> 40nl IZERL. KETF. 60%KFLFT U T L0538 EIMA. K TT20
SREERLZ. RISRIZ AR DONNFF IR ZTIVTE R gZ2T I RO
75> 15ml ENN-ZAFIINHIVALT I R I0nl IZTHEMLZDHDZEMA,. ZEIRT 16
B L, RISRIKZMA, BT )L THE L. AREZMAMEE/KT
W, BOKBEB< /XU LATHRLULER, BETRRLZ. BREZUATIIVA
SA2OTRNT I T74—IftL. MEFEELZF IV - AFH L THHENTLZHD
REGE L, REELSY /)L 40nl ITHEEL. 108N 2T LK% 0. 48 Z 1A
KEBHRL., BETOSHEBR L, TOREZRERL., =560, BEZHR
ETWELRE. BEZVATIVASLIORMNT S T4 =1L, (Q0%EFEE TF
V- ANFY V) EELCEW 2 T 25,

'H NMR (CDCI)
6:0.98 (d, J=6.4Hz, 3H) 1. 16 (d, J=6.4Hz, 3H) 1.24 (t, J=T7. 2Hz, 3H) 2. 85-2.95
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(m 2H) 3.52 (Sept, J=6.0Hz, 1H) 4.05 (dd, J=4.8 8. 8Hz, 1H) 4.12-4.19 (m
9H) 4.86 (br, IH) 6.73(d, J=8.0Hz, 2H) 7.10(d, J=8. 0Hz, 2H)
b)) TFI -4 T aRFI-3-4-Q-AFTITINARFI) Tz ) Ta/v)

I—Fh
o}
0
T

IFI - RoF> 7)1V 7ORFTO/)N/ T—FEHL, ©
EF 1b) EFERICAET A LK. EiRbemES.
'H NMR (CDCI,)

6: 0.96 (d, J=6.4Hz, 3H) 1.15 (d, J=6.4Hz, 3H) 1.24 (t, J=7.2Hz, 3H) 2.75
(dd, J=2.8, 4.8Hz, IH) 2.83-2.93 (m 3H 3.34 (dt, J=2.8, 9.6Hz, 1H 3.50 (Sept,
J=6. 0Hz, 1H) 3.94 (dd, J=5.6, 11.2Hz, 1H) 4.00 (dd, J=4.8, 8.8Hz, 1H) 4. 15-4. 22
(m 2H) 6.82(d, J=8.0Hz, 2H) 7.15(d, J=8 OHz, 2H)
¢ 3-U4-13-024-vr7oogx /F) -t ROoFTFJOoRFL] T7Z)V)-2-1

A A VAW

G L

Cl OH
2. 4-vryoo7z/—IVERL, EEF 1o ERERICUEL. ERtbeamei,
MS m/e(ESI) 443 (MHY)
EHF 556. 3-14-3-B. 4-Cronryxz /FI) -k RoFFOoRFI] T =
W= FTaRF TONEE

Z:D\o/\/\om\? "

3. 4-rvruooyx/—)VEMAW, EEF 1c) ERRICALEL., FELLEMeHF.
MS m/e(ESD) 465 (MNa')
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2-T0EA4->T7 )7/ —IVERAN, EREFlc) EERICLEL., RERRLEY
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0

OH
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-1V FORF O/ B
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L A4-CAFIN T/ —IVERW, EREF 1c) ERBRICUEL., FHilbkahzEiEx.
MS m/e(ESI) 425 (MNa') ,
EHER) 565. 3-14-[3-U-B=TFN 7z /F) -2~ bOFFORFI ] 7=
=21V FairF T/

/KCLO’\C;\OMH

4-FB=TFNT7x/—VERN, Efifllc) ERHRICALEL. ERLeamEET.
MS m/e(ESI) 453 (MNa')

EHEF] 566. 3-14-3-6-700-2-AFNTx /F)-2-E RoF I FORF ]
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-z O0-6-AF)INTx/—)IVERAN, EfFlc) EKICOAEL. ZERaed
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AV FTORF S TONEE

OH

Cl

-ITFINTx/—IvEAWL, EF L) ERBICAEL. BRILanES.
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8 5 NRINWAF - AF)N-Il-A 2 F—)V-3-TITEE
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B-RIUDNFF A R=N-3-TNTERENN-TZAFIKRILLT IR
S50ml WAL, KB T 60%0KRILF R U DL 0 84g ZMA Tz, RIGHKZZIE T 30
SEER L%, IUATFTIVL Snl Z2IA. BRT 16 FREEH Lz, RIGKE
K&EL. K EBIET7 EZVLBRENA. BFEETTFIL, . TS ROT75T
M U7z, BEZEINBEKTHERSE. BKEESY TR ULTERLER, BE
TEHLE, BRECVIFIINI-—FIVEMATAEL., Riba 4 bg 2157,
"H-NMR (CDC1,)
6:3.83(s, 3H) 5.15(s, 2) 7.06(dd, J=2.0, 8.0Hz, 1H) 7.26(m 2H) 7.33(m
1H) 7.40(m 2H) 7.50(m 2H) 7.62(s, IH 7.91(d, J=2.0Hz, 1H) 9.92f(s,
1H)

b) TFIN 3-6G-b ROFI-1-AFI)-1H-A > F—=)V-3-1)V) -4V TairF
JoOEAZR—b
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HO
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IR U T-, BRI 10885 P L-xFR 0. 6g ZMNA ., KEBHL. BT 24 BREE
BLE, RINEBZEREHRL. MEZ22BL. BEEZRETHELE, RiEE>
DALNAT L2 O ST T 74— L Q0%EEBE ZF )L -\FH ), Ei{LaY
28 BF.

