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WEIEDNTNDPDIFE Lo

ARSI, 1, 2{izBRAEL T3 BERRKEE, 1, 2M2BHRME
T BN ERERRE. 1, 2M2BHIEL T3BR7V I ZIVE, F2i1
» 1UZBHREL TIBRRZIVEFNVEDONTNGE FEITFE L.

ey ABBAEBHRE EIIRERO 7 2 2 VETH AN —FPIVFIV AN T =
VBT I RFEEDHFE L. BHRO 7 2= )VEICBIF 2BHEL UTiE. N
BT VRFPEFE VWD, RICRADEERD 7 2 2 )VETH BDDEE L,
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.~ (2) . (3). (4). (B) . R20DVWIFhHrTmREND
EHFE UL, Bic—R (2) FEER 2 0 TCRINBEDPHFE LN, EiZ—
B (2) OBAE. ZH-CRI=CRI0-CRINBEDITFE Lo &I THRIZRIK
URIODKEBRFTH BODBFE Lo R 2 0DHEITIE. 7V —)VEDPERL
ELFZNVEDFE L. ZOTF Z)VEITHEALTHE 7 —IVEIE, 7Y
ERFHEINE 7 vRRFEZEDEREPEALTCNS8DDPHFE LV, R20
OBEICEFERE, 7o /) FVEXERUINAFVEEOT)NVAFVED T
FLWe COPNAFIVHRIRE, 7vRETET v EREFE2ESOEREDIRES
LTWBHDDIFE LW, BHREDKIFFICERES LR,

RO~RI8 A, NoF YV REFEHCI~CI20 7NV F)NVEIE 7NV AFVIVETH
BOPIFE UL, R 7 vBRTFBHCI~CI20 PV FIVEE 7))V a3 )vEk
THDHDODHEFE Lo

Fr. (1) KoYk, -CR3=CR4-, -N=CR3-& U { I&-(R3-N-THR= N 5%
FAERBERTFD LS IBERFTHIODHE L. YH, -CR3=CR4-. TRz
 FFEEEBBERFTTRININTNDPOEDTFE UL, FIZ-CRI=CR4-DF &
S LWe ZTTRHITR3 KURADBKRIRFTH DDLU, YD, -00-NR3-,
" -NR3-CO-TEXNAZETHZLE, RIDVEHRD L IEEERDCI~CI27IVF
JVE, BT 7 ) — VBB P IVFIVEDPITFE L. COLE #T7VU—IVEIND
TURTFREGBHRETE) —XEV-BRINTWEDODFE L. Y2ED
BWAED, 73 MES2ERTIRBRFICHE T 2MBERRICRES RN
 UTERTEDTHEIDHEEIFE L,
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R5ERURG6ELTHE. ENZNERD U EHEEHRDCI~CI1200 7))V F )V A
v BHY U EBBROC~CI20 7))V Z)VEL, FlzldEH D U  HEERDC
I~C12O7) a3 )VEE, KEIRTF. KERE, ANVAHT M EHs LSIEE
BOCI~CI20EHR 7 3/ H, B#d U IZRBEHRDCI~C6D 7 )V )V F A E,
= b D%\\ NaTURF. FREY T OETHIOPHE UL FICKERTX
ENBTVRFTHLDPEHE LN,

BB,
Biib U< IRRIRO BB IRBARE, BOBN 475 9 DES L <
B THHERR, MERE ZEEROTRR7IVIVE, SMEME 2 EERDR
47%7)1/&:11/%%’%‘2{?0 FIZIE BBl TD (6) RT LS RRPHITS
N5,

N N~ 0 ' S\ N= N=\
DGR DO O

s o N N
EN,\LN\ @N I:\\N@NDDDD

N

OO0
O OO OO0 (;3 o

['\'I:\//Nr\ll? l} N@ EN) Q E\N E\N I\/\o@
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Ih5D3 b, BB, BOBEN 405 9 DEHRD U IEERTH 2R
WERINBEDIFE UL, BICROBED b DERRTCRINSE, BlCETF
TV=NVED USBAFY TV —VERTIRINBEDTFE L,

BCIE. BUVYVER 75 VER FA47 o VREROVEBRD UL BREROD
BEGEZBRE, Bid U REBROBR 7IVF)VE, EERS EIBHROB
RPNWTZWETH B, ThoDb, 5~6BThHIHEBRERBEMTFE L

R 1k #BHdUIBEBHRDCI~C200 7I)VF)VE, EHd U IEZIEHDC
2~C20D7)Vr =)V, B U IZMEMOITEIRRIKRE, BHld U<
BEHLDCI~C20D 7))V aF I )VE, EHLY U IZIEEHRDC2~C20D 7))V =)V
FXEDPFE UL BICEBRDS U BBERDOCI~CI0D 7))V IVEDIFE U
Ve CTT, PFVERE, TR AVETOLS RAFOETFEEAT
Td &L REB3~6DBRRTZINVFINETH >TH LW,

R1-SO2-PBERNIMBEROERRETH I L EOERFEL LT F
TV —VE, BUDINVE 7 Z)VESFEE L,

FER 1 ~R 2 0ITMEDBH 7V )R CIcBIT 2 BHEL LT, AN
RXIIVE, B ROFIIVE, NOF VIEF A nAFNVE —7)v4n
AFIVE, TNF0A MFIE NX=T)F 0 A I EREDPHIT 5N 5,

X, BEHIZBNT, ZOEENICEHFAINBBL LTE. FMUYLE &
DASFN:-Yrr: Ay oy (s

bR (1) TRINBEEWE UTHFE LMEEWE UTHIZE. T
DILEMEFIRT B EPTE S,
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— X
o
RS STEP1
NH2+ \ Lol
D R6
)

(8

T
H Y-
N Rs  STEP2 STEP3 1
N\ > —> (1)
o) R6
©)

R1—S—NH,

/7 \\

(XFDR 1. R5. R6. ABLUXE, HIREHEDEBOTHH. JiE
ARV BEHEDT AT IVEEETH D, FIZIE AFNVE, =F)VE,
RYDNVE, PVIVEETHD, Dik. 7vR BR RE KBE N-tF
OXS A7V VA IR, 4—=bp 7z /) FVEFEEIRVIZVFOT )
CFVEETH B, )

