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V7 ae v F VT I (DIPEA), 1,8~V 7 F e 7u(5.4.0]-7-7 7 = (DBU),
2,6-VF U EOFREIL, [RIETNID L RISV I, KFEILT NI L, kFHE1L
AV A, tert=7 M AVT LEDHRENZET 61D,

[0021] ZE2fiuk
[1k:9]

(R)

e N )
e o ~ o HNTT
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[0022]

ABEITA I 7 au R F T 5%V FHER V) T AL (V) AT
EHSE ARALAY O 2RET2HETHD, KOt FiEd 1 8kIc#Rke
[FIRRDEAETITHZ LN TED,

B3k

— R (D ITBITBHER IR £ BB EA IR~ OBEBEEZHTHILAE
Wik, ARIULAED (D ZEEIEL T, YEFIZL>THHTHL UL, XEzhb
DEEERZRNDZELIZIY BHITET DTN TED, BIAITLLT O SUGH3E H
TED,

(1) AR 53 i

FINR BT ART MEE MR IRT DL LT, INVARF NV EEF THARF
LA ERIE CTED, RUSIIMNAKSIRO FEE A\ WHZENTE, FIXIX, Bk
[Protective Groups in Organic Synthesis (85 3J) 1 DAL RV FD i 5
BIRROFEEEATHIENTES,

(2) 7INb, ANV TIRE R TR T VAL

KBREEIT I BT OARIUCE LB L L VR BRELITA VAR
VB A XTI ENL DSOS FFEREE AT 52812 d0, Ex OT7INEAEHX
X RT LB EEE TED, UMM EH (B2, v 7a~F VIR y
AIR(DCC) , VAV TN INHRPAIRN (DIPC) | 1-=FN-3-B-TAF AT/
at B NVRVAIR (WSC) | 1,1~ I VAR E ZA-TH-A3IF > —)V (CDD) %) |
AT Eo T, BIZHMA (B Z0E, N-ER % 272438 (HONS) . 1-ERFa¥
TR NT )V (HOBL) . YAF ATV (DMAP) %) DIFTE FATHZ803
T&D, WV LIIANVF AR A O SOSHEFHEREL TL, BT AR,
FRAE K TEME T AT NV EDME T&ED, RO, B2 B A Lol 2B LT
ARPE(FEAR0 12278 (19924F) (FL3) FITFEHD FIEITIVITHZ LS TED,

(3) oA

HNRFYINEET THARFERCEWENAKTHZLICEST VT EER TS
AW EELETED, POSNIRA SISO EHEEZAVDZ LR TE, FIZIX, B
AT T EBRA TR (B AR50 ) 20% (19924) (L) FITHRO FEIZIT
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[0023]

HTLINTED,
(4)3#7t

NH 26 T2 ARIULADIL, =hak2 BT HLEMEIBIEL, TVT LR
REOMBEATE FIOKBRAR T ROSEATOEMIRITCIZEI DG A, 00T, Y&
FITMRE EOK | WEh, EIIAREDERBAIEL VDB TTONC L RS
FTHILWBTED, B2 H AT BB R (BB 4501 26% (19924) (L
) BICHBOFETITRITENTED,

B, NHZ%’S_J@ TOLARFEIILEWIL. 7ENAINEEZF T HLEWHIOLRIET
&5, itX, Bk Protective Groups in Organic Synthesis (85 35R) | D73/ HD
PR SS F RO F A B T 52N TES,

(5) FH & BRIKIC LD IRFIRFERE AT

TINERF VN EEG T DRI W EZZ OIS P HEIATHIN-2F L
N-ARF T ANRFYINELT TLARIULEWZIEEIE L, TAFNIF T LR
K TNHFNTY = — VRIEBEDH S BRILL DR FB—RBRE BTSN E
0. TAFEN-CO-EEHTIARPIEYEEET HIENTED, DUSITHH#ESE
BRIEEFANWD IR FEIRBEEA TSSO FHEE VDI ENTE, Fl21E H AL
ot RBRR R (AR 1 255 (199248) (AL3) Z\TFi#i D T ik Tz &

MTEB,
JEBHE R
[1£:10]
Cl
GRS
| NL,

(1
JEHMEE Y (ID 134 v ke G468 (D 2T 1LEM (V) EA 7V E
BSOS EATROZ I IV RIE TED, SUSIERTFEH 1RIE L RIROFKMHDE M T
Do
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[0024] [fk11]
0

Gﬁﬁ"[m
e NH
‘, WHoam Ay o R
| K/X b T
() 3) K/Z

JEME A (IV) 135 TV —4-A U FEAR (3) & BUSMTRTE PR L S 34
BT Y E- KRR OB R EES DL TRIETES, HREFEL TX
BIZIEA TR EARY . TR AT A =V ER T ENLERAL
THWSIERTED, WHEL T, FEBRRICKFE, =—T7 NV ~arfl
PRALZKSBIA N N-UAFNT =V BZ2 BT, IZNbZEAL THWDI LR
TED, TV~ 4-F U FHEMR (3) 132-raadT Y44 FER (2) B —
K () TRENDT IV EA TV BEBPUEEAT RO LIRS TED, RIGITRTRT
F1BUELRRROEMAEEH TES,

[0025] [fk12]

O 0O (g CN
HN BrCN R1 MOR Ra/N\N 0o F”fb
2 \NH H2N\NfCN - J\)L —_—
| .
R L S ) OR
(4) ) (7)
©9) R 0 R Cl
ioE1e
7 NH ~
oR ﬂ_. T TN
N N"To NN ol
R R (a)
(8) (10)

BRI R UL E ) (1) IZBW T, B2, BRBE Y — VB ThH LA H(1a)
X, ERRITRTHFEICIVEEE TED, 22T U7 MEIGIE. REBT R A R
R VD DEDEEEDTFIET , ™7 ARAGK R E O JUSITRE MR e
TRIGEEIIZEW, T2, T /eRTVUG) LAY (6) DERTY UALRGIT, &
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WEET ., IR —MMET TIT R BB L DUSIE, TR AT VvaFk R, KR
b F NI DEOEFEFEXIIHFE T TAa— VEEORET CRIGS T
FW, Fo LA LR FE (9) DIUGIE, AL T, EIR—MB T TITRIERV,
HRT, AR &AW A DR B ME RO K42 E T T&5,

[0026] [{k13]

R2
o ﬁ() )m
©(12) HN™ 2
z Py—
P-N"™ bN In LR LN R,
X\/NH L% \@ K I
(11) (152) z Z (Illa)

© a4 . HN 2
P'Q - PO R CL %(R I
o % N )

7oL Al
(13) (15b) bz kJZ (11Ib)

(XAPIXT7IEORFEREEZ R, LLTRER, )

BRTIUEH) (a) ROV 1b) 12, ERAUTRTHEICIVEETED, (LAY
(11)D(15a)~DZEH K T(13)D(15b)~DEHL, BT T VX NAVSE D k%
FAWBDZERTE, BT H A LR B TR B (40 1205 (19924F) (L
BB O FIENZET oD, PR ORHEEEDRREIL, ARl
Protective Groups in Organic Synthesis (55 3) | D73/ ED il S5 ii#
DFHEEERAT DL TED,

[0027] [{k14]
AL =g N/%ﬁ _MREE N )

(13) + (14) K
(15c) K/Z (I1lc)
ia“u:«wzv}im
N% iR N4
(15d) K/Z (11d)

BRIRTIUALEY (i) X OV (111d) 1, EREIoR 3 Bk BlE c&3,
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[0028]

[0029]

[0030]

ZOML, & DEART I ALE W (D 1T, B 2IT, KREZH T 2LamE0. 7
WX VAR (T AR NNTARRLANV R T NVF VAT VE) IZED T AF VAL
XGPIESIN LT N F N —T N EE | 7y RMB (ZT7 AT =F AT IR
REZTACENRIREE) ICEV 7V A udk, 7ENVAINEDNERSIZED T Z
NAIRBEEFTHIEW L, ENTNEWRTED, ZORA ., BIRT I HE2R#
LTRIZEDLFELYY,

RS BUECIVELON SO ERRBIL. ERHE AW, EDEHDWITKFIM
EEROWHRYEL CTHBESh, BRI, BILEE OOz k
VELETED,

HAEE RESRUT, MR, IR, B R SRR, R, SN T T —
FEE O ERERERAL T,

ARV R R OB B L FH R E O ZFFI AL CHRIRICIVHRETES
o BIZIE, S FRMERIT— IRV Nk, Pl Rl b XiZra<hr o
TA—FICLVGHETED, Flo, PRI, B SRR RIFEHE A &0
BT BHELTESD,

AFEPLE Y OIKBTENEILL T ORBRICLOHERR LT,
1. CCRAZAUIZ[PSIGTP v SKEA BRI %2 1E
(1) Human CCRAFSBLHutk D B fe

EF-1 o 7B E—#—TFifICEMCCRABE T AL T2 T & — (R A~ A L Uit
BT &) ZAERIL . =V Zpre B#IJI#EB300- 1940 iZ =L 7 bR —al ik
(ZEVNTGRT 27 a Uiz, ZhoDMlaZ GAISEIIE M THE &L . IRAFAAIRNE
IZLVENCCRAZAE H BYA> DL E TR BT 5 Bl — DM fakk & BfS L7z,

(2) Human CCRAZE A ARIRE 73 D 4

ENCCRAZE B fu % [E1UX L PBS THaif L7= %% . Lysis Buffer (10mM Hepes pH 7.5,
2mM EDTA, protainase inhibitor) TR L 72, BRI A K LIZ1653 B2, &
FV T AP I IO A AR L 0 L7 (20000 rpm, 10 min, 4°C), IHIZ LK%
. 0 (22K, 30 min, 4°C) L7zt Ly MePBSIZRREBL 72b D& fRH 4y &L TLA
DRIV,
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[0031]

(3) GTPy SHEAFBR

B AL, #4220 mM Hepes pH 7.05, 100 mM NaCl, 5 mM MgCl |
GDP 2z M, Human MDC. [**SIGTPy S 150 pM. Wheatgerm agglutinin SPA beads 1
mg& U"Human CCRAZFEEMNAKIEE 53 1 1 g% 5 92 SUNEA I T LRERHI30
53 EIR TGS HBNTEEZJEL 72,

LT 36U bE i, 100 nMOFREE T50%LL_EOBREEMA R LT :
£HifFI1, 3—13, 17—19, 22—24, 26—28, 31, 32, 34, 35, 37, 39—43, 4
5—56, 58—67, 69—72, 75—78, 81—88, 89, 91—93, 97, 99—101, 104
. 106—107,110—114, 118—123, 125, 129, 131—132, 135, 139, 144
—146, 150—152, 157—158, 160—163, 165—166, 175, 182K *187—
188D 1fLE#,

F7o, WBALAY  2-(4- U DN RTGV =) AT 2 RF VT FF VU (H
FLRFRTF SR 3D EHEFI2DLA ) 131 p MOPREE TR LETE M2 /RS RD>0T2,

723, EREIEHULEHOPEIGHERE (IC_ [(nM]) 2739,

EiEFle :39

FhEF17 13

EhEf32 :34

K66 :34

FhiEpI88 :62

FHif1101:13

FHif1104:31

FhE61106:51

Fhi5]188:53
2. YA w iR B R D 1R

Balb/c~7 R (61008 s, MM, H AT ¥ — /LR U\ —4) OIFEIZ3%AFH> 1
V) E=E ) NERLS0 u | 7T AR F D 0) EBRARICIVRAIE LT, RAE
#%6H BiC1%A%Hy /=8 ) — V10 p 1 BEO R EIZBAT Uiz, #BREE
W53 R OBAT 12 R R I L GREREY & 5-/) . = ha—
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[0032]

[0033]

NI IR ED Z IR T DDAV BB D H A e 5 LT, BB OEHITH
HRTE20RFM RIS v 7 RAT — T (2 ha) ZFVCTHIEL , R (E A5
2014 I E ME— AT AR E ) 2 FH Ui, 3l sITBEE o9y a5
WEBA LUTciE: /— < VL CTTIRUCIVEFR L, 2288, Eit#BRI%, —#50L
THRIELZ,

MR = (2> be— N HOEN—RBRIEW R 5HEOfEN) x100/ (22~ — LD
fEN— /) —< L EEDE)

LT D FHEFEE ML, 30 mg/keft 0 &5 CH BRIIHITEMEZ R LT
Fhak1, 22, 24, 83, 85, 88, 91, 99, 104, 107, 109, 111, 113, 116, 118
. 121,123, 125, 128—129, 131, 135, 139, 145—146, 151, 153, 161, 1
65—166, K *187—188D{LA#,

— 5, ALY 1 2-(4-—_V VN RTFT V=)V AT 2 R F N T %V (Hi
FCRFRTSCHR 3D 120 LA #) 12100 mg/kegt A& 5-CEL LB /RS
MoTz,

3. vURAT—S U FE R RIS T 1R

SURAT 7RI DB MIZThe Japanese Journal of
Pharmacology, 88, 332 (2002)\ZFC#D 7 1% AV CEMIL 72,

EFOZRBRBFILIAMS, F] 2 iEImmunology, 98, 345 (1999 FLd D~ AN B,
7 /v, Journal of Investigative Dermatorogy, 111, 86 (1998)IZFE&R DA/ 1
FFBVERARME B S RET NV(T N — R ERET W%, FLIIEMER &35
DT — VOIS A REIHEE T M2 XD AR LA Y OIKERIER 2
BT DHIENTED,

L EORBRFER LY ARPLAIT, CCRABVIZTARCK U/ XIIMDC O
REMEIEREZE T2ZL00, Fix OIIEMERE, TV AX—RE, 3 CaERE
LD IRFILL TR ATHLZ LI THD,

b6# (D T2 0EO 1B XTI 2 LA ELUCER T58AIT
BELIZ AW D IR A, ZOMMOFMAZ AV CRRENS,

FEG3EEA A 7' A FERA B BRFICI SR ARG HDHV
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[0034]

FE, B OTESA A, BEA BEAHDVITRARFIZLLHER NS
DWTHOBEETHoTHEV, BERITIEIR, B EXGOER, HHIE2EEL
Tl % OBAIOSC TEERESILD, B RAREGEOHE BALH YD
0.001 mg/kg/7%E100 mg/kgf2 £ THY, T A 1[EIT, HDHME2—4ENIH31T THR
545, £, JERICE > TR G- a85-61%. @E . BA 1E247290.0001
mg/kgJ)FE10 mg/kgDEPHA T HIC1EI I BEH IR 5-3h5b, iz, BRADEA
i, BHE . A 1EI%7290.0001 mg/kg/h %1 mg/kgDEFATL HIZ1[E ) EHE LR
BhInha,

AFEPNZI DR N E GO0 BB EL TIL, &7, B, BhA% 5 A
WHILD, 2D X7 BRI BTIE, — 2 X3l LTGS2, 78
&b — DD REHZRBIHA. BIZITHHE, v~ =h—v, TRUHE, eFeds Fur
Nu—A g =R T RIE A BYRS | AR T AT VI
e~ 2 WELIRGIND, ML, H IR T, RIEHREMA, #l20E
AT TVNR~ T R LEDIFRANIRANRF L AF NVAE—FF N LEDREE
A, BWRAABIAIZ Z AL T THEW, SERIUIHAN TS BT LR ST Bt
FLLIEEEa —T 4 T EICHIEL Th &V,

% O B 5.7 OWREHLE I, AT AESNDILA WA, BEAl, oy
THI, VR VNFNER S I, —RENTAODIARIEMREEA, BT A, =
B )=V EE T, ZOMBMITRTEM R TA LA AT LA TR, R A o
IOZRMEBIA. HIEA EHA FEA. BEALZEAL TN THIN,

FRE NGO DR AL L TiE, MO IIFHAMEDOWH ., A, 2
Hlagrte, KMEDQWHILL TIE, BTN AR KR CVERRHEABTEND,
FAMEOBHILL T, flz X7 ey rVa—L RY=FLoFVa—, FV—
TMDIH7EHM, =& ) — N DIH72T Na—NVE RV NA—R80 (JRH4) %
WD ZOXITRALINE, SHIZERIVA, BIREA, WA FALA. 5, &2
TEALAL, ERABAIZ S A THEW, ZhHIRBIZIEANTTITRE 74N 7 —% 58
IR, BAEAN OB A XTI > TRELEn S, Fo, Zh b EE O
KL A L | A FA RN MR K ST B8 o0 Vi FR VA LIS IR, TR L CE &
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[0035]

HIEHLTED,

RAFN R B AN F ORI LB K, iR, EE RO DBV GI, #ERA
HD TR TREETDIEBTED, IR, F7h—AW D IO 72 FRIEH R
\ B, pHFHEER, BEREA, PG A, MIRAL ZEASHREAI & D B RS
NTOTHEN, 51T, YRR AUIREDTZD DT NSARAEMH AT HIENT
&5, BlziE, FHEREBRAT ANAREDNIDT NARCEFE R FE AL T AL
B M TG SNZREMOMARLL T, bLIIERMICTFA LSS
REHAA DT TR UKL L TR 5322803 C& 5, W KR ASRE
X, HEIXIIZHEEIOR 5 AOLO ThHoThIL, M KX IIM K SE L7 &
NWERIRTHZENTED, HDVE, EYREELA, FI2IX, JaazvAdar vy
¥ BRI VFaT VA id G SRFE D4R R KA LT E T Y —
NWAT L —FEDIBRETH> ThE,