H-NMR (CDC1,)

§:1.00(d, J=6.0Hz, 30} 1.18(m 6H 3.05(dd, J=14.0, 6.0Hz, 1H) 3. 12 (dd,
1=14.0, 4.4Hz, 1H) 3.55(dq, J=6.0, 6.0Hz, 1B 3.70(s, 3H) 4. 15(m 3H)
6.77(dd, J=2.0, 8 OHz, 1H 6.91(s, 1H T7.02(s, 1H) 7. 11(d, J=2.0Hz, 1H)
¢ ITFN 24 TadRFI-3-U-AFI-5-FF L FZNAF -4 > F—
V-3-14)) oA Fx—b

o)
0
N

Ao {3
\

IFN 3-6-b ROFI-1-AFI-IH-A > E=)b-3-1 V) -2-1 Y 7ORF >
TOPAR—h0.5g % NN-UAFINFRVAT I K 130l ICHEMRL. #EEHY 74
0.32g &7 vkt 40, 05g &M%, ZiET 30 HRBR LA, KIS ) 2o
)2 L—b0.56g A, FIETI6BMERLE. RISEREKAL, K. #Hik
TUEDULBREMA, MEBIFIVTHEE LR, GHREEENEEATIS. &
KEEEEY 7 33 W TER L%, BETEELE. BEEIUAFVAT LSO
T RT 5T 4 =i U (16%BEE TFIL-~F52) . e 0. 4g #1587,

H-NMR (CDC1,)

51.00(d, J=6.0Hz, 3H 1. 18(m 6H) 2. 78(dd, J=2.0, 6.0Hz 1H 2.90(m 1M
3.05(dd, J=14.0, 6.0Hz. 1) 3.13(dd, J=14.0, 4.4Hz, 1) 3.40(m IH)
3.55(da, J=6.0, 6.0Hz 1M 3.70(s, 3H) 4.02(m 1H 4. 13(m 3H 4 260
0 6.88(dd, J=2.0, 8 0Hz, 1H) 6.91(s, 1M 7.09(s. IH 7. 16(d J=2.0Hz,
1H)

d 3-15-3-.4-ro07xr /F) -0-E ROFS FORF L] -1-AF)b-1H-o
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W-l-A > B=)b=3-A ) =24V TuRF > T O/ E

05— o
OH
Clx o_A_oO 0’4
A\
C|D/ N
. 4-vrnooryx/—)VERW., ERbllc) ERERICLUEL. ERbdEE-.

MS m/e(ESI) 496 (OH')
Ehe 570. 3-15-3-Q2-7O0E-4->7 /7 /F ) --RoFT JoRF]-

[=AFIV-1H-A > B—=)V-3-A ] -2~V T aRE S T O/

° OH
Br OH
0
A

Jo s
Y N

N
-7 0%-4-27 /7 /) —IvERN, EESllc) EERRICLEL., FibEyw

ok A
MS m/e(ESD) 531 (MHY
Emgl 571, 3-15-13-B3-7on-4->7/7x /F)--ERoFTJoiRF]-

1-AF)V-1H-1 > F—= ) -3-4J)V) -2-1 vV T airRF > To/N 8
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Oy—oH
OH ,<
D
N
77
N \

S-rnu-4->7 ) 7 x/—NVERW, EiEF 1o ERRICAEL., FLtey

17z,
MS m/e(ESI) 487 (MHY ,
ERF] 572. 3-15-3-d-yon-2->7 /) 7z /F)-2-ERoFT TaoRF]-

1= AF V== > B=)=-3-A V] =24V FTORF L T O/ B

N ° OH
o A_o {°
cl N\

4-rno--27/ 7z /) —IIvERW, EiEH 1c) ERRICALEL. EiLlbEey

ik YA
MS w/e(ESI) 487 (OHY
EREF 573. 3-15-3-U-ronryx /F)-2-E ROFTFORFI]-1-XAF)l-

1H-1 > E=)L-3-1I)V] -4V F7aiRF > Fa/)N B

o

OH
OH /4
0A_0 { 0

\
4-poarx/—I)veRW, il lc) ERKRICOEL. EiRlbE&wmEREE.

MS o/ e(ESI) 462 (MHY)
g 574, 3-15-[3-3-7 o007z /F) - ROoF > 7ORFI]-1-AF)L-

1H-1 > K= )L-3-q4 )V -2-4 ) FTaRF Ta/)\ 8
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OH
CI\©,O\)\/O N
N

-ronozx/—NERWL, Effllc) EFEERICOLEL. ERlbamES .
MS m/e(ESI) 462 (MHY)
EHEH] 675, 3-15-[3-Q2,5-¥r0n 7z /F)-2-E ROF L TORFI]-|-AF
W-IH-A 2 R=V=3-4 M -2 A4V FaRF TN #

Oy—oH
OH {
AR ¢s N
N
ol \

,5-Yranyx/—)VERN, EHEF 1c) ERRILEL., ERbEmESE-.
MS m/e(EST) 496 (MHY
EhEsl 576. 3-5-3-B-roo-4-I)An7x /F)-2-k RoFT FoRF
SN RAF WA B =3-A V] -2-10 V) TORF > T /S8