TR (Stepl) Tk 73> (7) LAVE=)EEY (8) ZHEATET
. ZAFILEY (9) 2RET 2TRETH S, L (8) . B/l FO
O, BURIEBHEEEEIRT IV (T) LEETEHE BV (8) B4
WARVBTHBHEE. p— MV VRV 1) Ry 70 0KRREF)),
enngivrny RETBRIEKME U, BYRIEEEZEESET IV (7) L
B BHEEPET 6N S,

FREEmciE. 73V (7) &0 AVBRz)VeEY (8) ZIFEETBIVERWV
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B2 EDIFE LW KMRRE N O RS b &M OREEEEIC & b — B iRE
IRV, FIFE O CHEME T 2 BEOWAREDRESATIC. 0. 120
L2 5KRIEERGESEEZLICL VKRR BN E T 262/ B LT
X2, Fi. WEKIOERRE. ANVRoUEEY (8) KNLTIFFL. 245
YERNZEEODHE LN,

EHET B LT, 2 KERLF MDA KEEH U D LEFEDOTIV
1) SEAEY) ; KT b U DAL KBEA DD LEDTIVA Y SEKER{
W) 5 BRI M) A, RERK D Y AEOTIVA ) BERBY ; REEKERT MY
YA, REBKED ) Y AFEOTIVA Y BRBRBKECY ; F PO AAMEIR
T RUYAZ RV R AUTARMFY R, AUDLAEET PRV FEOT
WAVEBZIVIAXYR; PIAFUVFZIL, MIZFIVTIVED M) 7)IVF
VPIV; BV VAFNFI/EYDY, BV, VFYUEDEYY
VD &S AR R R H IR DT E D, ZOREOHEARR
IV BRE A UT 1~ 1 OB SEHAT 32 L AFE L,

THE2 (Step2) & TXFIVEEH (9) HORIVRF S IVEDREEZHR
#YTBITETH B, BEIE. = XAFWVEEY (9) 2AS ) —)V, THRTEMFE L.
KRG 57 A 1A &N Z SR CHEE MR U, FUGK TR, WMETHEK
ZEEE, BRI I NERKATR ZBSENZ . BFR- )L CHitl. ARk
TYEEE, HKFIRT M) U LA TEBRE L. BEZMETEEL. BROANVE Y
BE 8%, BoNEMVEVRETES (STEP3) OBMELTHVL, 7V
TVEEKT. 1.4-U4 5 VICERS 8, BERAVEY A I FRIEEH]Z
Z100°CIBE 300 EHE. R 1 — Rk 73 REBERE U RIBEZNZ .
X 5 100°CRERE CRORFERE IR L. RIS T, WE TR 2EE. KED
EEER L)V CHRIR, N-IEIRK AR ORI SRk CIERYEE Uy EUkiRER
MUY ATERS, BEERETEER L. BED, SEFERICEI D —&N (1)
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LEMERDILDPTE S,

Rl 1, 2, 3k FEEBEPTRISZITS LD TES, 2D
LS REs L, FIZEY = FVT—F), FhSekorsy (THF) O
TXYVLEDT—FIVEE ; RUEY, My FYU CEDOFERRILKE ;
vonKRyy Y, Y anFHUEQRILKE Yoy voinyrsy
vo MUsopxy . ZnoRivaFEONDT AbRIbKSE ; 7 b= bV
. 7REF= MNYIVEO= )V BHRZFNVEDTZAFIVE ; N, N=I X
CFIAIVAT I R OAFNVRIVEF Y RE BT h s LKEDRAYEZE
FBZEDTE B,

B LETARTOIBIZBNTC, BDEISUT, BETONTO IRETFE.
PIZIRE, ThYTF—Yar, il ¥ BEEE A LAXEWEI/ov
NS 74—, BEigE BESINTCLICIDBEERR T LD TE S,

—jE (1) TREINBN—PIVFIVA)V T A Z)VEBR 7 I RFEAKICE,
nNeDOEBOE., KRV BERMOREICH 5 H D, Zh b ORERMEERIE
SAREMA, FICEFOICHFESNSEREICH 5 HDZ2EL.

AFERE, —BRX (1) RSN BMEYMEESDC L2 E T2 HMES L
BRI & o CHERSINBEIEIMIELR S N A > R 1) VPRI ED k& R
B (MHHSRER . BERR. $ERRM AR E. BRI BE. BRIt
E, BERRRMERIMENE, BIE. BIREE(GIE) DOIRHRE. VX2 DEFRETH
B Flc. KU, MRS LI & > TR BRI & O A
V2 VIR T E D L g (THERESRE. BB, BEIRPMERAR R
B, PERRIMERE, BERRRIEMEE, MEARAIE R, SWILE. BIIREE(GSE)
DT EEE EEFILZERE T 2ERREEETH 5.

Fr. —MBR (1) CRINBMLEWEMOER, FI 2 (SHHERBH-O MR
THID, BESNEEFE LT, S0WEZENZNOFS 2 HHEICE T 2 FEORFA
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ELUTHAEGDLINEREREICHZ DI REHICEENS,