SRFIELTIE, AL TEA, 20—, BV—Fl o7 Al BEA], m—
a Al RHIRAL IRCEFE2 03T 5, —RITAOONDEEA], v—al A
IRMESUIFEAPEDWRH, BREA . LAEL S T2, FI2E, EXiIn—ay
EHEL L, RV=FL o Va— BVRFIVE = VR < —, HEURY W
FyIvny, RUFFLF LU e, B/ AT TIVRI VRV AT T UV
Tha—) wF AT Na—)L Fravrad—i BAFFLALEEI A Z L
BEF B,

F s

LIF ., I ESEARIULA Y () ORlkE BICHEMNCH 45, AF%HIX
TR ERANFTEHA BB DOHEVIRES DD TITRV, MG D
BYEEBEHNRT,

Fe, BEGI R OELRT UL T O 52 V5, Ex: EZHEHIF 5. REx: Z2EF1FE
5. No:AL&#&E 5, Dat: YEYLFHT —4 (F:FAB-MS(M+H)', FN:
FAB-MS(M-H) , ES:ESI-MS(M+H)", ESN:ESI-MS(M-H) , EI: EI-MS(M"), AP:
APCE-MS(M+H)', NMR1:CDCI 10'H NMRIZI1T B34 72 "~ 2 D § (ppm),
NMR2:DMSO-d H10>'H NMRIZH1F B H#H2E™—2 0 § (ppm), MP: filA(C), EA
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[0036]

[0037]

: TER S HTE%) (Cal : FHRE ; Fnd : S2JUME) ) | Sal: 3 K% OVE A B (HCL: HHFRH |
MG 7V —1K, By ORTOEFIIF 2 IX2HCIT 2 e %k 37) | Stro A&,
Syn: Bl B FIXREARICBIE L - ZEFIR 52~ T) . Me: AF )V, Bt: =F )L,
Ms: AF L A)NVIR=)V | tBu:t-7F )V, Boc:t—-7 b BV R=/L, Ph: 7==/)V Bn:
XNV Ac: TEF )L,
2EHI1

2-7au-5-(N 7NV FarF V)R = N VEDMEH, 76N A8100°C T
IR UG LT, WA B R LGNl L My N7 2=V RAT 1k
SIRC2RFRISOSUTz, A B B LD % . THRT, IMEERR C=IR T 19
RFFILEEL AT B IEIC IR, BRL T, 2-3 7 /-4-(NT7 VA arF )7 =
V%172, NMR1:6.81 (1H, d, J=8.8 Hz), 7.54 (1H, dd, J=8.8, 2.2 Hz), 7.66 (1H,
d, J=2.2 Hz),
2EHI2

2-TX/-4,5-V I NA R BEBRATF VETHEH FRIT LA RE, 80°CTL.5
R SUG L Cy 2- T2/ -4-ARF L -5-T VA ule BREBAF V15T, NMR1:6.15
(1H, d, J=7.2 Hz), 3.87 (3H, s), 3.84 (3H, s),
2EH13

S5-I NFA AT T ENVBATF NVERFRT 7RI YY 5 E100°C T18IRFH KU
LT, 6-7Aux )Y -2,4-(1H,3H)-V 4 %4572, F: 181,
zEp4

2-T-6-TNA L REB DK ERENZ ., RT3 CT T TV
T AKYERETE T L, BOSLT, 5-7 A ax Y -2,4-(1H,3H) -4 &1z,
ES:181,
2EH15

DAFN =TTV T7EF—ROBEFIBEFERRICL TRV ATV 2-[(TI/H
NWAR=V)TIIT VT ET— e IMKERILT MY DK, 70°C TLIRFRIAELL
T, 2,4-UAFV-1,2,34- T FeRax Vo -T-I VR a7, F:207,
2EH16
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[0038]

2,4-UFFV-1,2,34- T FeRuax 7V -T-INVR B2 )— ) T
F= VT T, =F L 2,4-UAFY-1,2,3,4- T hNoeRuax /U -7T-v A%
TNz, FN:233,

BEBIT

2-73)-4,5-Vrunu Y =NV ODMFEEHE IZDBUZ NI 2., —RRLEHRTAR
T, EIR T, 22 LTz, ROSKE IMBE R KEAKIZN A, AUk % A1
BE THARL, 6,7-V7uuad ) -2 4(1H,3H)-V 4 &4, NMR2:11.52
(1H, brs), 11.33 (1H, brs), 7.97 (1H, s),
2EH18

6,7-7uudxF V-2, 4(1H,3H)-V A4y BV RO #HALY Y ORA
Y% 20 R INBGERTREL . BRI IV ABEL T, 2,4,6,7-T hoaafx >V &4
. F:269,
2EH19

4T NFaT NG NRERFEE200°C UG, T-7 A a1
-2,4-(1H,3H)-VA v %8, BIZBBHIBLFERRICL T, 2,4-Y/an-T-7 LA a¥xF
VBT, E1:216,
2EH110

AF)N 5 5-VRAFN-2-FF I ranF Y U ANRE L TF— e Z ) — ) T b
VI LANEURTFE T, FARBEGL T, 6,6-VAF V-2-F4%>-2,3,5,6,7,8-
~FHeRas Y -4(1H) -4 &=, BS:211,
2EHI11

6,6~ AFN-2-FAF-2,3,5,6,7,8-~F ¥R uxF Y 4(1H)-4 %2 DMFH
AT NVERULL T, 6,63 AF N -2-(AFNVANT = =)1-5,6,7,8-7 h TR
XYV -4GBH)-F L & A5T, ES:225,

BEHI12

6,6- AFN-2-(AFNVANT ==)V)-5,6,7,8-T hFeNuaFxF U 4Q@H) -4 %
X VHEALY L L2RFEIMBGRETEL T, 4-711-6,6-F AF N -2-(AF VANV T z=)b
)-5,6,7,8-T hoeRux >V 2157, ES:243,
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[0039]

2#4113

6-7 N Ar-2-FAFY-2,3-VeRuFx YU ANH)-F AV TEEF11LE T
12¢FFRIZL T, 47 au-6-7 VA a-2-(AF VANV T 2= )WV)F TV 52457, F:
229,
zEH|14

VIaNTFNTIE2,4-Tau-6,T-U AN LYY EDMEH, iR T X
JELT, 2-70u-N-37u~TF)-6,1-PANF L F TV -4-T I %57, F:
336,
2EH15

2,4,7-N) 7oty ta-raay =) &2-7a )— V{1 DIPEATEFE T, 3.5
REFEMBLERL C, 2,77 ua-N-4—~raa7 =) )W\)x I —4-TU iz,
ESN:322,
2&H116

2,4~V 70u-6,7-UANF VX T VY - sau-2-T v a T =Y DR ) — VR
W IMIERRK ISR A N 2., 3RFHIINBUE TR L 72, ZECT2 B % AL, BIE T #
LT, 2-7un-N-(4-7/au-2-7 )V Au7 o=)V)-6,T-V AAF L H Y —4-T3
VIR A 18T, ES:368
BEHILT

2,42 7uu-6,7-VAN X T VI R UB,4,5-N T F T =) DxE ) —)b
BRI, AMIEAL/K SR/ HER = F VESIR A N 2., —BOMBGERL T, 2-7mn
-N-(3,4,5-N 7 VA a7 == )V)-6,7-V AN T F Vo~ 4-T U 257,
ES:370,
2Z5118

2,4-Vr7uu-6-7NFax VN k2T ) -5-T a2 N AVETHRFF,
tert-7 F L HIT BFEE T GL T, 5-7 mE-2-2-ruu-6-7 /L4 u-% U
A ANT ) =N NINVEE T, ES:377, 379,
2ZH119

N-(4-7va”7z=)V)-6,6-V AF N-2~(AF )NVANVT =.=)V)-5,6,7,8—T hFERN ¥
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[0040]

FTYV~4-TI ARV IaurZ o KT m-7aaZ B TRABL T, N-(4-2
a2 )V)-6,6-Y AF V-2-(AF VANV T 4= )V)-5,6,7,8-T hFeRaxF/ U
~4-7 I "1z, F: 350,
#4120

RNV 4FH IR -1-INVHRF T TN O RY -3 A )V AF ) — )b
DBEBACTF F =0 b TIIAY T aRE U REMZ, 80°C THRAEL, IRWT, K&
T =Z =NV ROKBRVET N ULEMZ, IR TOSL T, NP 3-(k
Ry AFL)-1,4 - LR -1V RFL T — e gl ES:333,
2EHF)21

B3 ANT ER=NNV ROV 4-FF IRV~ 1-INRFT T
—MEERR T KRBT B ARYE T NTLEETRIGL T, NP 3
T IAF )1, 4 BRIV U - NVRF T T — N, F342,
BEF|22

tert-7FNV 4-FFIERYVU-1-HINVRF LT, 3RV AZ )— )V 10%
NIVYLRB R OAZ ) —NVBEWE  KBFEHK THREL T, tert-7F 1 3-(&
Ry 2F 0)-1,4 - BRIV -1-H)VRF L T — ez, ES:299,
245123

TN FEAKT . KBILARTEVF 7 AOTHFRRE K IZ, tert—7"F /L (35)-3-
TRV HNR =N -1,4-EEARY DU -1 - VRF LT — O THFE R A K 6 T
TL, RUT, MBGRR FRAL T, tert-7F /L (3S)-3-(ERuFL AF/V)-1,4 -8
ARy -INRF T — e T, ES:299,
zEH|24

tert—-7"F /) I—=hFT LR =L-1 4 - R -1 - VAR F LT —RDOTHF
WIRIZ, RIRTRAEAF N~ R AOTHFR K ZTE T 5281280, tert-7"F
)L 3-(1-eRaF-1-AF )V )L)-1,4-E RN -1 -V F— a5 7
o F:327,
2Z5125

EZTAMCPEFNT IREDOT IaarZ O ERKIZ, XUV 4-eRadi-1,47-
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[0041]

[0042]

BRI -U-INVARF T — DT 7uaa A2 R EKEG T IR THE L
IR TORERIERL T, UV 4T A -1 4 -E e - VAR LT
—hf57-, ES: 321,
2#14126

tert—-7"F )L 3-(EREF I AF)L)-1,4-E -1~ VAR F L F— e THFH
KBTI ATRHEL, IROTI—RAZERIEL T, tert-7F /b 3-(AhFy
AFN)-1,48 BRI -1U-INVARF T T — etz ES: 313,
BEHI27

tert—-7F IV 4-FF IR -1-HIVRF LT DY AF LT R TINEIKIZ
ERYDY-3-ANAE ) — ) R~ T XTI A, TRV TUERY ZIIZ, 40C
T25HBIISLT, tert-7F )V 4'-3 7 /-3~(ERaF v AF)L)-1,4 - B~y
“1U-AINHRHFTTF— 8l ES:324,
2E 4128

tert-7"F )V 43T )-3~-(EREF TV AF V)14 -EERYDU - - VRF LT —
NeTHFH, BALAT V<7 R AEER FARFRISUSL T, tert-7 /L 3-(kRm
X VAF V)4 -AFN-1,4-E Y- - INRF L TF—b ez, BS:313,
2EH129

RPN 3H(ERaF T AFN)-1,4-E YTV ERF T, 10% /35
VL-RFE R OE ) — IR EWE  KBRFIR T | THREL T, 1,4t~y
V=3 ANAE ) — N E T, ES: 199,
2E4130

tert—-7"F /) 3-(BEROFIAF)NL)-1 4 -EERNP-1"-IIVRF LT — e AT ) —
JVH AMIEIR-ERRR =T VAR CRUERL T, 1,4 -E UV -3-2A% ) — V215 ki
157, ES:199,
2|31

tert-7F L 3-(APFLAFN)-1,4- LYV -1 -INVRF L F— KB T,
N7 VA affig CABRL T, 3-(AAFT AFN)-1,4'-E YU N7 VA afig
E15%7-, BS:213,
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[0043]

2EH132

tert=7"F L 3-(EREF L AFNV)-1,4-E_RU -1 - I VRF LT — D THFE
WIZTEINVAIN NT 2= ViRAT 4 R OT YD HNR Y =F NVENBRM A
HiR FROGL THRLONALE W% BifgTF L AMB LK B -EfR 5 LIS
THHLT, 2-(1,4-EERY T -3-ANAF V)~ TH-A VA R —1-1,3QH)-T 3
2RI 2187, F:428,
2#%133

2-7mam-6,7-V AN U F TV U —A(H) A R OB3-(AAF U AFV)-1,4-E Y
Vv En-7 % ) — /) DBUMFE T, 110°CT2.5 H B SUGL T, 6,7-V AR
—2-[3-(ARF T AFNV)-1,4’ - LR -1 A NVFF VY ~4(1H) -4 %4577, ES
1417,
#4134

6,7~V ARF T -2-[3-(ARF TV AFN)-1,4 - E R~ -A V1% TV ~4(1H)-
A2 DA XAV RN NV AF VT =V 2 G, IRERINBGEFEL T, 1
~(4—an-6,7-V AT F TV V-2-= V) 3-(ARFH U AT N)-1,4 - E RV
77, ES:435,
2#H135

1-[1-(tert-7 b INR = WERN D 4 A NV ]-L-TF 0V AF V= AT V%
WTHEHREFIS0L RRDBIELAITV R DI-(ERY VU —4-AN)-L-TaY L AF )V
TAT)V 2R, ZObEME VAo EHEFI3LRRIZL T,
1-0-{4-[(4-ma7 == V)T 16,7V AR FF VY 2-A WY -4
)-L-Fal AF N AT N T, ES:527,
2% 1536

2-7mau-N-(4-r/aur = =)1)-6,7-V AN L HF VY —4-TIVHBIE LY, %7
EleFl2L FEIZL T, 2- (1414 aa7 =) T3 /]-6,7- A )
2= AN, 4 EEARY VU3 A ATV ITH-A VA R— 1V -1,3CH) -V AV %45
77, F:641,
BEHI3T
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[0044]

1R DN-3-AAF T AF ARV ANTS BRI 22L Rk OBIEEZFTV
BDtert-7F )V 4-(3-APF TNV -1-AWERY U -1-H)VRF T T — et
2o ZOILA Y% VTS EFIB0L FAREDOBRIEEZITV, 4-G-ARF I ry v -1-
ANERYV L 28R 21572, F: 185,
2 4|38—125

BEFI3OFELEFARIL TBEFIISDILEYME ., BEFITOF EERFIILT
BEZFI3ODILE W% BEFIBD T ILLEFRRIZL T EFA0—44DLEWE . B
ZHODFILELFRRIZL TBEHIASDILEWE . BEFI 1O FIEEFAFKIIL TS
EHlA6 Db EME . BEBIADFTIELFERRICL TS EHAT—A9DIbEWE . 5
ZHIN 50 FEERBRIZLTEEHI50—-54D/LA %, 25 H155—65D1LAH (A
L. BWHIIDMF) . & 6166 —69D &% (BL., WX =RV -THF(4:1))
BOBEFT0-720/E8 (BL., BWEIIT A 90) & BEFI160D H LRk
L TEEHT3-TTDILAM KR OBER78—81DkAH (BL ., Wikit2-7m
R)—=\) & BEFLTOFELFERKICL TR EHI82—85DLA Y Kk B %5186
—90N L& (AL, WREkiZ2-7 a3 ) — ) & BEFI18DFHELRKIIL TS
EHL1DIbEME . BEBILIDFTELFERRICL TS EH20/EWE . & HI2
ODFILLFRRIZL TS EHIO3DILAME, BEFI220 FFIELRRIZL TEEHI9
4—104Dfb 5% B2EFI23DFELRAKICL TSEHI105DLAaME . %5
25D TFIEERBRIZLTEEFIL06 DL EME ., BEFI26 DT IELRIRIZL TS %
B1107—109D/tA W%, BEFI29D FIELRRRIZL TS EH 1100/LA W%,
BEFIB0ODFIELRBRITLTEEHI111—- 12408 M%, BEFIZ1DOFHHELR
HRIZLTEEF 12506 WE ., T T2 EE AL CliEL -, 3%
#1138 — 125D B M DOIEE K OB PRI T — 2 %2R 1—6IZ LN EIRT,
2% 11126

SEH18DFELERRIZL TAF I 2-ruu-4-[(4-ran-2-7 ) Fa7w=)L)
TVWXTVVA~T-INRF LT = exthic T 2 REH L TRLEL -, F:366,
BEF|127

4,6-V7nan-1-7 2= -1H-E51[3,4-deVIV b4 aay =V % DIPEATE
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[0045]

FET. 1,4~ %9 C20WEHI80°C THNELL 6 uu-N-(4—rua”x=/1)-1-
7 x2=L-TH-E57a(3,4-deVIV L ~4-TIU 2472, ESN: 354,
2EH|128

4,6-Y7vu-1-7 == )L-1H-"5/1[3,4-d eIV ba-run-2-7 4 a7 =)
YHWTEERI18D FIELRFRIZL T, 6-7un-N-4-runa-2-7)V4u7 =)L
)-1-7 ==V -1H-EFa[3,4-dIEVIV-4-T IV 2454 7=, ES: 374,
2EH129

S2EZH127DFEERERRIZL T6-nu-N-4-—rnu-2-7 47 z=)L)-1-AF
N-1H-EF70(3,4-dIEVIV L ~4-T IV Exf T DB L TG L 72, ES:
312,
#4130

4,5-DINFAaT U NT 2 NRDTE ) — VA TRIRIETE T NBUERL T, =F
N 2-T 4,57 A aR T m— ez, NMRI1: 6.42 (1H, dd, J=7.0, 12.0
Hz), 5.66 (2H, brs), 1.37 (3H, t, J=7.2 Hz),
2EH1131