O OH

mD,o\/okH,o 4 0’4

F \

-rnno-4-7)A07x/—)VEAN., EREF 1c) SEERICLEL. ERRLsE
Y/ = Y
MS m/e(ESD) 480 (MHY)
EREFI 577, 3-15-[3-Q 4-PAFN Tz /F)--ERaF TaoRF]-1-AF
Womllf ¥ R=)U=3-A ) =04 ) T ORE S T TS B
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o

OH
OH /4
Jonanes
N

\

LA-DAFINT /=AW, EiEhl lc) ERERICLEL. FERbLEMEE-,
MS we(ESD) 456 (MHY)

EHifl 578. 3-15-B-U-FB=TFNTx /F)-2-L FOF S TORFI]-]-AF
-1 > R—=)L-3-14 )] -2-4 vV FarF T Ta/)\ VB

0 OH
@0ﬂ°&<
N\

-FEZTFINT7x/—I)IVERAWL, EfEF 1lc) EERICOAEL., BEEYESE.
MS we(ESD) 484 (M)

ERF 579, 3-15-3-B3-TF )N T/ FI)-2- ROoFFORrRFI]-1-AF)-
H-1 > F=)L-3-1)U -2-4 v 7FaRF 7o) 8

0 OH
L : ,O\)Oi/O@((I;’(
\

-TFN T /—=IVERW, EEF 1c) ERRIUEL. FHidlbamzEr,
MS /e(ESID) 456 (MHY)
E g 580.
a) IF) AV TORFI-3-(1-Fa0F-2-1 Z)y-1H-1 > E—=)-3-1)l) 7O
EAx—b
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S
¢

ITFIN 3-(H-A > R=-3-0)) -2-1v7aRF> 7O+ x—h0.23g &
NN-DAFIVFNLT 2B oml ITIEML. KET 6037KRAEFT H DL 3dng 2
7=, RIGHEZEKEAT 30 ARERLA%. 7o/ F)N 7o R 0.0l 2mMA, E
BT I6BRERLE, RIGKRZEKSEL, K BT > EZDVLABKRZMA, Bk
IFITHHE L. BEREZRNAEK TS, BKRE< XU LTERLE
%, BRETEHELR. BREZUATINVASLIORM ST 40—, (9%HE
BEIFI - NFH2)EFELLEM 0. 188 2%/,

'H-NMR (CDC15)

5:1.00(d, J=6.0Hz, 31 1.18(m 6H 3.10(dd, J=14.0, 6.0Hz, 1H) 3. 20(dd,
J=14.0, 4.4Hz, 1H) 3.55(dq, J=6.0, 6.0Hz, 1H) 4.13(m 3H 4.83(s, 2H)
7.13(m 3H) 7.22(d, J=8.0Hz, 1H) 7.35(d, J=8. OHz, 1H 7.64(d J=8 OHz, 1H)
b 3-1-3-U-zooyxz=)V) F7aF-2-A Z)V] -IH-A > B—=)b-3-A )] -2-A)
JoaRF TONEE

0]

(0]
ol Y

-7 00-4-F3— KRB ERN, EEFI 7 7b) ERRIAEL . Riclta®
s YA
MS m/e(EST) 396 (MHY)
EHf 581, -4V TORFI-3-(1-3-U-AFT7x2)V) TOT-2-14 Z)V] -
IH-A > R—=)V=-3-A)V) T O/ 8
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O/N\ OH
[o]
~o \T/

4-F—R7ZV—)veRWn, EREFIT7 7h) EFRBICAUEL. RRLEYEEE.
MS m/e(ESI) 392 (MHY)
EHEaf 582. -1V T ORFI-3-[1-3-B-AbF Tz )V TO T2 Z)V] -
-1 > R—=)V=-3-1 )V} TO)S> g

0

|

OO/\N N OH
O\‘/

-F—RT7ZV—IVERW, EREFI7 7h) EERICOEL. EiitemES.
MS m/e(ESI) 392 (MH')
EHEfi 583. 2-1 V) TORFI-3-(1-3-U-F ) INAOAFN T Z)) TO 7 -
2-A IV -1H-A > BE—=)V-3-1 )| O/ B

(¢}
F NN OH
FR g
F
4-F— KRV MY 70 RERAW, EHH 7 7b) ERBICLEL, ERke

MEEFI,

MS m/e(ESI) 430 (MHY)

EhEF 584. 2-1V TORF-3-1-3-@-bUINAOAFN Tz Z))) TO T~
-1 =)V -1H-A > B—)V-3-A )V TN B

0
F e = NN OH
F O\(
- — KA R U Z)LA Y KRN, EHIT 7h) EFRICMEL . ERa
MzEIFIz.

NS o/e(EST) 430 (MHY)
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Eff 585. 3-(1-3- (2. 4-Yr0o7 =)V 7O07--+A =)V -1H-A > K—)L-3-
AW -2-AV TORF LT O/ B

(0]

Cl
= NN OH
o
o T

L4-vroaoa—RREERN, EREI7 70 EEBRICLEL, EiZlbd
187,
'H-NMR (CDC )