— X (I) TRENZEEMEHAGDLETHNWSZ LDTE SR L LT
. BIZIEL R Y > BIZIE) X270, glargineh EDA Y R v rFa
BIZET IR ISI R PVTHIR, T E*J“‘{F\ JYAE) DA
YR UauMEERN FIZIEFT ) =R, LT SRR EDEGMEA VR )
YRR BIZIETANA—Z, RTVHR—X, ITY b=VigEDTIVT
7=-71) a3y —EHEAN BIZEA MAINWIU 72073 IVREDET
7Fr4 REL BIZRaY 7V o, BEFZ)EZV Y dad Ny ViREDTF
TNV &S BUNKGI-262570, JTT-501, YWM-4407%2 EDIEF 7Y 1) ¥ L BH
DOPPAR-H > 7 a2 PBLUPPAR-H> 7o ¥ TR MDA VR ) VK
PitkdERl FIZIEXI 07 4 75— REDPPAR-7)VT7 » 7R b, HIZIET
-10957% & DSCLTRHERAI, GLP-125&k7 4 T=X b, DPP-IVEHEHI%Z & DIk
BETRAEL BIZIE=/)SVLRF Y b 745V RAFY b, ERXVRY W FEDT
U R—ZEFEIES], FIZIEATINT IV AFVF L o EOERFEES
RREEWRIE, PIZIET S NREF o, YONRAIF o, TR F o, &)
NREF Uy P RIVSARE F U, A4 FINRY F 2 ig EOMe-CoAE el R EH]
 FIZRV AR, 7T -V EOHBREAL FIZERIVS Y AEREE 7Y
VATV VEMBEEER, 7o UAT VY U IIRERETHRL R—5 gl
o a LEWEE RIRAR EOBERL PIZEANVIZXEY b YT 0RE
OFEHEE, FIZIEA 7T 4 77 —A MREDKZANF —BREDDH 5. BFE
FE. EEHREDEO. FIR UL TORVEIFEDEIREROBR - ElrfrEroEE
ey, FEOEHR & FERRICIETHE B L OHEHEIC & o THER S W 2 ERIMER
BUNTA VR VIETUWEICE D B A R (TTHEEERE. MR, BERBIER
MRS, FERPMEEE., BEPRORMERERDE, BB R I EE. BIRIAE, =
ME, BIREGE) OEHREERNE UT—BER (1) TREIhBLEMEHRS
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N3G RRARBICZEN S,

—A (1) TRINZAMEEETIESE L2 M2EET 254, BB
LONFIREBOIERFIC L D ER B, 18HHED Tl #FF L IF—E (
I) Df&40.01~1000 ngfRE R ESAT 22 LD TE D, EREICITFE LRy
T R R ORI, B S N B 2 DK DRIA], RIS, WBXh
B2 DEFEDRE (KRE, FKIEHER, RF 4 X1 U F w7 R, MkE s
TR E) Lo T BAEMERME LT, ROABEHEBCCHOEREER LT
HEBERS NG 2. Thbb, I0FFLAE. —BRX (1) tEINBLED
& ZoEHE. AIZE BHLIAKC1I~100ngZ 1 ~3EIC4HT. BOEs
THDDEFE L,

—i&a (1) LMFIOMAICH > Tk, MEZERICRS T2 L6 TE,
FEREZRICILTRETZLHTES, ZN2TNOEXICOVT IH3EFET
DEEDIFE UL ERfe5IE > RBEIRDSNRWED, FEHELDESE
KBNWTRESNZEEPEONIETHRERBREVETLNTES,

—RX (1) 2EETIEFKL. OB, G2 1E5%. A7 vEl, E
Al BELN bPo—F L WEAEOROBRGRH L TN TER, NSO
FHGIE. ZNBEERAROGEIC K > TITWE 2, 121, KRBBHDHTEH R (
I) o&MET> 7>, 2= M=)l HWEEDRIEH ; AVRFS A F ik
Vo—XF b)Y A B ROFS 7OV O —REOFEEH ; RO —
A FIVERF Y AFNVEN D —REDBEE ; YNV D, AF 7B TR
LSFEOFNER] 5 BERAKY A BREORIIE M LHI% 2@ EAASDE TS T3
CSEIZED, FeHL ATRNVAL JBRAL BHE. Mo—FREREET LY
T&%, k. ARHOERL, FHAL T Ly TEB, ZOEANLE, 5
A REEERPABFIEICL D H 6 UDERAEKEDKBERIC /B =
FEAEELTBOTH LWL HEINEEE, LERICZOEESEE = ILAE
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{6 U182 & 5 IS AR R A F /= BB REA 2 LTBNTd L, Hito
AR I, PHAFEEHI R R LA B EBRA & LTHRIMUTS KW, i 215
HOBESEP L OBREREIBCRES T, FRPEZEOBECabET. &
IR, BEURPS. BT 7= ERRic 2o nEREE, —RICE kI AEE
LV EETBILHTE D,

—fER (1) LIRS E> T, ARRA 2L TR—EHIE0 20
Bk, FERATDOVT, BWFESSICDWT, R — X EHDEH]
HICEDBZEDBTED, ZDHE, AHO XITITEFFR S N 25k 4 IR EZFEEA
DIBRE, BIZ 1L, RORGEH, EHAR SIS 2 2 LA CE 30, FRC
Bl oTlk, AHDLITREIRE N 2 HEEHERAT 5 LN TE S,

et

Wiz, RFEHIC L D ARFEHZFICFHIICEIE T 205, RFEHIE I 5 DRHAB]
REDASRESNZBDTERV. MTFIC. ARG & SEMERRENEE 2 50
" Jo

BRERS 1 (BEZE TR IMLAmOEHs) .

4-F— R ERBMRTF V(1. 11g, 4.03mol) 2P F )V 7 3 > (10ml )IZBEfFE L
 PINVIAVERKTFS-TFoV-a,a,a-M ) 7)vAd M (1.03g, 6.05mmol