TF)N 2-T-4,5-VINF X R F N AAF NLVF AT —EDMSO
i IR TSR SUGEE, = F L 2-T-5-T VA a—4—(RAF )L AL T 7 =)L)
VY — ez, Fr 230,
2#Z11132

AF)N 2-T-4,5-VINFaX S —hemF ) AVHTNT'E—RD
DMSOWIKIZARIL T N LEMZ, EIR F5HBIGSSE T, AF)V 2-T/
~4-[Q- ;T INR=N-2-FF Y 2 F V)F A 57 VA a Y =— e,
NMR1: 3.67 (2H, s), 3.86 (3H, s), 6.67 (1H, d, J=6.0 Hz)
#1133

AF)N 2-TI)-4,5-U7NFaX oy m—h mF) BRIV A-TINERFVT
—h REBAVT LOT Eh=N VK ES H BIMEERSE T, =F v 1-[6-7/
—2-T VA a-4—(ARF L NV R V)T 2 VR NRY D -4 VR T — e,
ES : 325,
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[0046]

#4134

AF)N 2-T-4,5-U 7 NFaXy m— ey raae )V A% ) — VO THRE K
% tert=7 "I AV LFEE TIOKM T 2R FEB#RL C, v 7arue v AF)L 2-
T4 7aae N AF VAT ) -5-T AR m— e, NMR1: 3.47
(2H, d, J=7.2 Hz), 3.69 (2H, d, J=7.2 Hz), 7.22 (1H, d, J=12.4 Hz),
2#141135

2-T73I)-4,5-V I NF a7 INETHE, W F AT IUEE T KA TR
T NAuEHR AR LSRR SRS, N-(2-3 7 /-4,5-V 7 VA a7 e =)
)-2,2,2-N 7 vA a7 T IR &R, FN: 249,
2%141136

N-2->7 /)-4,5-V7NFA 0T x=)V)-2,2,2-N7vFa 7N ) — V%
MW TBZHI134LRRDOBIEZATV, N2 T /-5-hF 4TV FuT 2=
)-2,2,2-N 7 A a7 T IR E&T-, F: 277,
2EF137

N-Q2-37 )-5-hF L —4-T7 )V AuT7 = =)1)-2,2,2-N 7 VA7 IR A G K
AZ =N REBAVT LE65CTLTIR R SUGSH, 2-7 X/ -4- = hF -5
=NIVE#TZ, F: 181,
2#E1138

2-T2)-3-AF VR BEFRO Y 7aaAH U RIRIZ, N-T B EanIBAINE Mz
. IR TR AR T, 2- T3/ -5-T uE-3- A U R AERE I, ES : 246,
248,
2E#1139

2-TX/-5-T mE-3-AF VR BFMEREDIRA Y% 200°C T2HRFRANBAL | 6-
TaE-8-ARF ¥ T VY -2,4(1H,3H)-V A v &4 7%, ES : 270, 272
2E4)140

AF )N 2-AFN-TI)-5-TNF a0 = DAZ ) —NVERIIN-T a3
FRAINL48% AL KR AR A N %, IR T 3R SULRSE, AF NV 2-T/
-3-FuE-5-7 VA u~ m— ez, Bl 247,
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[0047]

[0048]

2EH1141

2-TI-4-AF TR =N AV E D raa gy N-ranl 3 BAINEERIR
TITREE SRS, 2-7 2/ -5-7au-4-ArF T~/ = NV EE Tz, ES: 183,
2#Ep]142

DAF) 2-TNFu-5-=haTFL T EZNF—RDAZ ) —)L-THFIEA KT tert—
TV HIT LEOCTMZTZHE, 50°CTIRRISUGEH, VAF )L 2-ARFT—5-=
raFL 7 85— e, ES @ 270
#1143

TUAFN 2-ANF T -5-=baT L7 &5 — M EtOH-THRRA B, 10%/35Y
UL IRBIFET ., AFEHAK T, KR THRELTOAF LV 2-TI/-5-ApFT T
T ET—Maet3T, ES 1 240
2EH)144

AF)V 6-ARFL-2,4-UFF-1,2,3,4-T FIERud U -T-H VR F LT —h
BV N ae VT IVTETE TAR TV HEAEY - £100°C T3 H B SSE, AF
WV 2,4-Vrau-6-Arx L XS VY -T-IVRF LT — e,
2#E15)145

4,5~V 7 )VAu-2-=ha_ VU VR U E VT B E G 1428 R O#EL
TV, 4T VA a-5-ARF-2-= gz BEMR A 157, FN:215,
2% 1146

4T NFa-5-ArF L -2-=ba XU B U VR RO DMFIAIRIC , IRIRT V=1
2\, HOBt, WSCHiFRHE 2 %, iR T 14RF B MG EHE, 4-7 VA u-5-ARF -2
=ha_BTINE ST, FN:214,
B&H1147

2-TI/-A4-TINFa-5-AF T _RURXTIREN,N -V AFNVAIZ VY ) (DMI)
IR T ==V E150°C TR R RS S ', T-7 A a-6-ARF Y
-2,4(1H,3H)- 34> %447=, FN: 209,
2%15148

2,5~V 7 aE-4-raay =Y &EDMIF, 160°CTY 7 U ALSIDE 8 M SUGEH
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[0049]

-7 /)-5-ruarL7EZu=R )&, FN:176,
2E41149

TFN [(6-TNATa-2,4-UFFV-1,2,3,4-T hFeRax -7 \V)FF]7
B H—b, AXVHEV N, N-V=F T =V ORE Y% IR MBLGETL , =
F)V [24-Vrau-6-7 NVAuax TtV ~T-A\V)FAH] 7' &— iz, NMR1:
3.87 (2H, s), 4.25 (2H, q, J=7.2 Hz), 7.77-7.80 (1H, m)
2#%11150

(1,314 % a(4,5-g1% >V —6,86H,TH)-V AL %, 7= VIRAKRV By 70l
RF&185°C CISF S, 6,871,314 3% Y ul4,5-gl1% Vo 4577,
El:242,

2#%11151
6-rmn-2,4-UF%/-1,2,3,4-7 hFeRax 7YV -T-A VR = NV E VTS
ZHI149LFREDOBAEERITV, 2,4,6-F7uudF YU -T-ViR= NN EE T, &

DAbAEWLs-ran-2-T7 VA a7 =)k VTS EH 127 L FRROBIEEITV,
2,6~V ruu-4-[(4-ruaa-2-7vAa7 =)V 71TV~ T- VR =NV E
7~ ESN: 365,
2&H152

2,4~V A%V-1,2,3,4-T rFeR a6V ARF IR E AW TR E B8 LIF
BROBIEEATV, 2,4-V7auxF/ V-6~V R=N V%47, FN: 223,
#4153

2-T A~ (AF NANKR= )R BE W H A J— )V T | FRERTEAE T3 H BMEGE
BLTAF N 2-T -4 (RAFNANHR= V) =iz, ZOEWE v
TEEFIBEFRICL T, T-RF NVANVE=)FF VY -2,4(1H,3H)-V A4 24572
- ESN: 239
2#%11154

T-(RAF NV ANVR=)FF Y -2,4(1H,3H) -V A AW TS EFISLRIFRIZL T
2,4V 7au-T-(RAF NV ANVKR= )T TV V28, BIZSEF18DFkERIERIZL
T, 2-7uu-N-4-rua-2-7 A3 a7 =)V )-T-(RAF VAR V)T T ~4-7
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[0050]

7, ES: 387
2% 11155

2-7un-N-(4-/aa-2-7 )L A a7 =)L) -8- A F ¥V —4-TILH N7 )V
FaBER ., EARERTEIE FN-7 2o ZBRAIR LRI T 2R OGS, 5-7'u
F-2-7/uu-N-(4-run-2-7 )4 u7 o= )V)-8-AhF ¥V -4-TIU 25,
ES : 416, 418,
24156

2-7un-N-(4-7/maa-2-7 )4 a7 =)L) -8- A F %V -4-TI RV 7un
AFH KB T ZRALRY R LRSS, 2-7un-4-[(4-run-2-7)vFa7 z =
TRV -8-F— N ERT, ES @ 324
BEH|157

2-rnau-4-{(4-rua-2-7 NV Aa7c=/)V)7 /1% F V-84 — L EDMFH
REBAVY DFET . 72T 7 2h=R LV E80°C T2 H B SEE, (2-7um—4-{(4-
7un-2-7 VA a7 =)V T I 1F TV 8- ANEF )T Bh=NNVEBT, F :
363
2#%11158

5-7 uE-2-7un-N-(4-r/vau-2-7 V3 a7 o= )V)-8-AhF ¥ F /U —4-TI
ZDMFH 7A@ &85°C TR SRS S, 2-rmu—4-{(4-rau-2-7 )V A a7
==V T 8- AR U F V5NV R= N VAT, ESN: 361
%1159

AF)V 2,4~V 7au-6-ARF XV -T-INRF T T — D AZ ) — ) -THFIR
BVHITIM KB T N D SKESK AN A SR T 22k RS SE, 2-7am
~4-[4-7va-2-I VA a7 == V)T I 1-6- AT F Vo~ T-TINVR a1
o ZO{LA Y DOTHRERIZHEA LAY L DMFA IR SR CoRFRIEB L 72, i
WAL 2%, ffn T B2 7 AR~ X, 2-7vu-4-[(4-rua-2-7 A4 a7
==V T 6 A VXV - T- IR Y INEE T, BS : 381
24160

2-raa-4-[(4—raa-2-7 VA a7 =)L) 7 /]-6-ARF T FF Vo -T-IVRF
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[0051]

B3N, DIPEAD THFEKIZ N 7 VA R ek )% -20°C TR 7% 0°C T17IKf
MRIGESHE, 2-7un—4-{(4-rau-2-7 A7 ==)V) 7 /1-6-ArF %Y
~T-HNVIR=NINVEFHT-, ES : 363
2#41161
2-7vau-N-(4-ruu-2-7 )V A4a7 =)L) -6-7 VFa-T-(AF VAT 7 =)V )F
FYV—4-TI ARV IauRZ o KT m- 7l 2 BER AL T, 2-7
uua-N-(4-7au-2-7 A7 o= )V)-6-7 VA a-T-(AF VA NVKR= )T F Y
—4-T N2~ ua-N-4-rana-2-7 VA a7 =)V )-6-7 LA a-T-(AF L A
NT 4= WN)F TV V~4-T I %81,
2-7uau-N-(4-raua-2-7 VAa7 ==)V)-6-7 VA a-T-(AF )V A)ViR= V)% F
VV-4-TI:NMR2: 2.95 (3H, s), 7.98 (1H, d, J=6 Hz), 10.46 (1H, s),
2-7vau-N-(4-7uu-2-7 )V Aa7 =)V )-6-7 VFa-T-(AF )V ANV T £ =)V )F
TV -4-T 3 F: 404
2EH1162
2, 4, 6-N)7aat VIV -5-INARF L T IVTERE2-ER T )k )— LV E R =
FNT IAFIE T AZ ) — N4 CTI8RH SUGSE, 2-(4,6-V7un-1H-E 51
[3,4-dIYIV-1-A N2k )— )V E4E T, AP: 233,
2%41163
4,6-Yrmau-1-AY 7 ae L -1H-£"50[3,4-dIe VIV W TS EH| 150 55
EERIBRIZ(EL, L ThLxy  IIIFILL CTT R T FAT o E=y AT IR
FAWTOMBGERE F¢2.5 H SIS E) LT, 6-7ra-N-¢4-ran-2-7v4a’x
=)W1V T eV -1H-E5a[3,4-dIle VIV —4-T I %477, F:340,
2#Z11164
2-{6-rnu-4-[(4-raa-2-7vAar=N\)7I /- 1H-¥'7a(3,4-de’VIV
1 AN E )= NE2ANTESEF25L[FRRIZL T, 6-/ra-N-(4-rau-2-7 )V F
07 = )V)-1-Q-7 VA u T N)-1H-v5 u(3,4-de VIV —4-TIL 524372, ES
: 344
2#%41165
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[0052]

2-{6-run-4-[4-rvn-2-7vAa7x=)V)7I/]-1H-¥5/ a[3,4-d]e’VIP
1AM F )= NEVIaarF o N ZF AT IVFE T, BIRTAZ L ZVER
=N 7aYRERIESE, 2-{6-7an—4-[4-rau-2-7)vAua 7 == )\) 7 /) -1H-¥
F0(3,4-dEYIV -1 ANV F )L AR AV T — 77, ESN : 418,
2#%141166

2-{6-ruu—4-[(4-ruu-2-7 )V F a7 =)L) 73 /]-1H-"F5 2 1[3,4-d]’ VI
1A NZ=TF )N AFRNIRF—REDMFH, 7 AL F N LE55C T1 3R
&, 3-{6-run—-4-[(4—rua-2-7 ) vAu7 = =)1)73 /1-1H-"5 1[3,4-d]
VIV 1AV R =NV E ST, ESN : 349
2EHI167

TF)V {6-run-4-[(4-—ruu-2-7)VAur =)L) 73 /]-1H-¥'F > 1[3,4-d]t’)
IV 1ANVT B X — M EtOH-THRR G, IM NaOH/K IR & 2R T 221K
B aEE, 6-7uu—4-[4-ruu-2-7 a7 2= )V) 73/ -1H-t"5>/ 1 [3,4-d]t°
UV -1 ANV Z 4572, ES: 356,
2E41168

{6-roo-4-[(4-rvaa-2-7 A a7 = )V)7/]-1H-¥51(3,4-dIe"VIT -1
AVIEFER D THF S I ZWSCHERRHE J ONRIR T E=D L&A, SR T 14K [
JeSH, 267 un4-[4-run-2-7VvAu7 =) 7 /- 1H-E 5 a(3,4-d]’)
IV IAMT BN IR E T2, ESN : 353,
2#41169

2-{6-run-4-[4-rvn-2-7 VvAa7x=)V)7 /]-1H-¥5/ a[3,4-d]e’VIP
“1-AOUVTRRTINEEY DU H | EIR TN 7 VA aFiR K & 7R R RS,
{6-rmu-4-[(4-raa-2-7)VAu7 =) T /-1IH-E 5 a[3,4-deVIv s -1-
AT 'b=RV &£~ ES : 337,
ZEHILT0

BALS T DV raarZ I K T FNVER TV LRI N U LDOKE
WA T UIRICSR B OGS, 137 /- 1-=F VER TV %572, NMR1: 1.27
(3H, t, J=7.2 Hz), 3.22 (2H, q, J=7.2 Hz), 4.02 (2H, brs),
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[0053] &% 41171

TF)N A-RAFN-3-FF IR E )~ 13T - 1-mF VR TGV DIREY)
%60°CTh H BUGE /T4, SUSHKIZEIR Fraaf b, Sk~ 1275
ZMA Tz, REYZIER LT R IR OB EZ B R L TR ZREICELOH, 7K
AV LEMZ, iR T4HBRISSE, =F) 5-7I/-1-=FN-3-(/ 7 ut’
N—1H-EF — VA4 NVRF T —NetsTz, BS : 226
BZHIT72

tert—-7F) 3-ZhFTUANLR=NL-1,4-E R -1 - VR F VT —RDTHF
WHRIZVF 7 LY A7 e LT IR(LDA)E-78°C T Z 304 MR L 1=tk a Vb AT
NVEINZ, K& T 8RB SGESH, tert—7"F /L 3—hF T B NVR=L-3-AF )L
-1,4-Ee Y- NVARF T — 3Tz, ES 355
2EHI173

tert-7F /) IR T HINR=N-3-AF N-1,4 - BRI NVARF T
—hETHFH, KB T ARIL)VF VAT AI=T AEUGSE, tert-7F /L 3—-(kRm
XV AFNV)-3-AF V1,4 - LRV -1 NVRF VT — ez, BS: 313
2&EH|174

RV 4-FFIEARY 1INV ARF T T —Retert-TF 2-TI/=F))
AN —hDV 7T Z L EEHRIZ, KT N7 R KRIERT R TR T A
Nz, KR CTISFFR UGS, XU 4-2-{(tert-T Py B NR= V)T /]
TF T INEARY U -1-INVRF T — ez, F: 378,
2EHILT5

XUV A2 tert-T "RV HNR =) T TEF T INEARY Y -1-H)v
RE¥TF—hevraang o N=F A TIVEE T, KRG Traa7 s ral
RERIEEE, XN [2-[(tert-T My INR= V)T |2 F AN uaa T 2F )V
YT IR 1-INRF L T — e G Te, ZOLAMEDMEH, KR T HY
Lk, 80°CTISHEE R IGEH, tert—7F /v 4H{1-[(RUPNFH ) HNVAR= R
UV U4 AN3-FF NGO -1- DNV RF L T — e, ZOAEMAWTS
ZH30LFREDEAERATV, XUV 4-Q-FF I RTVU-1-A)VERYD
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“1-HINRFL T et Tz, ZOLAMERN LT VT ER KK, V7aaxi D
Bz, EIR TN 7B KBIERT R TN ULLRIGSE, NP 4-(4-A
FN-2-FFIERTVL-1-A)NERY D -1-INRF L TF— e ffie, F: 332,
2EH|176

tert-7F N 4TIV -1-HNRF LT — e F ) — )V B2 VR VR
> L0 CHDHRIE CISR I SSSE, tert-7F v 4-(1,1-UAF TV RFAENAFRI
4 A NERY - 1-I VR FL T — ez, F:319,
BEHILTT

tert-7"F )V 4-(1,1-UFF L RFAENRI L ~A4-A )R -1-H)VRF T
—h&THFH, -78°C TLDAL 1043 I SUGS ¥/, BIZFIRTF /L &-18CHhH5°CTh
REBI OGS/ T, tert-7F /v 4-Q2-FRNIN-1,1-VFF TV RFFENRI L ~4-A )V
AR U—1-HNWVIRF T — a7z, FN: 345,
2EHI178

tert—-7"F )V 4-Q-FNIN-1,1-TVFF VR TFFENRI A4 AT -1~
ANRFLTF—h A% ) — N KRFIEFTRT NI LE0CHH10°C TARER s
S tert-7 TV 4-[2-(BRuF U AFNV)-1,1-UAF U RF A ENRI A4 A V]
RYD-1-INHRF T e Tz, F:349,
ZEHILTI