5:1.04(d, J=6.0Hz, 30 1.15(d, J=6.0Hz, 3H) 3.15(dd, J=14.0, 6.0Hz, 1H)
3.31(dd, J=14.0, 4.4Hz, 1) 3.61(da, J=6.0, 6.0Hz, 1H) 4.23(dd J=7.6,
4.4Hz, 1H) 5. 11(s, 2H) 7.15-7.20(m 3H) 7.25(m 1H) 7. 34(d, J=8. 0Hz, 1H)
7.40(d, J=2.0Hz, 2H) 7.44(d, J=8.0Hz, 1H) 7.67(d, J=8.0Hz, 1H)
MS m/e(EST) 480 (MHY
ERap] 586. 3-[4-U-P U ITNADRXRFINRIONAFTHANRINTI /) T2
W -2-14V TaRFL TN B

4~ D) TNAOAF IR DI TN A=)V ERN, EREF 493 & RRICOUE L,
R E B, |

'H-NMR (CDC1,)

5:1.03(d, J=6.0Hz, 3H) 1.16(d J=6.0Hz, 3H) 2.91(dd, J=14.0, 6. 0Hz, IH)
3.09(dd, J=14.0, 4.4Hz, 1H) 3.55(dq J=6.0, 6.0Hz, 1H) 4. 12(dd, I=T7.86,
4. 4Hz, 1H) 5.25(s, 200 6. 71(s, 1H) 7.19(d, J=8.0Hz, 2H) 7.32(d, J=8.0Hz,
2H)  7.51(d, J=8.0Hz, 2H) 7.63(d, J=8. OHz, 2H)
EHF 587. 3-13-(3-Q2.4-rooyx /F)-1-FOE )V -TxZ)-2(5) -
AV TORFL-T OB
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BLEHI 587a) bUTINAORS AN T+ 2 3-[3-U-XD)-2-(FFV) -
AFHSVD -3 A -2 AV TORF-3-FF/-TOEN-Tx =)y TX

409)-R>II-3-3-B-EROF-7zZ)V)-208) -1V 7ORF-ToEA
S -FFHSUT-0-F 2 L 002g 2T/ 0nOASy 2 15ml ITEBL. KET.
ROIFNTI 0.4l NN-DAFINTI/EYD Y l6ng. -7V RU 7))
AOAY 2 ZNT 4 Z)A 2 K 950ng 2MA 7. BBICTREBRL., RIGKZEEE
BETFIICTHERRL. IN-EEE. SnEEKIC TS L. BHE % EKmEE<
FRUILMITERL, BEREHEBELEZ. BEEZS VATV AS L O NS
T4 —ICTREL. AFY-BETTFI 2| BHEXL OFEREEY 1.492¢ %=
matAINELTHRZ.
'H NMR (CDC1,)
6:0.91 (d J=6.4Hz, 3H) 1.15 (d, J=6.4Hz, 3H) 2.78-2.90 (m, 2H) 3.02-3.09
m 10 3.36 (dd, J=2.4, 13.2Hz, 1H) 3.45 (Sept, J=6.4Hz, 1H) 4. 18-4.24 (m 2H)
4.64-4.69 (m 1H) 523 (dd, J=2.4, 9.2Hz, 1H) 7.14-7.41 (n 9H)
SLEH) 587h)  4-RD)I-3-13-3-@-E ROoF-1-TJo¥o)l) -7z Z)l]-2-
AV 7aRF-Fot -V |-AFHJ U -0-F >

H0\©/\‘)Ok X,

MUINFORY I T+ B 3-[3-UW- XD -20-(FFV)-FFHJSY D
-3 -2~ FaRFI-3-AFY-TOEN] -T2 )b TAF)V 390mg %
NN-SAFIIVFIN LTI R 2l iCiEg L, 7a2sF)7)ba—)b 85mg. L D15
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8mg. TRIFAMI TN TART 4 2NNTTP T L4dng. PUIFIVT I

0.3nl ZMEXRMZ. ZRFHEKT. 50° CITTHRERERLEZ. RIGIREZ> U AT
TAEBL. AREEEETTFIVICEM L. K. IN-EEE. fSafiREKICTREL, &
BEEEKEE RO TLCTERL, BEZEEBELE. BEZUASI
ASLZOI TSI T4 —IZTHEEL., AFYU-BBEIFIVI2EBEE ELDE
b4 20Tmg 2 A1 IV E L TR,

'H NMR (CDCI,)

6:0.98 (d, J=6.0Hz, 3H) 1.15 (d, J=6.0Hz, 3H) 2.76-2.88 (m 2H) 2.96 (dd
J=4.4, 13.2Hz, 10 3.33 (dd, J=2.8 10.4Hz, 1H) 3.47 (Sept, J=6.0Hz, 1H)

4.13-4. 19 (m, 2H) 4. 48 (d, J=6. OHz, 1H) 4. 56-4. 62 (m, 1H) 5. 30 (dd, J=4. 4, 9. 2Hz,
10 7.16-7.18 m 1H 7.21-7.36 (m 8H)

B 587c) 4-X DI -3-(3-13-3-2. 4->ron-Jx /F)-1-FoE=)i] -
Tz -2V FaRFI-FOoEA o)) -FAFHS YD -0-F

Cl
(l 0

Cl N0

4-R2)-3-3-3-B-v RaF-1-7OEZ)) -T2 2] -2~ TR+
-7abA NV -AFH YD -0-F 2 ERANT, #idsl 102¢) . EHEF 102d)
RN L . EiElkaES.