W VZUOOBERNY) T2 )VT AT 4 28TV A(28.3ng, 0.0403mmol ) Kz
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A {6HA(156.4m g, 0.0806mmol) %2 50°CT IR RHEIR Uz o JRISHE TH2.
WETYZFIV7I L 2EE BEYIC IN-EBR2MZ. BRTF VT, 42
FRIBAK CHREE. FKFIRT MU Y A TR L. BB 2T THRE Uk, &Y
WMz VATNVAZLav TS5 7 4 —Ic K DRER U, 6] 1 O ER
ThHBTFNVITRTIVL.28g (WE>99%) EE~,
IH-NMR ( CDC13 ) : 1.42 ( 3H, t, J=7.2Hz ), 4.40( 2H, q, J=7.2 ), 7.50(
1H, dd, J=7.5 ), 7.58-7.61( 3H, m ), 7.60( 2H, d, J=8.7 ), 7.71( 1H, d,
J=7.5 ), 7.81( 1H, S ), 8.05( 2H, d, J=8.7 )
AN EN

wohExF VX7V (1.28g, 4.03mol)% A%~ 2 —)u (10ml) ,THF(15ml)
[Z¥Af#E L. 2N-NaOH(3.0ml, 6.05mmol)ZinZ ERETL.0hIBHR U KIS THE
v BUSEIIC IN-HC 1 2N Z BRI Uy WUE T2 B, BREYICZEDH0
ZIMA—MRBE Uz, T UERRZRE L. Eif 1 OARFRETH 30V
RUBRL.06g (WERI%) &2 ko
IH-NMR ( DMSO ) : 7.70-7.73( 1H, m ), 7.72( 2H, d, J=8.4 ), 7.82( 1H,d
d, J=8.7 ), 7.91( 1H, dd, J=7.5 ), 7.97( 1H, S ), 7.99( 2H, d, J=8.4.)

e, PIVIUVEEKT. B 5N zVA 51T (1. T8umol ) I 5 LA
v >4 R3ml2MA60°CTFREEIE, FA =/ r7uo 4 FRBETHEZE
Uizo BBYZIEAF L oonliciafiE L. chvzAnthranilic acid methyleste
r0.230m1(1.78mmol ) 10ml &) ¥ L AW 0°C TR T EiR C20RFREEERE, ©
UYL BWETEE Uk BREMZEERTFIVIZIEME L. 2N-HC 1 KW R O
MEEKCIBURGEE. FOKTRERT b ) ACRRE. BIEZWETEELE, B
SheE. BEWEASY 7 —)v (10nl) ,THF(15ml ) I ¥ L. REREDLIOH - H2
0ZMZERTIhBER Uiz RISK T, WETAKZEE, KREWIC 1N-15R
ZMZ. BFRTFIVCTHI. SRR CHER, FOKRERT b)Y ATHEL
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. BERHETEZE Uk, BEWMZERREIC X DR UGS 5 4V #556n
g (IRT6%) #&=o
HNT, PIVITVERKT. &ohzhvi U iE502mg(l. 23mmol ) Z1.4-Dioxa
ne20ml Iz A% L. WSC-HC1 280mg(1.47mmol) %N Z 94°C T30 #:%%. Butane-1-
sulfonic acid amide202mg(1.47mmol )Xz T*DBUO. 368m1(2.46mmol) Z iz 94°C 20
R Ueo RUGR TER, WETBEZEE, REYETHR T )L 25l THR
v 2N-HOLZKVA¥OR: OREAT R K TS Uy SKERER T b 1) O A CTHRR, B
B WE TEE Uk, BEWEPILCIC L DB L. HROEMER 116E%479ne(
IRT4% ) 2570
1H-NMR ( DMSO ) : 0.88 ( 3H, t, J=7.2Hz ) , 1.34-1.40( 2H, m ), 1.60-1.
65( 2H, m ), 2.93( 2H, t, J=7.5 ), 6.69-3.70 ( 1H, m ), 7.18-7.23( 1H,
m ), 7.44-7.96( 6H, m ), 8.04-8.26( 2H, m ), 8.61-8.64( 1H, m ), 8.88
-8.89( 1H, m ), 12.73( 1H, s )
MS(ESI) m/z : 529.31( MH+ )
SRS 2 (e TRICRIEMDERH)

o—F

F

H
O OF
BRGERES] 2 DERRHFRKTH 2F 7YV —NVERE O TRLICR T ZREROAL
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Wangl- > (0. 9 1mmol/g) 2. 0 gZNMPIZIEHX B=RT 3 KRIMKE
Ulzo RORBIEERE, 222, NMP30ml, 44—y 7 “EFE 1.
6g. EUVYY1. 45ml, 2, 6—Yrpox>VJa ) o) k1l. 56m
12MiA, 2ET2 0REER L. BEZREXSICEEEZNMP30ml T
2EEE Uz, BWEERWEE. YonXdyy, NMP, Y2nopA&y > 0)E
T ZNZ2N3 0ml1 9 DANWT, SHETOWEL, IHRVIVBEBRIEE
W, FoNnEfigc, THF : k=4 : 1#%250mlmz. ¥sic, v
FARRAZ7xVv 7YY R 0, O—YZFINVEXF)N10mlzEMmz,. 80
CT 1 2B Ul WHEERRE, B2 NMP 3 0m 1 ¢ 2R Uk, &
WaERWER, Yronxy > NMP, 70048V OET. 2h2h 30
m19OHNT, 3ETOWRELISICLY VBRI B,
TN EN
"OENEFAP7IPFLYUIZ, NMP250mlmz,. 6ic. 4— (pY 7
WFBRAFRY) 7JxFo)7nvA K2, 5g&MzZ, 8 0°CT1 2 KR
Uz, BEZREISITHIERZNMP 3 0m 1 T 2 [5G Uk, Al 2RV
B, YrnpoXAX&yr, NMP, 70noxy VOEE, 2h2h30ml$oH
W, SETDOWEL. SHRVIVRERI ¥, BohELYVic, 100
2 6
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% b 7NVAORERS Om 1 2%, 1RERER. RISKEL P V235U,
RSZ. JE T IEHE U CABER 2 OSRAEERTH 5F 7YV —IVIRERD
ZREMRO. 93 gk,

N, PIVIVEEST T B5N2REERETImg(1.86mol )izx LI
=7 B4 Rnl&EMNZ60°CTIRMHERE, FA=oNrns A REHETEE
Uzo BBWZEIBIAF L VenlIciAfiE L. ZhZAnthranilic acid methyleste
r 0.240m1(1.86mmol)D10ml ) ¥ U EKIZ0°CTH T, iR TIORRESIHE, ©
VYV ERETEE U BREWEERTTIVICER L. 2N-HC 1 KE#R U
AR CIERGES HKRERT MU D ATHRE, ARZRETEE U, %&
B2 BRI L DERE LT 27 )6E568ug (IE61% ) 2757