6,7 AFN2-(AF NANT 7= )V STV~ 4-F— )VEVraaxy R
TF VT IVIEIET AF L AVR=)L7aY RERR T —B R GSE, 6,7-UAF )L
2-(AFNF )T TID U4 AZ AN — ez, ZOLEhE2-rman
4T NFaT =Yk TH ) )V AR VIR RRIEFE T | 6 G S NG i
X, N-(4—raa-2-7 VA7 2= V)-6,1-V AF N-2-(RAFNVTF ) STV 4~
TV EG T, F:350,
%4180

4[(4-7va-2-7VvAu7 = )V)7I/]-2-[3-(ERuf T AF ) )-1,4 -t Ry
AN TV V-T-TV R (51 102) Z VTS EH 146 £ FlERIC (HL
RIET = ADORDVIZANE L AF AT IV IR AV 2) LT[ an
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-7 VAT 2=V TR /12 [3-(BRuFk U AF L)-1,4- B RY DU~ A L] -N-
AR -N-AF VT TV ~T-H VAT INE T, ES: 557
2#Z11181

6-7n-N-(4-ruau-2-7 VA4 a7 =)L )-1-=F )L -3—( A F T AF/V)-1H-¥'5
a[3,4-dIEVIV AT IV IaaAZ U KT, ZRAERYRE SS
T, 67au4-{4-raa-2-7v3a7c=/)V)7 I /]-1-=F L-1H-¥"5F>/ 1[3,4-d]
YD -3-ANIRAE ) — V& FG T, ES: 356
2% 5182272

BEF1133DFFELFRICL T EFI1820/LAHE . 25113807 kL Rk
LT EHI183D(LE %, 2EHI1 71O EERRRIZL TS E#]184—186D
{bEW% ., Z2EFIBDHELRRIZL TS EF187T—193DLEM%E . ZEFTD
FELFERRIZL TS EHI194—197D{L &M% Z2EH|139D T EERIRIZL TS
ZH1198—201 DA W%, BEFINATOFHEEFRRIZL TS EFI2020/LA W
%, BEHISD FIELRRRIZL TEEHI203—207DLE %, BEFI1490 T ik
ERIBRIZL TR ZFI208— 212015 M% . 2&FI1144D T ELFERRIZL TS E 4
213—21501L5%, 25 H1216 DAY (HLERIIDIPEA) 2, 22411620
FELFERRIZL TS ERI217 221068 W% BEHI15DOFIELFRFKIIL TS
ZH12220/b68. 2EH12230EH (BLEBEITL,2-Vranx by ) &2
242250148 ((BLEEEIE THR -7 2 b= V) &, 25127 DI kLRI
LTE#H#1226—228, 256 —261D(LEME ZEHI18DITELFEKICLTSE
#1229—255D(LA W%, BEHI1550D FIELRIBRICL TBEFI26 20t A%,
BEHI158DFFkERRRICL TS EFI263D/LEHE . 25 F1163D T ELRRKIC
LTBEHI264D(LEME . BEHI220 HIEEFRRRICL TEEH]1265—266 D1k,
BW% . BEFIBODFELRARIIL TEEF267—271D/EWE ., ZEFI29D
TELRRRIZLTEERI2720/bEWE . ZhThuxtit T 2R AL TRLEL
2o BEHI182-2720LE M OREE R OB L F 1T —F &R T— 14T EhE
R,
ES I
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2-ruu-N-(4-ruana”’ =)L )-6-7)LFax V. -4-73I 1.20 g DIFFH
50 ml YAHKIZ (3S)-1,4’ - YT —-3—A VA% J— /)2 1.10 gk 'DBU
1.82 ml ZJEX M X, 90°C T3 H M#HEER LTz, MK ERIRETRIRL ., WL E £
LU CTHRD IV TR BN R FRZK 6T DY D LUK SR AN A 7 eraads v W THIH LTz,
BHIE A I K TR L AKAREE~ 7 3 U A CTHIRL WA R,
BONTBREE LV AT NATLI O~ N TT 4 —(Taaii)V -AF ) — ) -28%T >
FoTA)TRERIL ., (3S)-1"-4-[4—ruur== V)7 ]-6-7 VA a2 —2-
ANV, -EERYDU-3-A NV AF ) — VBRI AR L TR, ZOLBE A
% /—/V 30 ml &2 O" THF 15 ml {Z¥AfEL | AM /LK R -FEHR=F LA 4.0 ml %
A THMBIEL U2t WA B R LT, Aokl g =& 7 — VbR L
T, ((B9)-I'-4{d—raary== V)T /]-6-7 VA axF Y -2-A)V}-1,4 B
VDU -3-AN)AZ ) — )V 21ETRYE 1.22 g ZER ARG EL TR,
2

@2-7ar-6,7-V AN L -F VA A V) 2-4-T N A aT = V)= F ] TV
525 mgZ AW TERIEHI 1D IELRIRRIZ L, BEELL Tn—7 %/ — A2 W TL10
CTIHERISSE) LT, -2~ nda-T == V) -=F VT )]-6,7-
AR —FF VY -2-A N1, 4 -E R DU -3-A)V)- A% ) — V2RI 170 mg
AAEREL TR,
ES IR

2-7mu-N-(4-rau7 = =)V)-6,7- VAN H TV U —4-T I R 940 mg &
FAWT, EHaF 1o FEERRIC (BL, WSl Tn-7% /—/V 50 ml, FHEEL T
DBUDXVIZDIPEA 900 mga AV CT110°C TGS /7)) LT, ((39)-1"-{4-[(4-~
a7 z=)V)TI/]-6,T- VAN TV 2-A N1, 4 -EEARY V-3 V) A
J—)V 28R 510 mg ZIEAREMEL TR,
4

2-70u-N- 77 F 6,1~V AN FF YV -4-TI 1.01 g Z#FAVWT, 3
FEFI1 DT L RERIC BL, WL L Tn-T % /— 0, 7L T4t ry -1
MYV %930 mg (24 &) AV, DBUIRFAVTIZ 3R I NBLE R T STz
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)L T, N- a7 FN-6,7-V AT -2-(4-Ea) P~ 1-A NI ~1-A)V)
F TV V4TI 740 mg ZYH AR LL THT,
FJtE %15

2-27mm-6,7-V AN L F T VN —4-AN)~(2,3,4- NI 7NV A D)) T 500
mg & AV CEMEFI 1O FEEFERRIZ ((EL, IWEEE L TDMF, EHEEL TDBUMLK
OVIZRIEHVY 2 540 mgk FAVWT80°CT5 H RS EE72) LT, {1'-[6,7-V Ab
42,34 NI NFA XN TINFF IV -2-ANV]-1,4-E Ry T -3-A
A ) —)v 2N 79 mg & HAFEMEL TE T,
S Ja 6

N-(4-7ua” = =1)-6,6-AF N -2-(AF NVANVT 4=)V)-5,6,7,8-T LRk
TV V=473 300 mg VT, FEEGI 10T kLRI EL, LT 1,2-
VYT 10 ml ZAViT140°CTLE HBISSE2) LT, (U-{4-[(4-7unm
7 2=V TR1-6,6-VAFNV-5,6,7,8-T hoeRud VU -2-4( )V -1,4-E Y
D=3 ANAZ )=V 28R 38 megh Ak Bt m e L TR,
S0l

2,4~ 7au-6,7-V AN XV TTTmge3,4-T 7 VA a7 =Y 387 mgx [
WTHTR DB ZE )16 L RIRDEIEZIT > T 2-/a-N-(3,4-V 7 VA a7 ==)v
)6,V ANE T FR TV -4-T IR O M G 903 mgE ST, ZObA WA
WCHEMEFISERBRIZL T, (43,47 N A a7 2=V T3 )1-6,T-V ARF %
FIV2-A N1, - RUD -3 AV AF ) —)v 2T 513 mgh HARELE
LTH72,
SIS

2,4,6-R)7aaFVy 315 mgkd-raay =V 172 mgh AV THIR D2 4
15LABRDEEZAT - T, 2-/ru-N-(4-rna7 =1 )-6-rauxJ /Y —4-73
> DM 474 megak Bz, ZOLAE WA AV THREFI3EFRRIZL T, (I'-{6-7mn
4477 2=\ TI 1% F Vo -2-A V1,4 - BRI -3-A V)AZ ) —)L
WY 244 mgZ MEMAKES L T,
S Ja 19
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2,4~ rmn-6,7-C AN FF VY 518megd2,4,6-N 7V A uT = 294 mgk
FWCHIR DS EF 17 LRRDOBIEEATV, 2-78-N-(2,4,6-N) 7 VA a7 z=
J)=6, -V AR L H TV —4-T IR DM 400 mga 57z, ZObEM%
FAWTHEEFSEREEIZL T, (I'4-12,4,6- N7 A a7 o=1) 7 /1-6,7- Ab
FLHT VYV -2-AN1,4-EERYD -3 NV)AZ ) — )L 2HEFRIE 225 mgZ M
e L THE=,
FHE110

2,4~V 7ana-6,7-Y AAF XY % T Y 500mg, 2,67 VA -4-T aE
7=U2401mg, Z AWV THIR OB EFI1 7 LREOBIERITV, flD2-an
N-(4-FaE-2,6-V 7 NART 2 =)V)-6,T-V AN T F TV -4-T IR
1.24 g #5872, ZDOW1.10 g& AW THEIEFI3EFRIERIZL T, {I'-[4-4-72E-2,6-
VINFAT 2 VT )6, -V AN T TN -2 NV]-1,4-E R -3
AR J— )V 2RI 169mg & ki b L TEZ,
Fhf11

2,4~ 7au-6-AF )N F VY 213 mg (Z4-ruaT =Y 128 mg X, =&/
—/V 10 ml [ZEFRLTZ, ZF NIV T a7 0.21 ml 0%, 2R L7
o FIRICTIENR  BUFNRIRIK R T N T SRR AN A, 7aai)V A THIHL ., B
J&E R R K CHIRL . KRR~ R T AT LT, WA B EL, 2-71
O-N-(4-7807 z = )V)-6-AF NF TV -4-TI OMAERY) 358 mg 21372, Z
DALEWE MO THEIEFISERRIZL T, (I'-{4-14-27ua7==1) 7/ 1-6-AF )V
XV -2 AN, -EERY DL -3 A V)AZ ) — )V 2RI 291 mg% M tafh
e L THET,
F 12

3-(UT I AF V)14 -E RN -1 VR R D)V 500 mg 18TV A
k3 50 mg, A%/ —/V156 mIZNEXMZ . AKFRFZFAK T HIRIC TAREREIRIR L=, X
S A BT AN CIGAEL ., BEE B EL T, - T /AF V) -1,4-E eV A
Y273 mg 27z, TOERME -7 5/ —)V 15 ml IZEEfEL ., 2-7aua-N-(4—ran
7 2= NV)-6,T-V AN U F T Y ~4-T I 564 mg, DBU 889 mgZx Mz, 110°C T2
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HREREE Lz, W2 BEL, BEEZ VA TN AT L0 T 57 40— (Fuai)
DA )=V [28%T =T K) TRERAR . 700V b/ AV T ae )L m—7 )L/~
Y CHEILSE, REBHEIRIL C, ("4 (4-2uaryc=1)72/1-6,7-VANE
TERFVY2-AN1,4-E R -3-AN) T ER=RV 411 mghiETn, ZDH
HO 208 mg% BFRTF /L 4 ml&k AZ /—/V 4 ml [ZEEFEL . K T4AM i bA R
R F VESHKR0.2 mlE N2, WA BB LIk, BEEAZ — NV KOERERL T
(U4 [4rea7 2= V)T 16, T-V AN X TV 2-A N1, 4B R Y
V=3 AT ER=N)L 25 125 mgh AR EL T,
S haf13

2,4,6,7-7hF7rauXxFV 234 mgk4-rmanar7 =Y 111 mg ZHAVVCRIRDOS
ZH115EFRROEIEERTT-C, 2-7aua-N-4-—ruarc=)1)-6,7-Vraax>/Y
=4-T3 310 mgx iz, ZDLE AR MW TERFI2ERM&RICLT, (1'-6,7-07
vu-4-{(4-rvua7z=)V) 7 1F% TV V-2-= V1,4 -E R U-3-2 V) AF ) —
)V W 303 me& M s &L TR,
F 14

1-0-{4-[(4-7ea7 = )T ]-6,T-V AN LT T VY 2-A VR4
AWN)-L-T Y AF VT RT )V 370 mg DA /—/V 10 ml YEHKIZEM KRR
¥ LKEHE 1.0 ml ZANZ, 50°C TI2IFMBHHRL 72, SOSHA IM HiRTrhfng,
BIEEEL, =&/ — VT, REWEIEER . BEEBEL, Bohiois
Bl A =S ) — -V F N —T )R A TR T8I LD,
1-0-{4-[(4-ma7 == V)T 16,7V AR FF VY 2-A WY -4
IW-L-7aly 28R 300 mg kA mEL TR,
F 15

1T{4-[4-7var7z=)V)T7I/]-6,T- VAN XTIV -2- AN }-1,4-E YV
2 =3-A))AH ) =)V 400 mgDEVL 10 miFEH I HEKERE 180 mgfk 'DMAP 12
mgZ MR, iR C2RF B2, WA EL, BRI TN AT 60T
T4 —(T RV - AE )= -28%T =T AK)TRERL, (1I'-4-[4-raar==
MWTI-6,T-V AF T F TV -2-= V1,4’ -EERY U-3-=)L)AF )V 77—k
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390 mgZ fEMiEMEL TR, ZOEY 172 mgaEif~F /L 3 mlZHfEL , 4M
HHR-FiR =T VIAHK0.2 mE N, IR CIRFRIRIR L, WA B L, BEL
T—F )V THEELT, B 14 [4raa7 o=V T )1-6,7-V AR %/
—2-= 1,4’ - B U3 L) AF L2t TR Y 194 mgm R AR EL T,
Ehipl16

U'~(4-7ava-6,7-V AN F T VY -2-ANV)-3-(AF T AFNV)-1,4'-ERYY
> 217 mgR O2-(4-7vaa” = =)V)=F 173 93 mg®DODMFEEHIZDBU 114 mg
Nz, IR C2HF M., 80°C T2, 100°C TISK I #R LT, IA A B EL, Bl
VTN IT DT FT p—(T i)y - RAE ) — ) -28%T =T K) T
L N-2-(4-maa7 = V) =FNV]-6, -V AT -2-[3-(ARF T AF V)-1,4"-F
BRI ANIF TV -4-T 3 125 mgh R ADEREL Tz, Z0/LEY
ZER=F )L 5 mlTI ML . AMEER-FHR )L ¥aK0.15 mlZ ANz IR TR
R U, BB RL, BlE2-7 o ) — )V THERL T N-2-G—rrur ==
INTF N6, -V A T2 [3-(ANF T AFN)-1,4 BRIV - 1A NV]F T
V—4-TI 2R 67 mgh AL T,

Ehapl17

ERTFV 1KY 48 mg D =& /—)b 20 ml T 2-[(1-{4-[(4-7aa7z=)1)
TI-6,1-V AN F TV -2-ANVH1,4 - B RYD U -3-A V) AF NV -1TH-AY
AV R —1-1,3@QH)-T A 320 mgZ A%, AR IR L 72, WA EL ., Bl A
B )= AZYFEL . AMBE LK R OB F VESHK 0.5 mE Nz 7214, A EL
Teo BRI AS /7 —/b b mlE MR LIot4, IR C—BefifeL . BRI ., ¥
BAREEL, RiEE T ) —NVPbEFERL T, 2-[3-(TI/AFV)-1,4-Ee_PY