'H NMR (CDCI,)

6:0.98 (d J=6.0Hz, 3H) 1. 15 (d, J=6.4Hz, 3H) 2.77-2.93 (m, 2H) 2.96 (dd
J=4.4, 13.6Hz, 1) 3.32 (dd, J=3.6, 13.2Hz, 1H) 3.45 (Sept, J=6.0Hz, 1H)
4.13-4.19 (m, 2H) 4.57-4.61 (m 1H) 4.97 (s, 2H) 5. 27 (dd, J=4.0, 9.2Hz, 1H)
7.10 (d, J=8. 8Hz, 1H) 7.17-7.39 (m L[1H)

ERf 587d) 3-13-13-Q.4-yr7oo 7z /F ) -1-Ta )] -T2 =)L -2(5) -
AR A VAP
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Cl
3\0 N 0

Cl v OH
\I/
4-~N2PN-3-3-13-(3- 2, 4->roo-7x /F)-1-T7ub)jV]-7 =

W -2-1V 7aRFI-TOEF ) -FF TV D -0-F L ERNT, Bl
279d) EFEBOFETIKSBMRIEZTY, BEREERAEI OT TS5 T 0 —IC
THEL., ERtbEmEsE.
MS w/e(ESI) 429 (MNa¥)
ERaf 588, 3-13-[3-2.4->ro0 7)) -2-T O WVAF ] -Tx )V -
208) -1V FoRF TN Ek ,
BEH] 588a)  4-N>P)-3-(3-13-3-Q2.4-T o7 Z)V) --FO¥ =)L A
FU-TJxz -y FaRFTaN /AN -FFHSI D -0-F >

46)-R2PIN-3-3-3-v ROF-7z2))-208) -1V FoRF-Tor¥=
W -FFHS YT -0-F4, -3-JoE-1-FoEz)l) -2, 4-Croax
ZRAWT, 8EF 17a) EFEBRICUAE L. ZFRbEYeF.
' NMR (CDCI,)
6:1.02 (d, J=6.0Hz, 3H) 1.15 (d. J=6.0Hz, 3H) 2.77 (dd, J=8.8, 13.2Hz, 1H)
2.89-3.00 (m 1H) 2.77-3.32 (m, 2H) 3.52 (Sept, J=6.0Hz, IH) 3.99 (t, J=8. 4Hz,
1H) 4.08-4.13 (m, IH) 4.49-4.54 (m, 1H) 4.93 (s, 2H) 5.40 (dd, J=5.2, 8. 4Hz,
1H) 6.89-6.92 (m IH 6.96 (d, J=5.6Hz, 1H) 7.00 (br, IH) 7.16-7.34 (m, T7H)
7.37-71.40 (m, 2H)
ERE) 588b)  3-13-3-Q2. 4-rronoyzx )V --FOE- ) AF]-Tx =
W =20 -4 FTaRF TO/N B

361



WO 02/100812 PCT/JP02/03866

0
N
o O\©/\)\0H
Y

4R VI3 (3-13-[3- (2 4-¥rOnT 2 =) --F O A F L] -T2 =
W -0-1 v 7aRFTan ) IV -FFH VU D -20-F D ERANT, BiEF
279d) ERIBRDHETIKGERIEZT V., BEREFREI/ ORI ST 4 -1
THEL., FidlkemzEl.
MS m/e(ESI) 429 (MNa")
FEREF 589. 3-13-B3-U-roo 7= -2-TOEZVAF]-T2Z)]-2() -
A=Y A VAN |
BLEH58%a) 4-RXZDN-3-(3-13-3-U-roorx ) -2-FOEZ)LA4F
UN-Tx)V -4V FaRFFaN/ A -FFHJY D -0-F

40)-RPN-3-3-B3- ROF -7 -208) -1V 7oRF-ToE=
W ~FFHJS D -0-F . 1-3-7aE-1-7JOoED)) 4-roax ¥ &R
WT. BEH T7a) EEBRICUE L, EiRlbamEEk,
If NMR (CDCI,)

6: 1.02 (d, J=6.0Hz, 3H) 1.15 (d, J=6.4Hz, 3H) 2.77 (dd, J=9.6, 13.2Hz, 1H)
2.93-2.98 (m IH) 3.29 (dd, J=4.0, 13.2Hz, 1H) 3.52 (Sept, J=6.0Hz, 1H) 3.99
(t, J=9.6Hz, 1H) 4.08-4.15 (m IH) 4.50-4.54 (m, 1H) 4.88 (s, 2H) 5.40 (dd,
J=5.6, 8. 4Hz, 1H) 6.87 (dd, J=2.4, 8 4Hz, 1H) 6. 96 (d, J=7. 6Hz, 1H) 7. 00 (br, 1H)
7.18-7. 21 (m, 2H) 7.27-7.37 (m 8H)
EREF 589D  3-13-[3-WU-rooTx)V)-2-FoE ) AFI]-Tx )V -
208) -1/ FurRF T O/ EE
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4-~R22-3-3-13-3-U-rooryz =) -2-7OEZNFF ] -T2 Z)V -
2~V TORF TN A -FFHF YD -0-F D EANT, BiEF 279d)
EERDFETIRABRIGZITY, BRBEREERA 7 O T T T4 —ITTHS
L. Eilbavmzeit.
MS m/e(ESI) 395 (MNa®)
ERiF) 590. 3-[3- 2. 4->rauaxRJANTI ) AFV) -T2 )] -2 T 0
R T OB
s3] 590a) 3-(1, 3, A VAFHR) F L 0-AN-RZATIFTER