FWT, PIVIVEAST T, #5657z X7)1568mg(1. 14mol )2 X ¥ /) —
JU (20ml) ,THF(ZOM)CZ@ﬁﬁ U LiOH - H20 239mg(5.70mmol) %Nz Z1R T 16/
MR Uk RINME T, WETEE2BE. BEWIC IN--HCIAE®2INA .
WEER = F )L CHIH. AAIRIRK CHREER. MUK, M) O LA TR L, BiZ
WETEE Uk, BEYZ2ERRICL DRBRUAIVAVRMImg (IEE99%) %
BFi=o

VT, PIVT UEEKT. &5V S #395mg(0.816mmol ) 21.4-Diox
ane20ml (= ¥&f# L. WSC-HCI 187Tmg(0.979%mmol ) %2 100°C¢ 30444, Butane
-1-sulfonic acid amide134mg(0.979mmol), DBUO.182ml1(1.22mmol) KX, filidt s
D2-t-Butylimino-2-diethylamino-1. 3-dimethylperhydro-1.3.2-
diazaphosphorine 712 100°CC20MFREEHE Ulzo RIS T WHE TAE 28
., BEYERERTF)V250l THIR, 2N-HC1K ¥ K ORI &8k ¢ IR sEE U
< HOKBRER ) M) O A THRE, WEEWETEE V. BEYZ2ERZRICLD
REL, HROEMS 2 6E59380nug(INKRTT% ) 21570
IH-NMR ( DMSO ) : 0.84 ( 3H, t, J=T.2Hz ) , 1.33-1.43( 2H, m ), 1.61-1.
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76( 20, m ), 2.92-2.97( 24, m ), 6.70-6.74( 1H, m ), 7.25-7.30( 1, m
), 7.48-7.52( 2H, m ), 7.58-7.64( 1, m ), 7.77-7.82( 1, m ), 8.08-8.
28( 7, m ), 8.37( 1, s )

MS(ESI) m/z : 604( MH+ )

GRS 3 (H8E % T RRICR S D & RB)

PV EEETF T B 2 AR LT 2 BN AL TARLEY
VAR > BR703mg (2. 35mmol )izt UF A =)v 7 015 4 R3ml %Nz 60°C ¢ 2GR
B FATINI OS5 RRWETEE Uk, BENEMEAF L > 6ulic i L
v ZHZzAnthranilic acid methylester 0.304ml(2.35mmol)D10ml &Y &> YAk
COCTH T, B CARIEERE, CY YL RWMETEE L. BEYEFRT
FIVIZ (eﬁtrb 2N-HC 1 7K ¥R OaFn &R K GBS, KRR M) v A
CHIRE, EHE TR U BEWE A S ) — (50n1) ,THR(50m] )i ¥
L. FOBREON-NaOHZ N Z BECI6h B Uk, KIETE. 1N-Ems
MZ. WHE F MR EEE. BB )V Chil. MRIAEKTREE, Sk
B DU ATEIEL, WEERRETEE L, BEYEEGRIC X DESL A
VR VIRTI3g (WRT3%) %87,

BT, ZPIVIVERKT. B5NhkEHVAR v EET13ng(1. T0nmol ) % 1.4-Dioxa
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ne20ml iz ¥ U, WSC-HCI 421mg(2.21mmol) 2/ 2 100°C T30 8#4:4%, Butane-1
-sulfonic acid amide280mg(2.04mmol). DBUO.432ml(2.8%mmol) Kz TN, k& D2
-t-Butylimino-2-diethylamino-1.3-dimethylperhydro-1.3.2-
diazaphosphorine %/iNZ100°C T 14KFfEl#EHR Ueo MISHE TR, WHE TEE2H
k. BEMEERTF)V25nl TR, 2N-HC LKA K ORI &K TEUGES U
v FOKBRER S b U D A TR, WEERETEE U, BREMZERRICLD
FBR LU, HROREG 2 16E165mg(BERT2% ) 218720

IH-NMR. ( DMSO ) : 0.82 ( 3H, t, J=7.2Hz ) , 1.31-1.38( 2H, m ), 1.66-1.
T4( 2H, m ), 2.80-2.97( 2H, m ), 6.69-6.72( 1H, m ), 7.25-7.35( 3H, m
), 7.55-7.62( 1H, m ), 7.75-7.77( 1H, m ), 8.09-8.35( 9H, m )

MS(ESI) m/z : 538.22( MHt+ )

ABRERG 4 (BdE %z Taicm SMeaDamkE!)

BRERG 1 TERUE4L4— (3= MU IZNWARAFNVT 22 VTTFZ)) &
BEMS2ng (3.00mmol), 1—73I>70RVEVHAIVEVEBAFIVIERT)V
EmRIESSIng (4.74mol), 2—Zop—1—XF)E) Y=y 23— R1160ng

(4.54mmol), MV ZFIFI 1.l BEHELEY 7 OO XY L IZ5nlBE U,
SE TR Uk, MERE20nl, BEERT=F)L30nl2i0Z Tl U= G148 2 1%
IKERERT b V) D A TR U CIE BN Uz BRI F)V5ml, ~Ft > 25ml 20
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Z UM U B R EEL L C955ng (2.30mmol ) DA T VtEWE HEmEL L
<% (BT . |

BT, TAFIeEY955mg (2.30mol) 2, =4 /—)vitnl, 1, 4—-2F
FY 10l EE L. 4 MAKBRET M) D Lk 10nl 2002 TERT 8 Kt
Uk, 1 MIER50m] & FER = )L 150ml 200 Z fliH U 7= 38 % JoKBRER - h
vy A CEEE USRI RS U ¢, 920mg (2.29mol ) DAV VR E HEMR &
LT (IE9%) o

BT, BN AEAIVR U E80g (1.4%9mol), n—~_2F L AVFHEX 7 IR
309mg (2.04mmol). 1, 8—Y7¥ryrno [5. 4. 0] ooFwvr—-T—L
>0.50m] (3.34mmol). WS CIEFEAIE46%mg (2.45mmol ) Z2Hedg L= 1, 4 —F
YUl L. 8 0°CT 1M Uk, Hudtd. 1 MIRMRSH] & BER-TF )V -
sml A2 B IC B U, BHEZ 1 MIEHRn] THRgE. FKmIBST MU DA
TR LUCIITEE UE. AoLZax o274 — (Y )AL, YZopXi
Zy o THF=30:1) THES. BERHEZEL, BRI ~AFT (1:
10) CIRBEER LT, 486mg ( 0.909mol ) DEAkSEMEF 4 16AMZE Ak L
LBk (I61%) o MS(ESI) m/z : 535( MHt )
AEEMIS~ 8 (H&EE TRIcR MmO Es)

9V
.