VU~ ANVIN-(4-raa 7 2= )V)-6,7-V AN TV —4-T I 28R 182
mg ZAFEREL TR,

Ehipl18

2- (U4 {42aar 2= V)T /16,7 VAR T F TV -2-A V1,4 - B

YU =3 A /W)AF V- TH-—A VA R —/L-1,3QH)-T A 320 mg & A\ CHEEBI1

TERFRIZL T, 2-[3-(T I/ AF NV)-1,4 - LRIV~ -AV]-N-(4-raa7 o=)b
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)6, -V AN TR F V4TI "G, ZOEME Y 7auAZ s b ml ([ZH#E
L. fKERRE 102 mg, VYV 719 mga Mz 2tk TIZEVVV 1 mEHZ, BIR T2
IR U 72, BIFNERIR/K T NT SRS A N Z . IR T 2R . 7k
NVATHII U, A% KGR~ X0 L CHLRES% | WA B EL, VBT
NHFGLTa T FTT 40— (TaaiR)v /A ) —)/28%T =T A TRRIL,
N-[1'H4-[(4-27aa7 2= V)TI/1-6,T-V AR FF V-2 V1,4 -EEY
VU3 ANAFNAVIT ' ITIN 244 mg Y FHAFGRLL TR, Z0/LAY 240
mg ZFHRTF )V 5 mIE A ) —/V 1 mUZEEMRL, AM ALK R -BER=T VIR
0.5 mZMZ., WA EEL, Bty /) —/ LIV EREHL T N1 4-[(4-7ma
T 2= )T 16, T-V AN FF V-2 A N1, 4B DU -3 L) AT L]
7R TIR 28R 132 mg 2 AR EL THET,
F 19
2-[(V4{4-27va7 2= \) T /1-6,7-V ARF TV -2-A V1,4 -E B
V=3 A )AF V- IH-A VA R —1-1,3QH)- 4 320 mg & FAVCHEERFI1
TERIBRIZUTC, 2-[3(TI/AF V)~ 1,4 LRIV A NV N-(4—~raa7 =)L
)6, -V AN TR F YV 4T "G, ZOEME Y 7au A 10 ml (ZEE
L. K FAZ L AN R=)v 70l 114 mgR N =F AT 1 ml ZMA, KIS T
2IRFHI IR U 72, AN SRIB/K SR T N KRR N A, IR T 2R, 7an
FNVATHH Uz, BHEE KR~ R A TR W2 B EL, S Uh
FNATEI AT T TT 4— (TOaiRi)V b/ A8 )—)V /2887 - E=7 K) THRRL,
BRIV AY T ae e —T VRN CEUES S, R EI8HL, %L T,
N-{(1'{4-{(4—2aa7 =) T /1-6,7-V ARF T F Vo —2-A)V)-1,4 - B~
D=3 ANNAF)VIRAZ L AR T IR 267 mgh ik B A ERL L T, ZDfkE
¥) 253 mg ZEEHR=F /L 5 ml K AY /—/V 1 ml IZEEFRL . AM ALK R -Eifp—
FNAEHK 0.5 ml ZIMZ T, WHA B EL ., BREEAZ ) — VIO T,
N-[(1'H4-[(4-27aa7 2= V) T /]-6,1-V AR FF YV -2-A V1,4 -E Y
VV=3-AMNAFNVIAZ L ANVIR TIN 2 R 161 mg 2 ML TE=,
F 120
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Q4[4 var7c=)V) 7 ]-6-=baxF VU —2-ANV}-1,4 - B _F -3
AINAZ =)\ 3.16 g DAZ )—)v 200 ml TWKIZT NI BT, 1053507 4
—[RF& 300 mg ZMZ., —KHEARFERIAK T CIRFHIBHEL /2, SOSKE T DU
Y TANERL . WEABE TEEL, BoNIEREICY = F /L o—T 1200 ml
EMMZ LB ZIRBL . ' {4-4-rau7 == )7 -6-T % TV Ur-2-1)v
F1L,4-E NGO -3-AV)AZ J—)b 1.33 g BEARKLL T, Z0/LEW
200 mg 27 m/LA10 ml (ZEERL, AM IR /BT VAR 1 ml 22724,
BETBRAEEL, o8 ) — -V F Lo —F L IO ERESL T, {442
07 ==V T I 6-T X F IV -2-A N1, 4 -EERGFIU-3—A N)AZ ) — L2
W 210 mg 2B FEMmEL THE,

Fha 21

(4 142aar7c=A)T1-6- 7% F V-2 V-4 -E YV -3~
AINAH =)V 300 mg DY Z7auArZ 50 ml EHIZEYY 5 ml, HEAEEE 0.66
ml ZNER NNz IR T4 L7, SONKAIE FIRML . BFR—F L2 M2
FAFNRIBAK SR T NI SKYAHK, ffn K CHaE L KRR TR D A TR
BAR R, BIEEVINT NG LI TT 4 —(I iRV AR ) — )b
YRR, 7oudb A10 mUTEEAEL . 4 MEEALKR-FRR=F NI 1 mlZNZ
BETEEL, =2 ) — -V F e —F L LRSS L T N-4-{@-2rmar
=WVT 123 (R e AF V)-1,4 - LRI -1 A NVIF TV ~6-A V)T
BT IN2E R 2K TN 280 mg EAE ARt &L TR,

22

2-AFNANT 7= -N-(4-raa-2-7 vAa”7 w=),>)-6,7,8,9-7 h7eRu-5H-
T ra~FAACVIV 4TIV R 1.21 gDV 7anirzy 20 ml BEEKIC
KT mrami e B 956 mg ZMZ., 5°C TR Lz, SHiZm—2n
il B 291 mg AR, IR CLRRESBFR L=, ROSKRICT A HRER TR A
KEEHEMZ, ZaaiV LTI U, A#EEZK, KO TR K THSEL.
KRR T R A CHRL  IBEEA B EL T N-(4—ruu-2-7 )L A a7 x=)1)-2-(
AFNVANT 4=)V)-6,7,8,9-T hFeRu-5H-v 7a~FHZ[dIe VIV —4-TIv ¢
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N-(4-7vau-2-7 VA a7 =) )-2-(AF VANV HR=)V)-6,7,8,9-T hFERua-5H-
7u~F RNV -4-TIU DR E T, ZOREGWE AW TEEFI6LF
iU <, 4 {¢~rau-2-7 vAa7 == )\) 7 /1-6,7,8,9-7 hFeRa-5H- 7
AT EAEVIV -2 A V1,4 -EERY DL -3 A V) AZ ) — V23R 331 mg
EEREARKEL T,
FhEf123—101

B 1 — 220 HFIELFERRICL TH LR 16— 241" EEHF 23— 101D/ E
Wz, ThEhstic e L TRUEL T,
HEHEB1102

4-[4-7va-2-7vAu7z=)V) T /]-2-[3-(eFuaFx T AF /V)-1,4’-E e ~_YY
U ANIFF IV ~T-TDVIR U AF )V 152 mg DAX /—)v 1.5 ml IEKIZ IM
KERALT R LIKEEHR 0.43 ml ZANZ., IR C2IFMEEB#E L 72, SHIZTHF 1.5 ml,
raar/Vvh 2 ml, A% /—/V 1.5ml BV IM KER(LF R 7 LKEEHK 1.4 ml 220
(AT TNA., IR C—BRER L, WA B EL TN RIEL IM HRIZ T
FFIL, AT U A IR B L 7255 |, K TR L, MUERRL €| 4-[¢4—~2aa-2-7
NAu7Zxz=)V) 7 /]-2-3-(eFuaF I AF N)-1,4' -t 1A NV]F TV
=T-FIVRC TR 136 mg ZfEmme L TRz, 2O Ei =2 /) —)v 2 ml I[ZFL
. AM HAbAKFE-FiiR =T L EAHK 0.165 ml 22 TR L LT, WA EEL
2o BN E T R = N AV F L —T AL R LT, 4-[@-7an
—2-7)VABT x=)V) TU12-[3-(BR BT AF V)-8 - B ~_RYDU -1~ V%
TV -T-J)ViR U TR2IEFRYL 100 mg 2R ARG EL THTZ,
FHE1103

4{(4-7va-2-7Fua7z=)V) TI]-2-[3-(ERaFxT AFV)-1,4-Ee Y
VU-ANIFF IV ~T-H VR 1.8 ¢ DDMF 40 ml ETHF 10 ml OIRAVARK
I WSCHiFRH 1.5 g, HOBt 1.1 g RUNRMET > E=U.A 1.0 g %, 2R T—Bh
BRIz, WA B EL, SIBTNHITEIa<v T 5T 04— (Taai)V b/ A3 ) —)v
/28%7 =T AN TRERIL , 4-[(4-rma-2-7 v Aua7 =) 7 /1-2-[3-(eF
OX L AFN)-1,4-EERYDU-U-ANIF TV -T-TVERFHIN 1.15 g i
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ELTHEZ, ZOLAY 120 mg 2= /—)L 1.5 ml [ZERfEL . AM bk R-HiR
TFVIAHE 0.15 ml ZANZ CTEIR TR L, AL REZIRRL T, 4[4
a-2-I VA a7 =) T2 3-(ERuF L AFNV)-1,4'- LRI~V ]F
TV =TV ARFHIR2EIRE 60 mg AR AR LEL TR,
HHEB1104

4-{4-raa-2-7rFua7z=)V) T /]-2-[3-(ERuad L AF V)-1,4 - B~y
UANIF TV V-T-TVARF IR 454 mg D7vad/bh 2 ml LBV 0.7
ml DIRAIREAZ ) — NV —KIITTHEIL . N7 VA BRI AY) 0.19 ml %3
TL7z, —15 FET 10 /3B L7212, SOIZN 7 VA aEfiR K 0.3 ml 221
STTTHETL, 10°CT 2 R L7, BUSAIRIC IM AKER(L T NI Aok ¥E R %
A THEEMICURIZ, Z7aaiV A THIL U, A2 fafn ik CHiEL,
KRR~ 7 XD WCHRS WA R E LT, BN BEEZ L VT N AT 5
I G 4 (Iaams )V b/ AR ) — )V [28% T =T A I THERIL ., 4[4 u
u-2-7)vAuarz=)) 7 /1-2-[3-(eRak v AF)L)-1,4 - L~y -1V ]%F
TV -T-HNVHR =)V 451 mg ZiEEmEL TRz, ZOLAH) 82 mg =X /—
Jv 2 ml IZYERRL | AM ALK B -FEB=F VAR 0.1 ml 2012 C, =ik CHRERLE

o MTH L2 2B L T 4[4 am—2-7 VA a7 =)L) 7I/]-2-[3-(eFu¥
VAF )L AR U-ANF TV -T-TVR = NI V2RI 78 mg &
Bk L LT,
HHEF1105

6-/ua-N-(4-runa”’x=))-1-7 ==/)L-1H-t"5/1[3,4-d]e’ VI —4-TI
136 mg D1,4-A 9> 20 ml EHIZ 1,4 -E XY V=)L-3-A )V AZ ) — )\ 285
# 103 mg, DBU 191 mg Z/M %, 3 HE100°CITTMEL 7=, S UBZ NV EINZ IR
ERELIR., YIWTNIT Lo T TT 4 — ()b - AZ ) — V) TR,
1'{4-[4-raa7z=))7I /]-1-7 == -1H-"F a[3 4-d]’VIP -6V
F1,4-E RV -3-A))AZ ) —)v 102 mg ZERAIEE ML L THTZ, 20
{bEMEAZ ) — VB . AMIERR/BFR —F )L ¥SHK 0.20 ml N2 CHEME L L
728 AZ ) — )L TCHE LT, 4[4y =) 73 1-7 == )L-1H-"5/
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1[3,4-dIEVIV U -6-ANV}-1,4 - B RYT L -3-A V) A ) — VIR 68 mg %%
AR E LT,
106 —107

FHaB1 105D 7 EE FBRkICL TH R 241TR ¢ FHHih1 106 —107DILE¥ %
TN T DR AL TG L7,
Eha%108—172

L1 —220 FELRRRICL THFRHK 25— 341" T £ 108— 17204
Wz, ThEhstic e L TRUEL T,
HEHEF1173

2-7vu-N-(4-7aa-2-7 VvAa7 =04 )-6,7-U AN U U —-4-T Uik
#5400 mg BIL U -AF)V-1,4" LR -3-A)V)AK ) — )b 2858 338 mg
VT, EHEFI1OFEERRICBL, Bl L T2 s /—)L 10 ml,
FELELUTDBUMRDYVIZDIPEA 0.75 ml ZfVTI30°C TGS EZ) LT, (1
4[4 aa-2-INF a7 == V)T /]-6,T-VAN T T VU -2-A V-4 - AF
Jv=1,4" -EEARY DU -3—A)V)AZ )—)v 28R 217 mg AR AREREL TR,
HEhiB1174

KBIVFTLTNI=T A 14 mg DT RFERRT T 2 ml WRIOKIH T AF )V
4-[(4-raa-2-7 a7 z=)V) 7 /]1-2-[3-(ERaF T AF 1)-1,4-E YT
“I'—ANIEF Vo ~T-TNRETT—h 169 mg DT hFeRa7F 2 ml iK%
TUL7z, 5CTIRFERER LI SDIKFELVF VLT AI=0 L 15 mg 2. 5
CHhHHEBICTIR UL DRI U, SUSTRIICHREE N 7 A 10Kk Fad %
MZ T EIREL . AZ ) — N R OTaR)V A THRE LT, BIEREEL, &
VAT NITGEIO T FT 40— (k) b/ AF ) —)V/28%T L B=T KT
B, 4-{(4-rvau-2-7vFur==1)73 /]2 [3-(ERuFs AF/L)-1,4'- L
V=1V -ANIFF I V~T-ANAZ )—)V 67 mg E4FT=, ZOILEH#8T mg DX
7=V 1 mESHKIZ, AM ALK SR -FER = VESHK 0.11 ml Z AN THEEHE L L7
%, WA B, BN EEIR T V-2 F ) — T TREBEL T,
44— aa-2-7rFua7z=))7 /]-2-[3-(EFufx L AF V)-1,4-Ee~RYPv
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~“U-ANIT Vo ~T-ANIAZ ) — V25 86 mg ZRAREMEL TR,
EHEB1175

4-[4-raa-2-7 VA a7 == )V) 7 /]12-[3-(ERuF T AF)V)-1,4-E Y
I~ ANWIN-ARFT-N-AFNFF IV ~T-F)VRFHIN 456 mg DT hFeRu>
T2 12 mEITKIB FAFVIF UL 1.5 ml 0%, SR TR, SHICAF )L
UVFUA 1 ml 220N %, SR CTREL, RSEBICETE LT =y bk
WEIZ, Big=T V-7 h7eRar70 Gt Uiz, A2 ik CoigL
 EAKRRER T R A CHUER | IRIEE B EL . VTN AT LIa< T FT 40— (7
TRV AT )=/ 28%T =T AKNICTHRERL, 1-4-[(4-2va-2-7 vF4ua>
=W T3] 2-[3-(BRaF T AFN)-1,4' - LY~ -ANFF YV -T-A )V}
TZ ) 16 mg BRIz, ZOMMAEH 16 mg DT/ —)b 4 mIESHKIZ, 4AM HifbAK 8-
FER = F LYAHE 0.11 ml 22 CEIR TR U2, AL 7R 2 I8 <,
1-4-{(4-rvu-2-7 vFu7 == )73 /1-2-[3-(ERuFs AF L )-1,4-E e~y
VU ANIRTF VT A N2 )2 285 55 mg B AL L TR,
FHp1176

2-rvu-A4-{(4—rvu-2-TNAa7 = V)T -8 AF T HF -5V R
=MV 106 mg, 1,4 -EE_RYDL-3—A )L A% )— )\ 28 FeHE 79 mg, DBU 133 mg
D1,4-VAFH> 20 ml OHEZE100°C T4 H BHBHE L7, KIS E FEIRUIA L%
EL., BIEIZ7aaRVAEKENZ, KgxraadV L THEL ., WiEa 8 =L
o BIEHRLYNTNAT LI T 5T 40— (Faakiv b/ A% )—)V) TRER% | Hi%
EBIEERAEREL TRLONALAE® 114 mg 24V 71/ —/L5 ml =THF 15 ml®D
BAWBICIEMRL . AM VKR -FRR—F L ¥AHK 0.16 ml 22 CEIRTHREBL
2o A B BN A EIR =T VY 7 1R ) — )L THeR L C4-[(4-onm
-2-7NAu7 =) T /]2-[3-(ERuF T AF )V )-1,4- LYV -1~ )V]
8- AL HF VU5V ARF IR 2R 80 mgh H ARSI EL TH,
FHaB177