0 0
(O\'B\©)LH

FHRNINNREROVES gZPIFIINI—FTIVEEBL, TFL 2 J)
J—)V3. Tml Z2MA. BRICT 15 2B L. BHEZEREL. F55EY 10. 36
PEEAF I ELTHEE,

HLEF] 590b) 3-B-ROZN-T =) -2- AV FORF T IV IIIBEIFIVTA
JV

N

H 0
O/\Kko’\
0

T

(CITPFITARTHVI - AV TORFITIINEIFINIZATIV 2. 388
ZEAKTF IS ROT7T ITEMRL. KERFTRY DL II6Ng ZINA Tz, ZEIRITT
15988 L. 3-(1,3, 20 VAFHRYF-0-AI-XROXT7ITER L 0g DN N-
PAFINEIVAT I RERENA. BRICT | BREERL . RIGREZHEITIV
ICTHRL. IN-EEE, fafnBfKIC TS L, AREBZEKRES IR VLI

oo

HO"
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TERL., BRZREEELE, BEZUANTSNVATLZORMNT ST 4 —I1TT
BEL, AFY-HEBITIL 32 BHSEL DFEL e 5ling ZE/EL 1)L &
LTHZ,

BIEH] 590¢) 3-(B3- RO N-Tx =) -2- AV TORFTONETFIVL A

3-(3-ROZ -7z -2-4VTaRFT 7T YINVEZFIIITATI)V511ng %
WKLY ) —IVICHERL., 0% P ALREZMA. KEBEFHKT. BRICTH
wiEHLE, RINEEABL., AEZEEL. ERbEY 539meg 2572,
FOEF] 590d) 3-[3-(L3-oAFV-1. - FaAVA L BE=)V -2-A4IVAF)-
Tz -2- AV TORF L TaNCEIFINIATIV

0
) N’OU\/LO/\
LU

-B-ROZ -7z -2V TORFTONRCEIFIVI ATV 539ng,
N-E RoF7#)b = K 389ng. ®EEk (11) 8 380ng = 1, 2-> 70014 > 10ml
B L. FUT 0. 20l A, RRICTI HEERLL, RINRE U AT IV
HILZERANTABL., PBRERBGE L. BREZUATNVASLIOR KNI ST
A —IZTHERL, ANFY-BEBIFIV 41 B BEX DIE(EEY 270ng 2 EEA
1IN ELTHER.

'H NMR (CDCI,)

5:0.99 (d J=6.0Hz, 3H) 1.10 (d, J=6.4Hz, 3H) 1.23 (t, J=4.8Hz, 3H 2.89
(dd, J=9.6, 14.0Hz, 1H) 2.97 (dd, J=4.4, 13.6Hz, IH) 3.46 (Sept, J=6.0Hz, 1H)
4.00 (dd, J=4.4, 9.2Hz, 1H) 4.13-4.21 (m, 2H) 7.01-7.06 (m 3H) 7.25-T7. 28 (m,
10 7.81-7.84 (m 2H) 7.89-7.93 (m 2H)

HUEE] 590e) 3-QB-TI/AF LTz N-0-AV TORFLTONVELFIIT
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HZNIOO/\('))(O/\
T

3-13-(1, 3-YFF V-1, - RO VAL R—)b -2~ IVAF2)-Tx Z)V] -
-1V TORFITOCA VELIFINVIZATIV2Tng 215 /—I)VIZEHEL., ER
5T —KFn4 50ng ZMMA Tz, 700 CIZT 30 HE#HL. FEMESBLE. 2K
BB L, BEEVUNSNASAIOTKT ST 4 —ICTHERL, ~NFH -
i T )L 3: 1 B EL DERLEY 163ng ZEEBT 1L ELTEL.

EReg| 5900). 3-[3-2.4->r0aNJANT I /) AF) -T2 W] -0-A VT
ORFLTO/N |
cl 0 0

(-7 /)AFI TNV TORFITOEF VEIFIVI ATV
10mg. 2,4-> 700X BEE Ing & N N-CAFILHRIVAT I R0 3ml IZEEL., &
IFNTAAT7x BT ZR0.006ml. U IZFILTY 2> 0.05m] ZMMAZERICT
KREBRLUE, RIGREBBEIFIVICTHRRUKTHESEL. AEEZEBGL. 3-
3-Q2,4->r7OaRIJANTI)AFI) -T2 -2tV 7OaRF T TOE
FUBIFNIATNEER. ZObDELY /=)L 0. 4nl IZ@EHEL . SN-/KEE{L
FhUDA0 Inl Z2MA. BRICTHERERERLZ, KSR INNREEZ A FEE T
FILICTHH L, AREBZBE L. BEZYBREEREI/IOTNT I 74—
THHEL., ELtehziEe.