H 4 F
R1vg-N 0 | O F
o 0 NN

O
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R1E ) No. R1 MS(ESI)(MH+)
5 n-Butyl 535
6 n-Pentyl 549
7 n-Propyl 521
8 n-Hexyl 563

KB 4 LRI U TS 9 282 D TRk Lk,
BREREG (&2 FRIC R T SO S )

F’
H ¢ F
NN NN O
duofkf
O

BT 4 & BRI U OIS T 2 B0k 2 BV T ek U 7o MS(ESI) m/z : 509( M
i+ )

BRSEMERIL0 (BBE % TR b2 DE 5RE)

s
‘ H 4 e °F
oo <‘ N
(o}

KIEP] 4 & FERIC UTHIS S 3 50k 2 BV CaBk Uko MS(ESI) m/z 507( M
Ht )

BRSENEG 1 1 (R TR Lo )
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SEHER] 4 L ERRIC UTNIG S 2 2 AW THERR L 7=. MS(EST) m/z : 650( M
Ht )
ARERG 1 2 (BEz TR I baoans])

LM 4 L AR LT, STRENER 2 DA BRIk TH 3F 7 — VB ERD
TERIERTRESFRZ HWTER LR, MS(ESI) m/z : 6 2 4 ( MHY )
ARERHI1 3~7 1 (HEE FRICTHMEANOEHH)

TFRUICKBICRTEAYILANE. 6] 1 9 6AE 7 EMP 2 316,
CEBRIZUT, ZR2ZNERICS T 5 H)VR U ERFER2BE RN T 7
3 Rk 1R AV TARL 2o

Eis 1 9AMZ OV TDERIC DNWTHITRT %,
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F 7V —IVERERFORZRBERIBAL. SFEMS] 2 DERHBHAD ST
ICE o TAEL. AL Lk, VI VEEKT T, BohEREER8n
gICH LF Ao 54 Rnl 2Nz 60°CTAUFRMIE, FA=Nra7 1 K
BPWETEELUE. BEYRIBOAFVVICHBREL, ChEATFIV &7I)F
A7 x>-3-H)VARF Y L — p3limg O10nlE ) O EHIC0CTH T, ZEiBT2
KRS, BV ERBETER LE. BEMET FSE oy Sy, MR
TF IR U, 2N-HC1 KWK ORRT & IRK TRV, KBRS ) ¥
LTHES, EIERZWRETEE L. BEYWEAS . —)V (80nl) , THF(80ml)
VAR Uy BRI 2 2N-NaOHZ I 2 B C— Wik Uk o RIS TR, 1N~
2INZ. WETESBE2EE TRV T, EMREK TSR, K
FRER - N U0 A CHAME L. BRI THEE Uz, BN EAVEVIR22m g
ZTHF(16ml) & 7 m o)V A(16ml) 2z, 2-CHLORO-1-METHYLPYRIDINIUM I0DID
E 182mg . Butane-1-sulfonic acid amide 90mg. 1,8-DIAZABICYCLO [5,4,0]
-7-UNDECENE (D BU) 0.178ml 2iNZ. =R CT—BEHR, 65°CTHE
B, WETEHE UE. BEMZAS LU NS 74— (Y UAT IV, BHRT
FN rn-~FY U =1:1) CHRHEE. WERBELE U, AREE 1 9tEY
189mg #1587~ MS(ESI) m/z : 562( MH+ )o

EHiF) 2 3 DAY OV TDERIZ DNTHIRT %o

AEF 2 3TRWEF 7Y —IVERER DREERIE. SR 2 DEH
MARDOERHFECTAR L. ARERE Uk, PVIVERKT T #ohkR
BER1418ngicxt UF- A =)y 1o A4 Rénl 21 Z60°C C2RRIEHER. 74 =)V
rasA RERETEELE. BEMZIBLATF L VICHEFEL. chz  Anthra
nilic acid ethylester 0.631ml20ml ¥ V) ¥ VU ¥EAKIZ0°CTRH T, EiR CARHE
B IOV ERETEE L. BEWEIRITIVICER L. 28101 K
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VAR OSBRI &K CIER S KRR bV D LA TR, WHZRITE TE
£ Uk, BEMEAL ) —)v (50ml) , THF(50ml)IZVAME L. AEH EO2N-NaOl
EMZERTIOh IR Uk, RISKTHE. IN-RRZINZ. WETHERARZ S
&, WERTF )V CHIH. AMAEA TGS, BOKRERS MY U ATHRERL, B
WERE TEELUE. BEMZERRBICIOBREUAVEVBRERE. /oNE
HIVAR Y EER542m g 2 THF (15ml ) & 27 B a )y A (15ml ) IC ¥ U, 2-CHLORO-1-MET
HYLPYRIDINIUM IODIDE 342mg &MNZ. —Hai#E, WETEREL. R
U n-AFH U CRRIBHRIEER U T, #5RT  Benzo[d][1,3]oxazin-4-one #E&E
fk 466mg Z7EF7/=o MS(ESI) m/z : 467( MH+ )o #o5hi= Benzold][1,3]
oxazin-4-one IEHE{K 466mg 1, 4—IAFY > (20ml) WTHEL. NV
¥y2NW7 4> 73K 15Tmg. 1,8-DIAZABICYCLO [5,4,0]-7-UNDECENE (DB
S U)  0.299ml BZhZEnMZ. 90°CT. —WuEHE, METEHEL. 1 MG
BR5ml & BERR T )V 5ml 2 H0 X AR A U, AEZE 1 MIGER2m] TURFR,
FOKFRERY M) Y ACERE UTCREEE L. AZ 4870 IS5 7 40— ()
BTN, BEBTFIV cn-AFY Y =1:1) THREMR, WEREZE L. SRk
B2 346&% 410mg. K& UTHERE. MS(ESI) w/z @ 624( MHt ).