6,8~ 7mn(1,3124 %/ a(4,5-gl% 7>/ V> 600 mg D=F /—)b 15 ml IFHKIC,
2-rvu-4-7 ) Fuay =Y 359 mg, AF AV 0.05 ml ZNEXNZ ., 85°CT
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AR LT, SUSRZ SBIRECTRRRL  RIRAKE TN LK EMNZ., 7aark
NATHI U7z, BRI A KRR~ 7 R T A THERL Wil A £ LT, Bbh
TR I TN AT o< T 57 4 —ER = F - ~F P ) THREL, 671
-N-(4-rmau-2-7 VA a7 ==)V)[1,3] 4%V a(4,5-g]%F V. -8-73I 85
mg #57-, /2. 6,8-Y7ru(1,314 %V ul4,5-gl% 'V 568 mg (Ztert-7 &/
—/V 30 ml, YA ¥V 30 ml, 2-rmu-4-7 )4 a7 =Y 334 mg, 4M HifbKkFE-
VAXYUVAE 0.1 ml ZANZ., 100°C TR L 7=, SOSKAE =R T THIRL .,
REEARFE T NI AR E N Z, 7aad/V N THI LU, HE % AR~
VUL TR WIREEE LU, BONBEE Y IN SN IT LI av T T 4
— (R F L —~F P ) THERL, 6-7na-N-(4-r/ua-2-7 )V A4 u7==)V)(1,3]
UAFYu[4,5-glF TV -8-TI30 mg 1Tz, ZHIH2EID S THLILZ, 6-
ran-N-(4-rana-2-7,v4a7 =,V)[1,3] 4%/ al4,5-g1%F/ ) -8-T3I
115 mg £1.4° - RYTL-3-ANVAZ ) — V2R 80 mg DIRAMIT, 1,2-V =
¢ & 5 ml, DBU 0.14 ml ZJEXRMZ., 120°C TRAEBRIEL 72, S E EIR
ETRIRL. KEMZ, Zaain A CHIl U7z, e E fafu ik T, MK
Wi~ X A CHIRL ., WA B E LT, BoNBEEL YIS N hT hra~
NSFT 4TV - A )= -28%T =T K THERIL, (1'-{8-[(4-7uu
—2-7NAu7 2=V 71,314 F Vul4,5-¢1% V-6 V-1,4° B
D=3 AM)AZ =) 38 mg N—TVa b TENT 7 RAELTHERTL, ZO/LAEYE A
%7 —)v 5 ml [ZHEREL . AM ALK -4 9B 0.3 ml 2N THEBEEL
e, BIEE B E U, Bon e EZ YA 7V e—T7 L THEL T, (10
—8{(4-rmm-2-7 N Au7 == V) TIVN1,31A4F v al4,5-glx V-6V
FLA -EEARYT -3 AW AZ ) — V23R 30 mg BN —V 2 ADREmEL TE
7o
EHEp1178
N-(4-7ua-2-FNFuT == )V)-6,T-VAF N2-RAFNF ) STV -4-TI
850 mg D7 wrrz/L-A 80 ml T, K T m— v 22 & L(>65%) 645 mg &
MZ. 0CHH=IR TIRFM B LTz, PUSHKITKEMNZ , 7aa iV A TH LT,
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AHEE T A HRERT N LKA, RIBKFE TR LK HE CIEKR BEEL | K
Mg~ 7 R LT, B ET 52828 N-¢-rau-2-T 4 a7 -
=), - AF N —-2—(AF N AN T 4 =)V TV —-4-T I 884 mg B 1ET-, ZD
LA 364 mg £1.4°-EERUVL-3-ANVAX ) — V2RI 260 mg DIRAWIT,
1,2~V & 20 ml, DBU 0.52 ml ZJEXM %, 115°C THREBIRLIZ, Kb
WERIBETHIRL, AZMX., 7oV AT L, AEZ EARSG~ 7%
VULTHIRL, IBIEE R E LU, BONTEEE VAT NITLI O T FT 41—
(IaaR )V b-AF ) — N -28%7 =T AK)TRRIL, 14 {4-rau-2-714u
7 22)V)T 6,7 AF N T TV -2-ANV1,4" - B RV -3 A W) AF ) —
)V 130 mg BTz, ZOMLEEAZ /—)Vv 5 ml [ITERFEL , AM A LKE -4 %3
VERHE 0.3 ml ZIMNA THREL L&, WikE B E LT, BohHAERMET Eh
=NATESELT, 1’4 [4rva-2-o0Far == V)T -6, T-V AF VT T
VD=2 A V1,4 B ERY DL -3-A W) AZ )— V2RI 95 mg B tafkimiL
TH,
179

-4 va7 = V)7 1-6-7 VA ua-2-[3-(eRud AF 1)-1,4-E Ry
VAN F TV VT AINFF) BERTF 180 mg DEMIMBERR/KIAHL 10 ml ¥
WE 1R REIMBURTR LT, ROSKERIRETHRIRL , AT LI E =5 ) — v
THEL T, ({@—rma7 =) 7 /]1-6-7 )V A u-2-[3-(E R AF )L)-1,4"-
EEARYT-U-AN] TV VT ANVTFA) Bilg 25EFRE 78mg & H Akl
THE,
F 51180

=F)N 1H4-{d-rvaa-2-INtar == V)T )17 )%V -2-A)v
1,4’ - R -3V RF LT —h 941 mg DxF /—)L 10 ml YEKIZ IM 7K
Rl N K YAHE 3.50 ml 2%, IR T 8RFRIEHR L=, KIGHEIC 1M ik
3.50 ml ZMZ T2, POSRERML TRONEEL =2 ) — Kb il g
TV, U4 {@raa-2-7 0 Aa7 =) V)T - 1-V T 7%V -2-A V1,4~
B RY DL -3- VRV R 449 mg B AR EL T2,
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Z ya y4
~ ~
N OH “ CO,Et N\}ﬂ
267 % F:249 | 268 U ® | 241 | 269 OH | F: 185
o 2HCI
F Me
~ ~ R ~ O
270 UF F:205 (2711 N OH| ES: 1,5, N> El: 197
213 L_N-Me
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Ex

Syn

3

Dat / Sal

\S]

o

T

CH

/

o
I

F: 524 ; EA: Cal (C23H34N5F303.
2HCI. 1.5 H»0) C, 55.86; H, 6.95; N,
11.23; F, 3.05; Cl, 11.37. Fnd: C,
55.80; 11, 6.72; N, 11.32; I, 3.00; Cl,
11.55.;  Sal: 2HCI. 1.5H-0

CH

F:512; NMR2: 8.22 (1H, s), 4.69-
4.84 (2H, m), 3.93 3H,s) ; Sal:
2HCI

CH

F: 454 7  MP: 205-206

ol G e

&

CH

/

T |94 <

o
T

F: 546 ; EA: Cal (C38H34N5F303.
2HCI. 1.5 H20) C, 52.10; H, 6.09; N,
10.85; F, 8.83; Cl, 10.98. Fnd: C,
52.20; H,5.92; N, 10.82; F, 9.12; Cl,
11.16.;  Sal: 2HCI. 1.5H-0

1

e

CH

/

o
T

F: 514 ; EA: Cal (C:7H33F2N<03
HCL 1.5 Hy0) C, 52.86: H, 6.24: N,
11.41; Cl, 11.74; F, 6.19. Fnd: C,
52.50; H, 6.51; N, 11.33; Cl, 11.86; F,
6.28.;  Sal: 2HCL. 1.5H-0O

9

9

X

CH

F:532; NMR2: 8.12 (1H, s), 7.63
(1H, t, J=8.8 Hz), 3.93 (3H,s) ;
Sal: 2HCL. 2.5H,0

10

10

m
T‘
o8}
e

CH

/

IR

o
T

F: 592,594 ; NMR2:8.14 (1H, s),
7.73 (2H, d, J=7.6 Hz), 4.50-4.63 (2H,
m) ;  Sal: 2HCI. 3H-0

[0084] [#16]
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cl N o 3215 NMR2BUS(IH.s). 3.91
12112 /@ CH y (3H.'s), 1.22-1.31 (111, m) ;
Sal: 2HCI. 2.5H.0
cl COH F:512: NMR2:8.33(1H,s), 4.50-
14 | 14 /@ CH \NQ 4.64 (1H, m), 3.95 (3H,s) ; Sal:
2HCI
Cl “N Opc |F:3545  NMR2:8.17 (1H, ). 3.94
15 | 15 /@ CH Oﬁ (311, s), 2.03 (3L, s) ;
Sal: 2HCI. 1.5H,0
F: 554 ; EA: Cal (CyH,CIN5O;.
cl N OMe | 2HCL 0.5H:0) C, 56.65; H, 6.81: N,
16 | 16 /\/@ CH y 11.01; C1, 16.72. Fnd: C, 56.40; H,
6.84; N, 10.95; Cl, 16.45. ; Sal: 2HCL.
0.5H,0
Cl ~N NH F:511; NMR2:7.49 (2H, d, J=6.8
17 | 17 /@ CH y 2 |Hz), 3.89 (3H, 5), 1.07-1.17 (1H, m) ;
Sal: 2HCL. 2.5H,0
cl N NAc|F: 3337 NMR2: 1.03-1.17 (1H, m),
18 | 18 /@f CH y 1.82 (3H, 5), 7.53 (2H, d, J=8.8Hz) ;
Sal: 2HCL 2H»0
cl - F:589: NMR2: 1.07-1.20 (1H, m),
19 | 19 /@f CH "OANHMS 2.90 (3H, s), 8.20 (1H, s)
Sal: 2HCI. 2.5H.0
cl < F: 514 NMR2: 4.57 (1H, brd, J=
23| 1 /@ CH "(/\o(\ OH 110.8Hz), 7.47 (1H, dd, J=1.5, 8.8Hz),
8.07 (111, brs). ;  Sal: 2HCIL. 3H.0
F Cl ~ ES: 532 ; NMR2: 7.53 (2H, d,
24 | 1 ;@ CH N(FOAOH J=8.81Iz), 7.74 (211, d, J=8.8Hz), 8.17
(1H, brs). ;  Sal: 2HCI. 3H,O
Cl - F: 498 ; NMR2: 1.68-1.81 (2H, m),
25| 2 /@ CH NQ'OMe 4.05-4.16 (1H, m), 7.53 (2H, d, J=8.8
Hz):  Sal: 2HCL 2H-0
cl S~ OH [F:498  NMR2:3.94 (3H. ), 4.68-
26 | 2 /@ CH C( 4,88 (2H, m), 7.52 (2H, d, J=8.8Hz) ;
Sal: 2HCI. H-O
cl - F:512: NMR2:3.26 3H, d, J=8.3
27 | 2 /@ CH D/\ Hz), 3.91 (3H, s), 7.53 (2H, d, J=8.8
OMe 12y 1 sal: 2HCI. 1.5H.0
i ~OH |F. 4981 NMR2:3.90 (3H, ), 7.52
28| 2 /@ CH \NO (2H, d, J=8.7Hz), 8.21 (1H, s) ;
Sal: 2HCI. 1.5H;0

[0085] [Z17]
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@)

CH

/
O~
o
T

F: 498 ¢ NMR2:3.90 (3H. s), 7.52
(2H, d, J=8.7Hz), 8.21 (1H, s) :
Sal: 2HCI. 1.5H-0

e

CH

/
»,
o]
<
o

F:512; NMR2:3.30 (3H, s), 3.94
(3H, s), 7.51-7.55 (2H, m) ;
Sal; 2HCI. 2H-0O

31

o

s

CH

/

(@]
T

F: 544 ; NMR2:7.96 (1H, s), 4.78
(211, d, J=5.4 11z), 3.89 (6H, s)
Sal: 2HCI. H,0

l

CH

/

<19

@]
I

F: 528 ; EA: Cal (C23H35N503F2.
2HCI. 2H>0) C, 52.83; H, 6.49; N,
11.00; F, 5.97; Cl, 11.14. Fnd: C,
52.79; H, 6.59; N, 10.98; F, 6.00; CI,
11.35.;  Sal: 2HCI. 2H-0

CH

/

O
I

F: 560 ; EA:
Cal(ngH35N503C13.2HC1. H’]_O) C,
51.62; H, 6.03; N, 10.75; CI, 21.77.
Fnd: C, 51.32; H, 6.30; N, 10.70; Cl,
21.95. ; Sal: 2HCI. H.O

34

]

5 &

Q
Q

CH

/

@)
T

F:560 ; NMR2:8.02 (1H,s), 7.68
(1H, d, J=7.6 Hz), 1.09-1.19 (1H,

m) ;

Sal: 2HCI. 1.5H-0

35| 2

m M

CH

/

F:546 ;. NMR2: 7.95 (1H, s), 4.76
(2H, d, J=4.8 Hz), 1.12-1.16 (1H,
m) ;  Sal: 2HCL 0.5H,0

36

o

6
O
pd

CH

/

O
I

F:537 ; NMR2:8.15(1H, s), 7.82
(1H, d, J=8.3 Hz), 3.93 (6H, s) ;
Sal: 2HC1

37 | 2

4

CH

/

O
I

F: 574 ; NMR2:; 7.82 (1H, s), 7.62
(1H,s), 1.12-1.21 (1H, m) ;
Sal: 2HCI. H-0O

38

o

e
T
)
(&
@

CH

/

o
T

ql<dlg] ] <

F: 554 ; NMR2: 7.87 (1H, s), 7.27
(2H, d, J=8.4 Hz), 1.12-1.21 (1H,

m) ;

Sal: 2HCI. 1.5H-0

CH

Me Me

F: 558 ;  NMR2:8.10 (1H, s), 3.92
(6H, s), 1.09 (3H, s) ;
Sal: 2HCI. 2H-0O

40 | 3

@)

Q4

CH

/

i

o
I

F:512: NMR2:8.19 (1H, 5), 4.69-
4.83 (2H, m), 3.90 (3H, s) : Sal:
2HCI

[0086] [Z18]




WO 2005/082865 67 PCT/JP2005/003207
N F: 486 ; NMR2: 7.91 (111, s), 5.02
41 | 3 /@ CH O\ (1H, dm, 1=47.9 Hz), 3.89 (3H, ) :
FISal: 2HCI. 2H,0
= “N on F496 5 NMR2:8.16 (1H,5). 7.72
423 /@ CH y (2H, dd, J=5, 8.8 Hz), 3.94 3H, s) ;
Sal: 2HCI. 2H-0O
cl SN Nop [Fr3125 0 NMR2:817(1H, ), 4.68-
43 | 3 /@ CH 479 (2H, m), 3.94 311,s) ; Sal:
2HCL
cl CONH, |F:511; NMR2:7.87 (1H,s), 4.30-
44 | 3 /@ CH \D 4.42 (1H, m), 3.94 (3H,s) ; Sal:
2HCI
F:548 1 EA: Cal (Ca7H352CIF>N5Os.
F Cl N o |2HCL 2:5H20) C, 48.69; H, 5.90; N,
45 | 3 I:[ CH y 10.52; Cl, 15.97; F, 5.71. Fnd: C,
F 48.78; H, 6.00; N, 10.31; Cl, 15.79; F,
5.69.;  Sal: 2HCl. 2.5H,0
F:530 ; NMR2: 821 (IH,s), 7.67
| 3 /@EC' cH \UOH (1H, dd, J=8.8, 17.1 Hz), 3.94
F (3H,S);
Sal: 2HCL. 1.5H,0
[:530 ; NMR2:8.14 (1H, s), 7.63
| a FJC(C' CH \gOH (1H, dd, J=8.3, 16.6 Hz), 3.92
(3H,s)
Sal: 2HCI. 3H-0
F Cl - F:486 ; NMR2: 8.13 (111, 5), 7.42
48 | 3 /\@ CH "D (1H, dd, J=1.5, 8.3 Hz), 3.92 (3H,s) :
Sal: 2HCI. 2H,0
F:514; NMR2:8.20 (1H, s), 7.75
o | 2 /@C' CcH \UF (1H, d, J=8.8 Hz), 4.38 (1H, ddd, J=
4.4,9.6,35.9 Hz) ; Sal: 2HCI,
1.5H,0
F Cl SN OH FN: 528 ; NMR2 : 8.13 (1H, s),
50| 3 /\@ CH Qﬁ 4.55- 4.68 (2H, m), 3.94 (3H, 5)
Sal: 2HCI
F: 526 ; EA: Cal (C23H36C]N503
«_Cl N OMe |2HCL H20) C, 54.51: H, 6.53; N,
s1]3 © CH y 11.35; CI, 17.24. Fnd: C, 54.31; H,
6.16;N, 11.29; CI, 17.17. ;. Sal:
2HCL. H:0
NG Cl N on |F:337  NMR2:8.21(IH,5),7.72
5203 D CH Q/\ (1H, d, J=8.8 Hz), 3.94 (3H, s) ;
Sal: 211CL. 2H-0

[0087] [Z19]
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531 3

M M

CH

/

O
T

F:532; NMR2: 7.79 (2H, dd,
5.0, 6.4 Hz), 7.69 (1H, s), 1.14-1.19
Sal: 2HCI. 1.5H-0O

541 3

e

CH

/

o
T

m) ;
Sal: 2HCI. H»O

CH

/

@)
T

FN: 538 ; NMR2: 7.85 (1H, s), 7.37
(2H, d, J=8.3 Hz), 1.12-1.20 (1H,

m) ;

Sal: 2HCL H,0

il

CH

/

o]
I

F:550 ; NMR2: 7.81 (1H, s), 7.69-
7.72 (1H, m), 4.60-4.70 (2H, m) ;
Sal: 2HCL. 0.5H,0

<
)
6
@)

CH

F:542; NMR2: 8.08 (1H, s), 7.21
(1H, d, J=9.0 Hz), 1.09-1.19 (1H,
m) ;

Sal: 2HCI. H-O

p
; O
o

CH

/

o
T

F: 581,583 ; NMR2:8.30 (1H, s),
7.65 (1H, d, J=9.0 Hz), 2.21-2.23 (2H,
m) ; Sal: 2HCL. 2H,O

591 3

o

CH

/

o
T

I: 574,576 ; NMR2: 8.12 (1H, s),
7.56 (1H, d, J=1.6 Hz), 1.06-1.18 (1H,
m) ; Sal: 2HCI. 1.5H-0

60 | 3

M

T

CH

/

O
T

F:532; NMR2: 8.14 (1H, s), 7.77-
7.84 (3H, m), 4.60-4.66 (2H, m) ;
Sal: 2HCI. 2H,0

61 | 3

CH

/

o
I

21919181218/1414|9

F:532; NMR2:8.17 (1H, s),
7.45-7.51 (2H, m), 1.07-1.19 (1H,
m) .