MS m/e(ESI) 434 (MNa¥)
Ehagl 591, 3-B-WU-Zoo-2-INAOXIANT I/ FAFI)-TxZ)V]-2-
A TORF L T/ B
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0 0

oo

4-7 0O-2-7 A ORBEEZ AN TERES 5901) ERRICAEL. Filbed
EB1, |
MS m/e(ESI) 418 (MNa')
E ] 592. 3-[3-U-b VU ZNATAFIN-2-TNA AN ANT I ) AF) -
T2 AV TaRFL TS B

0
F T

4- R U ZNFA O AFI-2-T)IWAOLEEFEZ AW TEREF 5901) & FHRICLE
L. Eitamzit.
MS w/e(ESI) 452 (MNa') ,
EREF1593. 3-[3-U-TORFI-2-70O0XRIANT I ) AF) -T2V -

A TORF TN EE

cl 0

0
/@*N’OO/\(U\OH

CA-TORFI-I-7OO0RBEREE B WTERF 5901) ERERICUEL. Bidtks
MEET.

MS m/e(ESI) 458 (MNa')

EMF 594, -1 T ORF S -3- (3- [A-AF)N-2-p- b UN-F 7/ —)b-5-H)V
ROV -ZI/AFL] -T2 )V -TO/N 8

ROSIQU SRS,

4= AFN=2-p- b DIV =-F 7 —)V=-5-F1)V 7R VB & A W TERHF 5900) & REHRIC
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MEL. EbemEF.

MS m/e(ESI) 477 (MNa¥)

EREF 595 . 2(9-3-13-Q2.4->r o007 =)V AINEAINFF S XAF)L-4-
IhFI T2 -0 TORF L TO)SEE

BEH] 595a)

#U5EH 332a) ERMEREETA-TRFIRIPITFNA R 2L4g & L) -4-R2 P
NV-3-Q-1v7aRrRF 7 EFIIN) -1, 3-AFH /o -0-F b bg ERIEEH.
49-3-1BR29-3-U-ThF>T7xz)V)-3-EROF -V 7ORF 7O
INI AN -4-R D)1, 3-FFFT 5 2-2-F 2 1. 2g zHARAKE L TH,
'H-NMR (CDC1,)
6 :1. 15(d, J=6. OHz, 3H) 1.20(d, I=6. OHz, 3H) 1. 38 (d, J=7. OHz, 3H)
2.73(dd, J=13.5, 10. OHz, 1H) 3.05(d, J=5. 4Hz, 1H) 3. 16 (dd, J=13. 5, 3. 6Hz, 1H)
3. 69 (sept, J=6. 0Hz, 1H) 3. 70 (m, 1H) 3. 99 (q, J=7. OHz, 2H) 4.05(m, 1H) 4. 43 (m, 1H
4. 79 (t, J=5. 4Hz, 1H) 5.41(d, J=5. 4Hz, 1H) 6. 82 (d, J=8. OHz, 2H) 7. 19 (d, J=8. OHz, 2H)
7.24-7. 35 (m, 5H)
BLEH1 595b)
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W] -4-RD)-1, 3-FF BT 2-0-F 2 1. lg Z2EABREKRE L THEZ,
'H-NMR (CDC1,) |
& :1.03(d, J=6. OHz, 3H) 1. 15(d, J=6..0Hz, 3H) 1. 39 (t, J=7. 2Hz, 3M)
2. 77(dd, J=13. 5, 9. 9Hz, 1H) 2. 88(dd, J=13. 8, 8. 4Hz, 1H) 2. 92 (dd, J=13. 8, 6. OHz, 1H)
3.31(dd, J=13. 5, 3. 6Hz, IH) 3. 52 (sept, J=6. OHz, 1H) 3. 97 (dd, J=9. 0, 3. 6Hz, 1H)
3.98(q, J=T7. 2Hz, 20) 4. 13(dd, J=9. 0, 2. 4Hz, 1H) 4.51(dtd, J=9.6, 3. 6, 2. 4Hz, H)
5.35(dd, J=8. 4, 6. 0Hz, 1H) 6. 79 (d, J=8. OHz, 2H) 7.20(d, J=8. OHz, 2H) 7. 20-
7. 34 (m, 5H)
&5e41 595¢).
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)V 3. 9g AR & LTHRZ.

'H-NMR (CDC1,)

6 :0.95(d, J=6. 2Hz, 3H) 1. 13 (d, J=6. OHz, 3H) 1. 39 (t, J=T7. 2Hz, 3H)

2.871(dd, J=13.7, 8. 6Hz, 1H) 2.94(dd, J=13. 7, 5. 2Hz, 1H) 3. 48 (sept, J=6. 2Hz, 1H)
3.71(s, 30) 4.01(q J=T. 2Hz, 2H) 4. 02 (dd, J=8. 6, 6. 2Hz, 1H) 6. 80 (d, J=8. OHz, 2H)
7. 13 (d, J=8. 0Hz, 2H)

S43EH1 595d)
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Lize BEZUATNAZTLIOR NI ST 4 ITTHEL (BHEBE  NF9 >
—EFEETFI) L 29V TORFI-3-U-T b F-3-F—F-T7x )V -7 O
INVEEATFIVI ATV 3. 9g ZHEBOWRY & L TR,
'H-NMR (CDC1,)
6:0.97(d, J=6. 1Hz, 3H) 1. 15(d, J=6. 1Hz, 3H) 1. 46 (t, J=6. 9Hz, 3H)
2.83(dd, J=13. 6, 9. OHz, 1H) 2.99(dd, J=13. 6, 6. 9Hz, 1H) 3. 48 (sept, J=6. 1Hz, 1H)
3.72 (s, 3H) 3.99(dd, J=9. OHz, 1H) 4. 06 (q, J=6. 9Hz, 2H) 6. 71(d, J=8. 5Hz, 1H)
7.15(dd, 1=8.5, 2. OHz, IH) 7. 67(d, J=2. OHz, 1H)
41561 595¢)
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e L TR,