B 3 6 DILEITDOVTOERICDNTHIRT %,
LB 2 3 DERRTRIAETH S Benzo[d][1,3]oxazin-4-one FFEA
2lmg ZEVUDVAIRED L, 2-7 3/ 4 AF)F7J—)V bng, 2-tert-
Butylimino-2-diethlyamino-1,3- dimethyl-perhydro 1,3,2-diazaphosphorine
(BEMP) z#uMA, 108°CT, 00MBHE. WMETREL, 707 b
5574 — (VAT BERTF)V :n-~FH 2 =1:2) THREE WEEE
BE L. GRERS 3 6 DIezE iz, MS(ESI) m/z : 581( M+ ).
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EHEH 3 7 DA DN T DERIZ DN THIRT %,
) 2 3 DEFKHBEATH S Benzo[d][1,3]oxazin-4-one ik

2lmg ZEUyYranlicEsh L. 6-73/-3-a 2 b5mg, 2-tert-Butyli
mino-2-diethlyamino-1,3- dimethyl-perhydro 1,3,2-diazaphosphorine
(BEMP) z#@EMZ. 108°CT. 04/ ME#RE, WETEEL. o )
574— (Y VAV, BERTFIV n-~FH > =1:2) THEE, REERY
B U, SREEG) 3 7 D& ERz. MS(ESI) m/z @ 575( MH+ ).
B oNAEMOMENZIRITRT,
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EEFHINo. | MS(ESI)(MH+) EiEHINo. | MS(ESI)(MH+)
13 533 42 536
14 608 43 580
15 656 44 603
16 538 45 651
17 535 46 598
18 533 47 654
19 562 48 746
20 535 49 747

21 589 50 508
22 588 51 633, 635
23 624 52 677
24 549 53 650
25 594 54 588
26 604 55 666
27 662 56 690
28 573 57 691
29 570 58 716
30 617 59 717
31 591 60 753
32 692 61 778
33 666 62 649
34 536 63 589
35 541 64 589
36 581 65 545
37 575 66 545
38 536 67 569
39 536 68 613
40 570, 572 69 563
a 615 70 547

71 547

PCT/JP03/00098
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Sy ERERE) 1 ACCRE ZEEM: DM E
1. ACCOFEEL

HEMESDR T v b2 2 HEMEAR. &Y alEe () 2 2HMS5 R, =—F )
BRI R 12 T REIRZEIBE Ly AU U =8, BOPICFRZERD LR, KLz
$Ef@EivkA (225 oM mannitol, 75 mM sucrose. 10 mM Tris-HC1 (pH 7.5). 0.05 m
M EDTA. 5 mM potassium citrate. 2.5 mM MgCl2. 10 mg/L pepstatin A. 10 mg
/L leupeptin, 1 mM PMSF) #1¢. R bR VHREVFAY—THEIDFA XL
o FERICHUT, ISBOEEHRAZINZ. 1000 gT 1 0 pREELOHEL 2
%, FEAER L. Hi, 17000 gioT1 0o f@mnalE Lz,

‘BonkbEic, BUHMEMERBESHMBRY T LAZNMA. 4 5 ERA
U7, 17000 gizT 1 O FR@OABEL7=o 155 N =B HEERB (100 oM T
ris-HC1 (pH 7.5). 500 md NaCl, 1 mM EDTA, 0.1 mM DTT, 10% glycerol, 10 m'
g/L pepstatin A. 10 mg/L leupeptin. 0.5 mM PMSF) ZinZz. AfEL =%, 400
00 gizT 2 0 RO HE Lo L¥E2EERAC (100 mM Tris-HCL (pH 7.5). 5
00 mM NaCl. 1 mM EDTA. 0.1 mM DTT. 5% glycerol) (=X L T —Hu@EHT L7zo

B U LiERS uMD 7 4 )V y —THBE L=, monemeric avidin sepharos
e T AT 7T 1 Uy SBEB TG L. 2 1M d-biotinZ ZTcAEERRE TAC
CEREH U,

2. ACCRHEEEDRIE

ST T EE U b &2 2 2 NDMSOITIEiE Ly H 5 2N PIVIZAR
« ACCEE&ET250 wlofnw 1l (40 mM Tris-HC1 (pH 7.5). 40 mM MgCl2, 40 m
M sodium citrate, 2 mM DIT) ZMMZ. MERMEIZC3 7°C<3 04MIMEL =8
KB U, RISUE 1o, [14C]-NaHC03 2235260 uloeik 2 (40 mM Tris-
HC1 (pH 7.5). 2 mM DTT. 8 mM ATP. 0.5 mM acetyl CoA) Zmz. 37°CT1
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0 7rfEfnde Uz, IN HC12100 L3R L. RibzEIEE ¥, BmAHT/vEL
=Y —ICTRISEH DK ERE U, O FL—y—%MZ, BERRS2E
RU. WHRS > FL—>ai iy o ¥ —i TIODBEEERHE Uz BLAY
DACCRHE G2, DITORE D EH U, 504EDE S 2IEE (1050) 2RD
Jeo ZODWERZRVIIRT, Ek, GAYEE 1 uMTOA C CRIZERE CEH
LRI DONTIEER L — 212m 95
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#z1-2
=il No. |ACC Inhibition (%) | ZHifINo. | ACC Inhibition (%)

13 12 43 13
14 5 44 21

15 99 45 96
16 63 46 35
17 27 47 a8
18 50 48 24
19 78 49 49
20 71 50 28
21 11 51 13
22 58 52 38
23 97 53 100
24 46 54 96
25 07 55 34
27 19 56 66
28 28 57 54
29 34 58 80
30 100 59 ‘ 80
31 100 60 46
32 100 61 33
33 100 62 29
34 16 63 32
35 14 64 61