Sal: 2HCI. 1.5H-0O

62 1 3

@)

/
Zi
o
£
o

CH

F:544; NMR2:8.18 (1H, 5), 3.93
(3H,s),3.22 (3H,s) ; Sal: 2HCI.
H,0

63 | 3

n

T

usiteiiagiialte]

CH

/

F: 550 ; NMR2:8.10 (1H, s), 7.79-
7.81 (1H, m), 1.12-1.15 (1H, m)
Sal: 2HCI. 3H»O

64 | 3

ﬂ
-n
e

CH

/

@)
I

F: 548 ;  NMR2:7.72 (1H, s), 7.63
(1H, d, J=8.4 Hz), 1.09-1.15 (1H,
m) ;

Sal: 2HCI. 3H-0

[0088] [#£20]
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65| 3

@

CH

F:540 ;  NMR2:8.14 (1H, s), 7.73
(1H, d,J=8.7 Hz), 1.11 (3H, t,]=7.3
Hz) ; Sal: 2HCI H-.O

66 | 3

o

o)Le

CH

F:544; NMR2: 8.14 (1H, s), 3.92
(3H, s), 3.23 (3H, s) : Sal: 2HCL.
2H,0

67 | 3

O

2

n

CH

1530 7  NMR2: 8.06 (1L, s), 7.36-
7.41 (1H,m), 1.09-1.18 (1H, m) ;
Sal: 2HCI. 3H-0O

68 | 4

CH

F:512;  MP: 223-224

69 | 4

CH

F:468 ; MP: 184-186

70 | 4

olielie

CH

F:498 ; NMR2:7.89 (1H, s), 4.85,
(2H, d, =13 Hz), 4.24-4.35 (1H, m) ;
Sal: 2HCI

71| 4

@)

Q

CH

F:468 ; NMR2: 7.75 (2H, dd,
J=8.8, 1.5 Hz), 4.70 (2H, d, J=12 Hz),
2.15-2.24 (2H, m) ;  Sal: 2HCI

O

F: 468 ;  NMR2:7.70 (1H, s), 4.90
(2H, d, J=14 Hz), 2.10-2.20 (2H, m) ;
Sal: 2HCl

731 5

@)

s

o

CH

F:574 . NMRI1:7.80 (1H, s), 2.40
(3H, s), 1.07-1.20 (1H, m) ;
Sal: 2ZHCI. H-O

74 | 7

T

o

m

CH

F:470 ; NMR2: 8.20 (1H, s), 4.70
(2H, d, J=12.7 Hz), 3.89 (3H, s) ;
Sal: 2HCL. 3H,0

s

Q

CH

F:558 ; NMR2:8.02 (1H, s), 4.76
(2H, d, J=5.3 Hz), 3.23 (3H, s) ;
Sal: 2HCL. 1.5H-0

[0089] [#21]
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R); S
Ex |Syn /® | J\'\ Dat / Sal
N/
cl Me § F:484 ; NMR2:7.61 (2H, d, J=8.8 Hz),
6 | 6 /@ Me | /)N\ 459 (2H, d, J=12.7 Hz), 1.03 (GH, s) ;
N Sal: 2HCL H,0
F: 486 ; EA: Cal (CasHaoCIFN5O. 2HCI)
o | g /@F cl SN |G, 53.68; H, 5.59; N, 12.52; Cl, 25.35. Fnd:
| A |C,53.48, H, 5.54; N, 12.42; C1, 25.21. ;
N Sal: 2HCI
o | Me F: 466 ; NMR2:8.51 (1H, s), 7.55 (2H, d,
1|11 /@ | //’\L J=8.8 Hz), 2.46 (3H, 5) : Sal: 2HCL
N 0.5H.0
F: 520 ; EA: Cal (CstnglzN;O 2HCI.
5l /@C' Cl SN |LSH20) C, 48.37: H, 5.36: N, 11.28; Cl,
| |28.55. Fnd: C, 48.38; H, 5.22: N, 11.20; Cl,
Cl N 2838, Sal: 2HCL 1.5H;0
cl HN L ES: 467 ;. NMR2:7.94 (1H, s), 7.71 (2H,
20 | 20 /@ ? | i d, 1=8.8 Hz), 7.54 (2H, d, ]=8.8 Hz) ;
N’ Sal: 2HCI. 3H,0
2t | o /@C' AcHN SN [Fi509:  NMR2:8.76 (1H,s), 7.82 (1H, d,
a 'N/)\ J=8.3Hz),2.12 (3ILs) ;  Sal: 21ICL. 2[1,O
F cl F:488 ; NMR2:4.45-448 (2H, m),
22 [ 22 j@ | )N\ 7.35-7.37 (11, m) , 7.44-7.48 (1H, m) ;
N Sal: 2HCI
Cl q F:520 ;.  NMR2: 8.60 (1H, brs), 7.56
76 | 1 /@ | j‘\ (J=8.8 Hz), 1.15 (1H, m) ;  Sal: 2HCL.
F,C N H.0
F cl L |F:528: NMR2:7.63 (1H, t, J= 8.3 Hz),
77 | 1 ;@ | //’]‘\ 7.44 (1H, dd, J= 2.0, 8.3 Hz), 3.95 (3H, 5) ;
MeO,C N™™ [Sal: 2HCL 2H-0

[0090] [Z22]
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. F:470 1 EA: Cal (CosHayCIFN;O. 2HCI.
cl 0.5H:0) C, 54.41; H, 5.84; N, 12.69; F,
78| 1 )@’ =N 3.44; ClI, 19.27. Fnd: C, 54.12; H, 5.62; N,
N//K 12.45; F, 3.40; Cl, 19.30. : Sal: 2HCI.
0.5H:0
cl sk F: 459 1  NMR2: 8.29 (1H, d, J=4.4 Hz),
79 | 1 /@ N )N\ 7.71 (2H, d, J=8.8 Hz), 1.10-1.19 (1H, m) :
N Sal: 2HCI. H-O
Cl Q F: 459 ; NMR2:7.45 (2H, d, J=8.4 Hz),
80 | 1 /@ 4 /NK 7.27 (111, d, J=6.0 Hz), 1.12-1.18 (1H, m) ;
SN Sal: 2HCL 1.5H,0
Cl N F:483 ; NMR2:7.77 (1H, d, J=8.8 Hz),
81| 1 Q G [746750 R m), 105119 (1, m) ¢
) 5
Vet Sal: 2HCL. 2H-0
ol ec g F:520: NMR2: 8.18 (1H, d, J=8.3 Hy),
82 | 1 Q s | )N\ 7.56 (2H, d, J=8.8 Hz), 1.15 (1H, qd, J=12.7,
Nig 3.4Hz); Sal: 2HCIL H,0
o | g g F: 532,530 ; NMR2:8.93 (1H,s), 7.74
83 | 1 Q | )N\ (°H, d, 1=8.8 Hz), 7.55 (2H, d, J=8.8 Hz) ;
N” Sal: 2HCI. H,0
a | onN | ES:497 ; NMR2: 9.58 (1H, s), 7.75 (2H,
84 | 1 /@ 2 | JN\ d,1=8.8 Hz), 7.55 (2H, d, J=8.8 Hz) ;
N Sal: 2HCI. 3H-0
cl F | F:546 ;  NMRI: 77.81 (1H, bds), 3.95
85 | 1 /@ |//’]\'\ (3H, s), 3.68-3.83 (211, m) ;  Sal: 2HCI.
MeO N 1.5H,0
cl . |F:524:  NMR2:7.83 (2H, d, J=8.8 Hy),
86 | 1 /@ | //’1 7.45 (2H, d, J=8.8 Hz),4.35 (2H, q, 1=7.3
Et0,C N llz);  Sal: 2HCI. 2H,0
NC Br| F g F:540: NMRI: 7.86 (1H, bds), 7.66 (1H,
87 | 1 jijf | J“\ d,J=7.6 Hz), 1.12-1.15 (1H, m) ;
N Sal: 2HCI. 3H,0
ol F § F:470 ;  NMR2: 8.64-8.72 (1H, m), 7.55
88 | 2 /@ | )N\ (2H, d, J=8.8 Hz), 1.08-1.21 (1H, m) :
N Sal: 2HCIL. H,O
F X F:486; NMR2:8.73 (1H, d, ]=8.3 Hz),
89 | 3 /@ | /"L .36 (1H, s), 7.75 (2H, d, J1=8.8 Hz) ;
Cl N Sal: 2HCL. 2H,0

[0091] [Z£23]




WO 2005/082865 72 PCT/JP2005/003207
Cl F:453 7 NMR2: 9.44 (1H, d, J=7.8 Hz),
90 | 3 N )N\ 7.82 (2H, m), 1.14 (1H, m) ;
NS s
NN Sal: 2HCL H,0
F ol F F: 488 ; NMR2: 8.25 (1H, brs), (7.67
91 | 6 D | j\‘\ (1H, dd, 1=10.3, 2.0 Hz), 1.15 (1H, qd,
N7 J=12.7,3.4 Hz) ;  Sal: 2HCL. 0.5H-0
F: 456 ; EA: Cal (C35H34C1N50 2HCI.
cl § Hx0) C, 54.90; H, 7.00; N, 12.80; CI, 19.45.
92 | 7 N Fnd: C:54.80, 11, 6.98: N, 12.70; CI,
N/)\ 19.28. ;
Sal: 2HCI. H->0
cl F1470 ;  NMR2: 8.69 (1H, m), 7.73 (2H,
93 | 11 /@ | )N\ d, J=8.4Hz), 7.55 (2H, d, ]=8.4Hz) ;
A
F N Sal: 2HCI
| MsHN § F:545; NMR2:8.97 (1H, s), 8.05 (2H, d,
94 | 21 /@ | )N\ J=7.4 Hz), 8.00 (1H, dd, J=1.0, 9.3 Hz) ;
N Sal: 2HCL. 2H,0
¢ leo. N ES: 539 ; NMR2:9.99 (1H, s), 8.61 (1H,
~
95 | 21 )@( g | )N\ s), 7.74 (111, dd, J= 1.9, 8.8 Hz) :
0 N7 [Sal: 2HCL. 3H.0
¢ pn. N ES: 571 ; NMR2: 10.07 (1H, s), 8.31 (1H,
96 | 21 /@’ il | )N\ s), 8.08 (1H, d, J= 8.8 Hz) ;
0 N7 |sal: 2HCL 3H-0
E Cl ES: 460 :  NMR2: 4.47-4.50 (2H, m),
97 | 22 JQ/ | i 7.36-7.38 (1H, m), 7.47-7.61 (2H, m) :
Nif Sal: 2HCI
F cl g F:514 ; NMR2: 7.66-7.69 (1H, m), 7.63
102 | 102 N (1H, , J= 8.3 Hz), 7.43-7.46 (1H, m) ;
A
HO,C N Sal: 2HCL. 3H>0
E Cl N ES: 513 ;7 NMR2:7.75 (1H, brs),
103 | 103 Kj | //",’\ 7.61-7.68 (2H, m), 7.44-7.46 (1H, m)
H,NOC N Sal: 2HCI. H->O
F cl 495 ;.  NMR2: 7.66-7.67 (1H, m), 7.62
104 | 104 ;@ | )N\ (1H, t, J= 8.3 Hz), 7.43 (1H, dd, J= 1.4, 8.3
NC N~ Hz) ;  Sal: 2HCL H-O

[0092] [F£24]
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HN
= RZ
N T
A~
2
1 R
= N BV
Ex |Syn [ /k Y ke Dat / Sal
v oz
F:470 1 NMR2: 8.27 (1H, brs),
e OC' F SN \UOH 7.55 (2H, d, J=8.8 Hz), 1.15 (1H, qd.
' | P J=12.7,3.4 Hz) ; Sal: 2HCL
N 1.511,0
ol g g S | 488 1 NMR2: 8.24 (1H, brs),
98] 1 /@ | )N\ O 7.49 (2H, d, J=8.8 Hz), 1.15 (1H,
N~ m) ;  Sal: 2HCL 1.5H,0
£ ol F § N OH|F:503 :  NMRI: 8.55 (1H, bds),
99| 1 J@ | )N\ y 7.45 (1H, d, J=8.6 Hz), 2.10-2.20
N7 (1H, m) ;  Sal: 2HCI. H,O
F:424 . NMR2:7.94-8.01 (2H,
ool 4 /O MeO Ay \D m), 4.26-4.36 (1H, m), 3.88 (3H,
> S) .
N)\ ) n
Sal: 2HCI
- F:424 1 NMR2: 8.12 (1H, s),
101] 4 /@ | )N\ 'D 4.16-4.28 (1H, m), 3.83 (3H, 5) ;
MeO N Sal: 2HCI
F:518: EA: Cal (CxHa.CIN,O.
cl ~Ay on |HEL 0.5H:0) €, 59.68: H, 6.08: N,
105|105 /@ N T Oﬁ 17.40: C1, 12.58. Fnd: C, 59.50; H,
o NN 6.04;N, 17.35; CI, 12.49. 1 Sal:
HCL 0.5H0
F Cl q < F:536: NMR: 7.80(1H,t,
106|105 ;@ NN UOH J=8.8 Hz), 7.30 (1H, 1, J=7.4 Hz),
oV ON 1.04-1.17 (1H, m) ;  Sal: HCl
F cl Y N op |F474 1 NMR:7.78 (1H, brs),
107,105 ;@ N /)N\ Qﬁ 3.77 (3H,s), 1.13 (1H, brs) ;  Sal:
Me NN HCIL. 1.5H-0

[0093] [Z£25]
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Cl
F
HN
1 =N
GR /%NS OH
N ~N
(R); N
Ex | Syn | Y Dat / Sal
N/
| |F:548; NMR2:7.45(1H, dd, J=1.5,83
108 1 | i Hz), 3.36 (3H, s), 1.14 (1H, m) ;  Sal:
Me-SO; N |2HCL. 1.5H,0
NG § F:495; NMR2:9.17 (1H, s), 7.44 (1H,
109] 1 | i dd, J = 8.6, 1.2 Hz), 2.58-2.63 (1H, m) ;
N Sal: 2HCI. 1.5H,0
B § ES: 548,550 ; NMR2: 8.88 (1H, s), 7.62
110} 1 | J"\ (1H,t,J = 8.6 Hz), 2.60 (1H, m) ;  Sal:
N 2HCI. 3H,0
ES:500 ; NMR2: 8.48 (1H, brs), 7.62
174 | 174 | )N\ (1H, t,J= 8.3 Hz), 4.69 (2H, s) ;  Sal:
HO N 2HCL. 1.5H,0
Sy |ES:512:  NMR2:8.01 (1H, brs), 7.64
175 175 | Mme ’N/)\ (1H, t, J= 8.6 Hz), 2.70 3H, s) ;  Sal:
2HCL. 1.5H,0
0
F F:518 ; NMR2: 7.95 (1H, brs), 7.61 (1H,
il 1 | )N\ t, J=8.6Hz), 1.10-1.18 (1H, m) ; Sal: 2HCI
MeO N 0.5H,0
F ES:523; NMR2:8.35(1H,d,J =84
12| 6 | )N\ Hz), 2.80-2.93 (1H, m), 1.86-2.00 (1H, m) ;
EtO N7 Sal: Na
F Sy [F5381  NMR2:7.98 (1H, brs), 7.42 (1H,
13| 1 | [d,J=7.2Hz), 1.12-1.15 (IH, m) : Sal: 2HCI
VAR N 11.5H,0
. F:534: NMR2: 8.45-8.50 (1H, m),
114 1 | )N\ 7.42-7.44 (1H, m), 2.61 (3H,s) ;  Sal:
MeS N 2HCL. 1H-0
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F L |[F:5505  NMR2:7.62 (1H,t,J=83 Hz),
115 1 | )N\ 7.43-7.45 (1H, m), 2.93 (3H,s) ;  Sal:
Me-SO N~ |2HCL. 1H,0
E L [F5665 NMR2: 873 (1H, brs), 7.60-7.68
116 | 1 [ L |@H.m),7.43-7.45(1H,m) :  Sal: 2HCI.
Me—802 N ?_HQO
F OSN|FiS73 5 NMR2:7.71 (1H, brs), 7.42 (1H,
171 1 N N/)\ d, J=8.3Hz), 1.12-1.15 (1H, m) ; Sal: 2HCI
O\) 1H-0
al 4 ES:534; NMR2: 7.38-7.45 (1H, m), 4.00
118 6 | /)N\ (3H, s), 1.08-1.20 (1H, m) ; Sal: 2HCI.
MeO N 1H,0
MeO § ES:518; NMR2: 7.40-7.47 (1H, m), 4.00
119 6 | /)N\ (3H, s), 1.08-1.20 (1H, m) ; Sal: 2HCI.
F N 2H,0
ES: 558 ; EA: Cal (C33H33N504FC1.
MeO . [2HCL 1 H,0) C, 51.82; H, 5.75; N, 10.79; F,
120 1 | i 2.93; Cl, 16.39. Fnd: C, 51.87; H, 5.72; N,
MeO,C N~ [10.94; F, 2.99; Cl, 16.11. ;  Sal: 2HCI
1H,0
al § F:529; NMR2:8.96 (1H, s), 2.55-2.67
121 1 1 i (1H, m), 1.06-1.20 (1H, m) ; Sal: 2HCL.
NC N 1.5H,0
Br SN ES: 578,580 ; NMR2:8.38 (1H, s), 4.01
122 1 | A |(3H,s) 1.11-1.17 (1H, m), ; Sal: 2 HCI
N 3H,0
OMe N
F SN ES:567 ; NMR2: 8.20-8.23 (1H, m),
123 1 | |7.56-7.61 2H, m), 7.36-7.38 (1H, m) ;
N Sal: 2HCL. 2H,0
Br
Br
SN F: 578,580 ; NMR2: 7.91 (1H, d, J=8.6
124 | 1 | L Hz), 3.94 (3H, s), 1.09-1.18 (1H, m) ; Sal:
N 2HCI 3H,0
OMe
CSN|BS:5255 NMR3(S0°C): 761 (H .
125] 1 NN [1=8.6 H2),5.33 (2H, 5), 2.56-2.64 (1H, m) :
NC__O Sal: 2HCI 3H,0