'H-NMR (CDC1 )

6:0.01(s, 30 0.97(d, I=6. 2Hz, 3H) 1. 13(d, J=6. 2Hz, 3H) 1. 14(d, J=6. 2Hz, 6H)

1. 17(d, J=6. 2Hz, 6H) 1.41(t, J=7. 0Hz, 30 2. 15(d, J=14. OHz, [H)

2.19(d, J=14. 0Hz, 10 2. 82(dd, J=13, 6, 8. 3Hz, IH 2. 89 (dd, J=13. 6, 5. 5Hz, 1H)

3. 48 (sept, J=6. 2Hz, IH) 3. 70 (s, 3H) 3. 98 (q, J=7. OHz, 2H) 4. 01 (dd, J=8. 3, 5. 5Hz, 1H)
4. 13 (sept, J=6. 2Hz, 1H) 6. 67(d, J=8. 3Hz, IH) 6. 90 (dd, J=8. 3, 2. 2Hz, 1H)

6. 98 (d, J=2. 2Hz, 1H)
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'H-NMR (CDC1,)
6 :0.97(d, J=6. 2Hz, 3H) 1. 14(d, J=6. 2Hz, 3H) 1.43 (t, I=7. OHz, 3H)
2. 43 (t, J=5. 9Hz, 1H) 2. 88 (dd, J=14. 6, 9. OHz, 1H) 2. 95 (dd, J=14. 6, 5. 2Hz, 1H)
3. 49 (sept, J=6. 2Hz, 1H) 3. 72 (s, 3H) 4. 03 (dd, J=9. 0, 5. 2Hz, 1H) 4. 07 (q, J=7. OHz, 2H)
4. 66 (d, J=5. 9Hz, 1H) 6. 78(d, J=8. 2Hz, IH) 7. 11(dd, J=8. 2, 2. 3Hz, 1H)
7.13 (d, J=2. 3Hz, 11)
#LEH 5958)

ﬁ)k i
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AFN-T 2 Z)V)-TONVEAFIVIATIVE g &2 4-r700Tz2)b1 >
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3.0g amAaEKE L TEL,

'H-NMR (CDC1,)

& :0. 96 (d, J=6. 0Hz, 3H) 1. 13 (d, J=6. OHz, 3H) 1.41(t, J=6. 9Hz, 3H)

2.89 (dd, J=13. 8, 9. OHz, 1) 2. 95(dd, J=13. 8, 5. 1Hz, 1H) 3. 49 (sept, J=6. 0Hz, 1H)
3.71(s, 3H) 4.04(d J=9.0,5. 1Hz, IH) 4.05(q J=6. 9Hz, 2H) 5. 26 (s, 2H)

6.81(d, J=8.4Hz, 1H) 7.15(br. s, IH) 7.17(dd, J=8. 4, 2. 3Hz, IH) 7.21-7. 23 (m, 2H)
7.35(d, J=2. 3Hz, 1H) 8.181(d, J=8. 8Hz, 1H)
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FE2l 7o)V -20-4 YV 7aRF I TO/NE | bg EEBKE L THZ.
'H-NMR (CDC1,)

6 :1.04(d J=6. 1Hz, 3H) 1.15(d, J=6. 1Hz, 3H) 1.41(t, J=7. OHz, 3H)

2.91(dd, J=14. 0, 7. 9Hz, 1H) 3. 08 (dd, J=14. 0, 3. 5Hz, 1H) 3. 55 (sept, J=6. 1Hz, 1H)

4. 06z (q, J=7. OHz, 2H) 4. 09 (dd, J=6. 1, 3. 5Hz, 1H) 5. 27 (s, 2H) 6. 82 (d, J=8. 3Hz, 1H)
7.16 (br.s, IH) 7.17(dd, J=8. 3, 2. 2Hz, 1H) 7. 24 (dd, J=9. 0, 2. 2Hz, 1H) 7.25(d, J-
=2. 20z, 1) 7.36(d, J=2. 2Hz, 1H) 8. 17(d, J=9. OHz, 1H)

EHEE 596, 3-[3-[(2.5-2 2 0O0- RO PNAFIHNARZIINT I /)-AF)V]| -
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Cl J§ 1

3,4-2 /OO Y)L O REFHWT, £l 332) &FEICNEL, =il
aymEER,

' NMR (CDCI,)

5:1.00 (d J=6.0Hz 3H 115 (d, J=6.4Hz. 3H) 2.95 (dd, J=8.0, 14 OHz, 1)
3.12 (dd, J=4.0, 14.0Hz, 1) 3.54 (Sept, J=6.0Hz, IH) 4.12 (a. J=4.0Hz, 1H)
4.37 (d J=6.0Hz, 2H) 5.08 (s, 21) 5. 10 (br, 1H) 7.12-7.22 (m 4H) 7.25-7.29

(m, 1H) 7.41-7.47 (m, 2H)
MS w/e(EST) 462 (MNa ™)
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