36 30 65 24
37 46 66 9

38 24 67 28
39 18 68 32
40 12 69 29
a1 6 70 28
42 4 71 42
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ACCEHE=R (%) = {1 — (a-c)/(b-c)} x 100
a @ BRI DG HE
b : BEERFEIEVRINRE D HTEE
c: 7%k
RIS 1 & RIS 2 ZBET BHIIC. 5D UORIEGIE 1IZIN HC1 100 w1%
MmZEdD

SEEIERBRGI 2 WEERE TOVKR-AY~ ™ R I B AR ER. s
SRR, UM T YRR B & Ui R 2R

HEMEKK-Ay = ™7 2 2 MpEE B L Mg b U 7 ) 25 RMEICDWC, BT
CEDTROED ICHAT 2TV, BRI T BE U bA58.3~175 ng/ke
2 1 HIC 2[8] 4 HREBRHRE OGS Uk M E UTKK-Ay~ 7 RIZTEAI D A%
K5 Uko BERKHTEBATICTHER M) 7Y LS54k, MESLOEES
MELU o BT, HEMTRIC—MHEA L%, BIOEATRRR (2 g/ked V)V
IR BRERECOERS U, #5180 8 F T, BRI IEENE) 270, i
BERE BB L J=o FUBEERIC DV T, RS WHOKREZ1004E LT, BEK
THOWNMEEZEARTRD, LA (£2) o . BiEEkRENES
LU MHEE TERIZ DV T, ITFORICHE, BER TEDETREERD, F
fliL7 (%3 : BEMERENR, £4  WHEETER) .

Mg sV 7054 R (FRZMmE &F%F (%) = {1-a/b} x 100
a: (LEYRSHEOMER N 7 )54 FEE (FRELmp7IVT—X
RE)

b NEEEOMER ) )54 REE (FRiZ4mfp /) a—2EE)
HREMMEFER B RICDONTH, VT — X ¥518048 F T OMLEEHERL this
D5 MBEDAICEEH Uk, AANCEISIBICEHME L, M. AAICH. MLTFo
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IOBEHUE. ZORREEESICRT.
ANIC = (WIBHOAICDOFEHE) - (LAYIREREOAICDERE)

#1 ACCRHEVEM:

&% ACCRH =&
(150, uM)
sl 1 & 3.12
K 41eat 3.69
SN 5 LAY 7.67
LBl 6 bat 1.00

%2 HIREER

fbers B MR
(ng/ke) (%)
I 1 (b 175 93.9 |

#3 RRERERR

[ty “B58 MEFErI)Z7)EL>4 R
(mg/kg) KT= (%)
LB 1165 175 31.7
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#4  IUERE TR

(n=x/FA K58 ik
(mg/kg) KTE (%)

SEhEF 1 L& 175 46.2

SERiE 4 {ae 175 11.2

5 MHERELNERR

{b&¥% K58 M PEREUER) R
(mg/kg) (AAUC, mg/d1/180 min)
EHiE) 16 175 392.5
K% 4 &Y 175 83.9

AFEYDON =7V F)V )V 7  Z)VEHRT I FEEEMKIE. {EROPIERNES X
O R ??&ﬁ‘l‘%&%% CRERBRDANZALT, BWHES L CIEGRIC X 5T
BRINDEIEME. IR S TS > R ) VIRl ED &£ 2 5h 3T
VERESRE. MEIROWR. MEROWIEAOHE (RERFBMERMEIEE, ERFEEEE, b
PRIGIEMEIEORE, BEFRWSIERMENE) | BIE B L OBIRELIEDRBEDARETH
D, CNERBOIRFEL UTHOTERTH %0
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ERosE

1. Fid—x (1) CREINBN—PIVFIINT = )VEBEH T I REFEAK
FEEFDOESENICEHERLS B,

(. R 1,

BHd U EBERDCI~C20D 7))V 3)VE, BHib L  IZEBEHDC2~020D 7
W Z)vE B U EERDC~C0D7)VF =)vik, By U IRmE
HMOFERRAGKRE, BHd U GBMBEROFBIREREE, BR7I &
EHY U IZHBEHDOCI~C20D 7))V aF S )VE, BEHid U IFEBEHDC2~C20
DTIWVT Z)VvAFTE, BERS U IEEEROC2~C0D 7V F )4 o HE
- RER2-0—THRINBZE (X, R2FEHRD L HEBROESRRILK
RELEERD U BMBEROEBHRERTETHD) THEI. X
R1-5S02-i& BEMXIEWEROERBEICESHIELDOTH D,

Yi. -CR3=CR4-. -CO-NR3-, -NR3-CO-, -N=CR3-% U < iF-CR3=N-TEIh 2
EEEHERETD LSEBERFTHD.
—f=X (1) . R1. R2. R3. R4, R5. R6IZZNZNEAULTLER
2TH LKL,

R3. R4, R5. R6IZL

ENTNERDS U ZEBMOBEERRKEE, Bild U IZEEHRDCI~C]
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2D7INVF)VE, BELD U IREBROC~C120 7))V =)V, BH#d U I35
EHLDC2~CL2DTIVFZ)VEE, FRRERD U ZEERDCI~C1207)v ¥
VOVE KEIRF. KERE, A)A7 ME B U IEEEHROCI~CI20E

W73 oHE, B UK REEROCI~6D 7V FAE, =i Hay
VRFERES T IETHD,

ABRZME. EHLS U REBEMOFGERRIDKRE, BEd U IRERDS
EIREREE, Bid U EBEROBRR7IVRVE, SERD U ZBIROB
RPNV )V, BHed U EEROFFERERRENIRREBYEL2ET
B7VNVFLETHD,

Xk =g (2) ¢ (3) . (4) . (5) . R20DnFhprTRIN,

'ZV R11
# \sZ—R12 (2)

R8 R13
R7R11
Q
®
R8 R13
R14
R7 R15
R8 R17

R18
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