WO 2005/082865

[0095] [F&27]

PCT/JP2005/003207

oo br F:578,580 :  NMR2: 7.43 (1H, d,
126 1 (SN 1=9.2Hz), 3.97 (3H, 5), 1.12-1.19 (2H, m) ;
N/)\ Sal: 2HCI 2.5H-0
CN
o MeO SN F:525: NMR2: 7.35 (1H, d, J=7.2Hz),
| 4.03 (3H, s), 1.12-1.15 (1H, m)
N)\
MeO L |F:3435  NMR2 744 (IH, d, J=8.6 Ha)
128 1 [ L [+023H.5). 1.09-1.18 (1H, m) ;- Sal: 2HCI
H,NOC N 2H,0
ES: 525 ; EA: Cal (Ca7H3N4O-FCl.
MeO | 2HCI. 1H0) C, 52.65; H, 5.56; N, 13.64; F,
129 1 | )N\ 3.08; Cl, 17.27. Fnd: C, 52.42; H, 5.66; N,
NC N 13.58; F, 3.08; Cl, 17.06. ;  Sal: 2HCI
1H,0
H2
. ES: 543 1 NMR2: 7.92 (1H, t, J=8.6 Hz),
176 | 176 | //‘\,'\ 7.43 (1H, brs), 1.12-1.19 (1H, m) ; Sal:
N 2HCI 1.5H,0
OMe
e SN [ES:527:  NMR2:8.63 (1H, brs), 7.63
182 103 | H | |(1H, 1, J= 8.3 Hz),7.44- 7.46 (1H, m) ;
N Sal: 2HCL. 2H-0
o)
e Sy |[F:541: NMR2:7.63 (1H, t,J= 8.3 Hz),
183 | 103 | |3.05(3H,5).2.93 BH,s):  Sal: 2HCI.
Me N 1.5H,0
) )
~ SN |ES:383:  NMR2: 8.14 (1H, brs), 7.62
184 | 103 t | A [(1H, t,J= 8.3 Hz), 7.43-7.46 (1H, m) ; Sal:
N 2HCI. 2.5H:0
o)
. ! N F:514; NMR2: 8.05 (1H, s), 6.28 (2H,
N/)\ 5), 2.55-2.65 (1H, m) ; Sal: 2HCI.
Me F:490 ; NMR2: 7.80 (1H, t, J=8.6Hz),
130 | 1 7 i 2.60 (3H, s), 1.11-1.15 (1H, m) ; Sal: 2HCI
SN 1.5H:0
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[0096] [3%28]
JRIEN F:488; NMR2:7.77 (1H, t, J=8.4 Hz),
131 1 N |N/)\ 4.19 (1H, q, J=7.2 Hz), 1.13-1.19 (1H, m) ;
Sal: 2HCI 2H-0
Me
ah F:502: NMR2:7.55 (1H, dd, J=2.4, 10.7
132 1 NN |Hz), 2.82 BH, m), 1.42 (6H, d, J=6.3 Hz) :
Me Sal: HCI. H>O
Me
at F:516; NMR2: 7.54 (1H, dd, J=2.5, 10.2
133 1 - Hz), 2.61 (1H, m), 1.68 (9H, s) ;  Sal:
Mej HCL 0.5H,0
Me Me
~ A F:504; NMR2:7.34 (1H, d, J=8.3Hz),
134 1 N I 3.78(2H, d, J=6.2Hz), 1.08-1.17 (1H, m) ;
HO Sal: THCI 2H>0
S F:546 ; NMR2: 7.34 (1H, d, J=8.8Hz),
135 ] 1 N AL 5.02(2H, s), 1.53-1.55 (1H, m) ; Sal: 1HCI
EtOzc/}\j 2H:0
~ N F:506 : NMR2: 7.34 (1H, d, J=8.7Hz),
136 | 1 NI 4.43 (1H, t, J=4.9Hz), 1.67-1.70 (1H, m) ;
F_N Sal: THCI 2H,0
~ A F:513: NMR2: 7.78 (1H, t, J=8.6 Hz),
137] 1 N T 3.09 (2H, 1, J=6.4 Hz), 2.58-2.66 (1H, m) ;
NC Sal: 2HCI 2.5H-0
~ N F:499 ; NMR2: 7.34 (1H, d, J=8.8 Hz),
138 | 1 N L 5.43 (2H, s), 1.67-1.71 (1H, m) ; Sal: 1HCI
\ 2H,0
P~ F:542; NMR2: 7.77 (1H, t, J=8.6 Hz),
139 1 N AL 5.05 (2H, q, J=9.1 Hz), 1.08-1.19 (1H, m) ;
F ({v}\‘ Sal: 2HCI 2Hzo
3

[0097] [Z£29]
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M e
g F:530 : NMR2: 7.68(1H, t, J=8.4 Hz),
140 | 1 N ] 4.15 (2H,q, }=7.2 Hz), 1.08-1.16 (1H, m) ;
NN Sal: THCI 1.5H,0
Me— i
M
N F:516 ; NMR2: 7.68 (1H, t, ]=8.6Hz),
141 1 Nl 2.98 (1H,q, J=7.5 Hz), 1.10-1.16 (1H, m) ;
Mej\' Sal: 1 HCI 1H,0
M
JSUEN ES:502; NMR2: 7.68 (1H, t, J=8.6 Hz),
142 1 N L 2.53 (3H, s), 1.10-1.19 (1, m) ; Sal: 1HCI
Me/}\j 1H-0
Me
b A ES:532; NMR2: 7.36 (1H, d, J=9.2 Hz),
143 ] 1 N 473 (2H,'s), 1.11-1.19 (1H, m) ; Sal: 1HCI
Ve 0.5H-0
~ F:518 ; NMR2: 7.34 (1H, d, J=8.8Hz),
181 179 Cil}\, L |5.07 21, s), 112 (1H, brs) ;  Sal: 1HCI
2.5H,0
HO, 2
NN |FiS31: NMR2:7.77 (1H, t, J=8.6 Ho),
185|103 | H P~ 1476 (2H, s), 1.67-1.70(1H, m) ; Sal: 2HCI
© 4 H,0
0
'Y'eN/ SN |ES:545: NMR2:7.34 (1H, d, J=8.8 Hz),
186 103 | 7~ [5.08 (2H, s), 1.10-1.60(1H, m) ; Sal: 2HCI
© 2.5H,0
0
Mew N & F:500 ; NMR2: 7.64 (1H, dd, J = 10.3,
178 | 178 e\i’ | )N\ 2.0 Hz), 3.20-3.30 (1H, m), 1.06-1.20 (1H,
Me” NN m) ; Sal: IHCL. 2H,0

[0098] [#£30]
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Ex |Syn

o

1

R )n| =N
N&k

Dat / Sal

144| 1

e

F.

NS

.

F:471; NMR2: 7.87 (1H, brs),
7.84 (1H, t,J=7.3Hz), 1.09-1.18 (1H,
m) ; Sal: 2HCI IH,O

145| 1

z
d §
o

josl

F:495; NMR2: 8.35 (1H, brs),
7.73 (1H, d, J=8.8Hz), 1.11-1.19
(1H, m) : Sal: 2HCI 2H,0

146 1

1
—rl
o

F: 506 ; NMR2: 7.86 (1H, brs),
7.64 (2H, d, J=8.4Hz), 1.07-1.19
(1H, m) ; Sal: 2HCI 2H,0O

147 1

)

CO,Et

4

F:590 ;
4.90 (211, s), 4.70 (2H, brs) ;
2HCI1 3H-»0

NMR2: 8.49 (1H, brs),
Sal:

148} 1

o

F:588; NMR2: 8.59 (1H, brs),
7.54 (2H, d, J=8.8Hz), 1.12-1.16
(1H, m) ; Sal: 2 HCI 1H,0

179179

ES: 560 ; NMR2:7.97 (1H,
brs), .7.54 (2H, d, J=9.1Hz),
1.13-1.20 (1H, m) ; Sal: 2HCI
1.5H-0

149 1

SEE

I 625 . EA:Cal
(C33H4oNgO3FCL 2HCI. 2 H,0) C,
53.99; H, 6.59; N, 11.45; F, 2.59; Cl,
14.49. Fnd: C, 53.92; H, 6.52; N,
11.44; F, 2.68; CI, 14.65. ;  Sal:
2HCI 2H-0

1501 1

ES: 501 ;. NMR2: 8.58 (1H, s),
8.09 (1H,d,J=8.8Hz), 1.11-1.19
(1H, m) ; Sal: 2HCI 1H-,O

[0099] [Z31]
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RN F:536: NMR2: 8.48 (1H, brs
| = \ : ; 2: 8.48 (1H, brs),
151 1 N | )N\ 7.62 (2H, d, J=7.6Hz), 1.08-1.13
£ MeO Nig (IH, m) ; Sal: 2HCI 3H,0
N cl F F:525; NMR2: 7.93 (1H, d,
152] 1 C/\O | j\‘\ 1=8.8Hz), 4.00G3H, 5). 1.11-1.16
MeO N (1, m) ; Sal: 2HCI 2H,0
F: 477  EA: Cal (CaoHa9N,OCL
cl N § 2HCI. 2H,0) C, 53.29; H, 6.02; N,
153| 1 /@ | /NK 14.34; Cl, 18.15. Fnd: C, 53.46; H,
N 6.09; N, 14.46; C1, 18.40. ;  Sal:
2HCI. 2H,0
F F F:478 : NMR2: 8.11(1H, brs),
154/ 1 QF | \/)\ 4.37 (1H, brs), 1.69-1.71 (1H, m) ;
Sal: 2HCI 2.5H-0
~ Me F:479 ; NMR2: 7.85 (1H, s), 3.96
155| 6 ! B (3H, s), 2.60-2.72 (1H, m) ; Sal:
MeO 3HCI. 3.5H0
al Me F:472 1 NMR2: 7.44 (211, d,
156| 1 /© /7 N J=8.8Hz), 2.63 (3H, s), 1.09-1.18
S N’/k (I1H, m) ; Sal: 2HCI 1H-0
E Cl § F: 560 ;  NMR2:7.53 (2H, d,
s 1 J;jf N T J=8.0Hz), 5.05 (2H, ¢, J=9.1Hz),
Cvj\' 2.51-2.62 (1H, m) ; Sal: 1HCI
F F, 1.5H,0
F:549 ;  NMR2:7.67 (1H, d,
N cl an J=8.8 Hz), 5.07 (2H, g, 1=8.9 Hz)
158 1 N AL =00 52) o > 4, 3207 L),
2.58-2.66 (1H, m) ; Sal: 1HCI
Fs 1.5H,0

[0100] [Z£32]
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]
R) m
Ex |Syn " SNy ) Dat / Sal
LA
N

F: 538 ; EA:(Cal

- (CasHa6NsO3SF-CL. 2HCL. 3H:0)

ol (| F N UOH C,43.35; H, 5.15: N, 10.53; S, 4.82,
| F,5.71: Cl, 15.99. Fnd: C, 43.62; H,

5.20: N, 10.70; S, 4.81, F, 5.75; Cl,

16.04. 1 Sal: 2HCL 3H-0

ES:516; NMR2: 834 (1H, s),

Me ~
160 1 |\* NQ’\OH 7.80 (1H, d, J = 7.4 Hz), 3.91 (3H,
MeO r s):  Sal: 2HCL. 2H,0

ES: 534,536 ; NMR2:8.90 (1H,

Br A \N
161| 1 | s), 7.61 (1H, dd, J = 2.0, 10.3 Hz),
N/)\ OH
1.76 (2H, m) ;  Sal: 2HCL. H,0

ES: 474 ;  NMR2: 8.55 (1H, br d,

F N N
162 1 | Q’\OH J= 8.8 Hz), 7.61 (11, 1, J = 8.3 Hz),
2.82 (1H, m) ;  Sal: 2HCL H>0

ES: 504 ; NMR2:8.54 (1H, brd,

~
163| 1 | )N\ NQ—\OH J=11.8Hz), 7.61 (1H, t, ] = 8.3 Hz),
‘ Nig 3.99 (3H,s);  Sal: 2HCL. H»0

. N CO,Et|F:537; NMRI:8.34 (1H,t,]=8.8
164| 1 | i O/ Hz), 7.80 (1H, d, J=1.6 Hz), 1.24
NC N (3H, t, ]=7.6 Hz)
¢ N CO,H [ES: 509 ;  NMR2: 9.91 (1H, s),
180|180 | /)N\ Cf 8.37 (1H, d, J=8.0 Hz), 1.74-1.85
NC N (3H, m)
§ -~ CONH, [F: 508 3 NMR2: 7.54-7.70 (3H,
187|103 | //NK C( m), 7.04 (1H, s), 1.37-1.53 (1H,
NC N m) ;  Sal: 2HCI. H,O

[0101] [Z£33]
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F:522; NMR2:8.10 (1H, m),
S 7.44 (1H, dd, 1=1.6, 8.8 Hz ), 2.55
188|103 NS o : ’
NG | PR Oﬁs‘: (3H,d,J=4.4 Hz) ;  Sal: 2HCI.
N 2.5H,0
o 1 ) \T\O/\OH F:495; MP:232-235;  Sal:
P 2HCI. 0.5H,0
NC N/]\ ’
e F:532; NMR2: 7.82 (1H, brs),
66l 1 F 7SN N o [9=9.2Hz), 7.43 (1H, d, J=8.8Hz),
MeO N/)\ 1.23-1.32 (1H, m) ; Sal: 2HCI
© 0.5H0
E § . _F F:524 ; NMR2: 7.38-7.46 (1H,
167 6 | /NK UF m), 4.40-4.84 (2H, m), 3.9 (3H,
MeO Nig s); Sal: 2HCL. 0.5H,0
Me ES:529 ; NMR2: 7.38-7.46 (1H,
~
168/ 6 ] N m), 3.92 (6H, s), 2.79 (3H, s) ; Sal:
MeO L_N-Me [2HCI. 2.5H.0
§ ES:494 ;  NMR2: 7.80-7.96 (1H,
169] 1 | /NK N brs), 7.38-7.47 (1H, m), 2.79 (3H,
NC N” L_N-Me s);  Sal: 2HCL 1H,O
HO
SN | N on |F-518 5 NMR2:7.34 (1H, d,
172] 1 N y J=8.8 Hz), 4.75 (2H, s), 2.03 (1H,
NN brs) ; Sal: THCI 4H,0
Me

[0102] [3%34]
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%h
HN
1 ~ 2
R); \ P (R,
N
Y D,
N ~
Ex |Syn n | )N\ X Y% ) Dat / Sal
o N o F: 520 NMR2: 8.67 (1H,
F N d, J = 8.7 Hz), 7.52-7.59 (2H
;O ] L] 3
170 1 /© _ CH \/ésl) m), 224 (H, brs) ;  Sal:
2HCL. 1.5H,0
| F: 572 NMR2: 7.64 (1H,
N ~
Q-
7l A(SL ) cH | N OH |s), 4.69- 499 (2H, %
o J=9.0Hz), 1.12-1.16(1H, m) ;
F, Sal: 21ICI 1.511,0
F: 544; NMR2: (1H, dd,
ol F/\OCF MeO SN oMe \U\OH J=1.5, 8.3Hz), 3.92 (3H, s),
7 o0 PN 1393H, s) : Sal: 2HCI
© 2.5H,0

[0103] [#35]
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1 1
w DTy el ® Ty
(§] (6}
o o
Ci Cl
! /@ H /@
F Cl
| O] TR | | T e
N N
NC Br NC cl
: [y s |y
Cl Ci
3PS 3PS
F Ci F Ci
s | LT ! s|OCT |
CF,0 N MeQ NS
NC Br NC cl
JBs o] "y
F cl F cl
S ks
MeO MeO S
S N
F Cl |/"“\ F Cl L
8 /\@ N 18 /\Q CHF,-0 N
F F
F cl F Cl
| o 0
SN MeO SN
F cl | 1
P NC Cl =
10 j;j MeO N)\ 20 /\@ CF,0 N/I\
F
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Lz
R S "
I OREERR ) S N S g1
N/)\ K/Z
21 0 o \UCONHZ
22 1
23| F Cllo F SN N CONH-Me
(e | T
24 1 MeO N
25 0 N UOH
27 1
8| Ao | B SN N~~~ CONH-Me
I//K CH O/
29 1 N
30 0 N UOH
3] 0 \h@”OH
CH
32 1 on
F Cl
ol [ o
34 1 |\)N\
35 o | NC N o SN OH
36 1 _S
37 N(j@()l 0 - \l\[j/\OMe
38 1
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B (R)
R X m
K/ \Y%)k
Z
(R,
No @ i R® R! X \Y%)k
(7
39 0 CH \Ofw
40 F/\©C' 1
41 0 N CONH,
Me Bt | CH O/
42 1
43 | F Chlo ~y~~ CONH-Me
CH J
44 l 1
45 0 - \I\O/CONHZ
46 1
47 F Cl ~ CONH-Me
I e | on || T
48 1
49 0 N \O/\OH
50 0 CH \UOH
51 1
52 F Cl 0 ~ CONH
53 1
34 0 ~N CONH-Me
: o | NV T
55 1

PEZE BT et
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