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BEWREHRCTHL D »IEMHA S T W IRQR W (Sarembock et al.,
Circulation. 1992, 84:232-243), h v v OFBIERIL. Hx RBHER %3]
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MAKGERET DBV ETZ—DEMAICLETH D Z LTS 7z (Vu et
al., Nature, 1991, 353: 674-677), hm LB L& 7 ¥ —BIAKIHEORER.
FilZELD T I BESNCRIE LA TF R harvr e 77—k
{E_X7F K, thrombin receptor activating peptide; TRAP| &IEEI5B) 73,
Fa AT X BRGNP IRVIRRED L 7 ¥ — 2 iEH L LSS, ZOFEIL
T FE ORI LS TT I/ REICEUDH LT I BEHI (TEFRER Y 5
R_7F R, tethered ligand peptide] &I D) AU F > K& L THERE LiE
MOREEEMICB W THEERTAZ L E2RB LT3, TRAP DFE2HFFEIZ L
D /R, PEAIRE, BRHEZF ISR N ER B MO PICFEET S e e bk
T —DEPMESRERR SN 7- (Hung et al., J. Cell. Biol. 1992, 116: 827-832,
Ngaiza, Jaffe, Biochem. Biophys. Res. Commun. 1991, 179: 1656-1661),
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THBH I &N RM X 7z (Vssallo. et al., J.Biol.Chem., 1992,
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LTHEM 4% (Hung et al., J.Clin. Invest. 1992, 89:1350-1353), —-> H I TRAP
DEDORTF RFEEEDOERRETHD (steven M. S., J. Med. Chem. 1996, 39:
4879-4887, William J. H., Bioorg. Med. Chem. Lett. 1998, 8: 1649-1654,
David F. M., Bioorg. Med. Chem. Lett. 1999, 9: 255-260), il &7 & —
NAT 4 THRLE LESET v A REFIALENA ANV—T Y R Y
—= T DOEBIZEY R INES FILEMDOBRFE TH 5 (Andrew W. S. et al.,
Bioorg. Med Chem. Lett. 1999, 9: 2073-2078, Scherig Plough WO 9 9,26
9 4 3. Halord S. et al., ACS meeting in Oct.2001),
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AR F— A CO-5 TS IF{LE M (C05-b) 36 L TN(CO5—c) i, BIKETE A IZHEV By
W EHEEm~LEhNn B,

(A F— 1 C0-6)
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R1

RI RI R1
CfumIﬂl Koo TH2 2 o TH3 Opy LHE4 O3
—_— —_— —_— Br

COOR, Br™*"COOR, Br COOR, 0.
R
(CA1-b) (Co6-a) (C06-b) (Co6-c) (C06-d)

ARAF— 25 CO-6 1L, W /VR VEEFHEEIS LORUAT IV a— LV EERDO—#%
HEmEEET, NP RUIZREEPP OTR 1 THRHE LRI EFRBTH S, R2
REBRINTHTHIWT AF/LE, RS BLO R IZRGEE MO TERES - R6
BLORT LFEIETH D,

T 1 1XCAI-D) DA MF U AFNEOBBESDREZRF LAV M) F 41k
EANTCHONVREIVNEEZEATEIHETHD, V2 FAT—T VREFKAT
CAI-D)IZT P I AFNANTF LU OTIVHEET -7 FUY F 7 ATUE L,
TNAXNTI—HRF— N EEHSE(C06-a) 155,

ITR2IITNa—NDRELEDA PRV AFIVEOBIRED HIETH D, T F
Ze k7 Jr T FOBEP, FAREBRKEIR. 10685 RBEKER % BIETE
AEganzZ Licky (Co6-b) 21525,

TR 3IIARBEICHE 2 DEWBRIL RS ZHEATLIHIETH D, BHEEM OTLRE 3
D R7T AL L Rk OLH % L TLEW (C06-c) 135,

TRAFIHIVEXFVIVIEOBTL. TVXIMEDFIETH S, VFLo—FT L,
TR RT3 BER, KT TAER)FULTAI=ULEERASE
%, I3 LRRDHFIEIZ LY (C06-d) 2755,

A A F— b C0-6 THBNTLE W (C06-b), (C06-c) 35 K TR (CO6-d) T, BIEELE A
RV EHE BBUEEM~ L BN D,

(R % — 1A CO-7)
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RI TFE1 RI T2
@0 o = i 0py
CHO Br
OH

(CAl-e) (C07-a) (CO7- b)
i} R1
l T3 } Th4 Oy
— Br

Ri COOR,

L5 0 (CO7—c)

> COOR C

Brm °
(C07-d)

AKRAF—ACO-TIEL, 72X FITNa—VFEEK, 7o VEBEHERL LO
NV 7T UHEEO—RENRIEEZR Y, P RLIZEEE PP 0T 1 TRE
L72RL ERITBTH D, R2B IR FIELEEMO TEZES /2 R6 B L URT LA
BTHD, MBIURBEBERINLTOTHIWTAFAEEZRT,

THE 1T Wittig RISIZEES A FuRb—v a URISIC X BKBEIEDEA K
ETHD, 77 R WP, DV ULEIT Y FFEET, AFV
P Zx2= VAR RBR=v L7 I REEMAESED, £0%. 77 kr77
BEP. A7 -7 F o8 Ra 770 LEAEE 30%EBIbKRKEIR EVER S
(C07-a) 2155,

TR2IFKBEICERL R3S ZEATEIIRTHD, WEE M OTIE 3D RT
WAL & Rk OLBEEE L TEE¥ (C0T-b) 215 5,

TRIFWMREKISOFETHD, 77 Fur7 I UiEEEd,. ) b BERE
Ty AFNVAFNFARAFLNRALNT 35 R EREOBRIEE CHER S E7-1%.
AE )=, T ) —VEE P CRIEBKEK & ER S E(C0T-0) 215 3,

T4 138D FHETH D, Mangzho Zhao et al., Tetrahedron Lett. 39, 5323
(1998) IZFRHF D FEH BV NX Ryoji Noyori et al., J.Am. Chem. Soc., 119, 12386
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(199N IZFEHH O K EEZFIH L TLEW (COT-¢) 2 5,

TSR PAKERFOBEDT 7 VEROBKFTETH D, PAFNLT 4V A
T RERER, REES Y UAEET, 7 otli#ET AT AR REORTIEE CE
A &R (Co7-d) #7155,

A A% — Ak CO-7T THLNTLAY (COT-a), (COT-b), (COT~c) I8 L T (COT7-d) iE.
RUIEE A IRV RE B LE~ L BN D,

(A % — A C0-8)
R1 =} R1
ITH#E1 R‘X T2 L#=3 X
0" O — o O
R2R3 R2R3
(C08-a) (C08-Db) (C08-c) (C08-d)
Iﬁ4mXHIﬁ1 R T4 R
TR e L Ay,
Br Br Br Br I@ 5 R2R3 n=1, 2
(C08-e) (CO8-1) (CO8-g)

ARAF—5C0-81F, 2,3 VL Fur Y75 U FEEK, 2,3V FaxyyF
A7 = HFEERO—ROERIETH D, KNP RLITEEEPP O 1 TRE L
R1EAFETH D, R2B IR IIAKRFRTF, BRINTHTH IWTAFE
BRENTHTHIWT A ax v EEERERT,

TR LIIKBIEDT LXNALDFETH A, J.M. Janusz et al., J.Med. Chem. 41,
1112 (1998) D FIEZREN, PAFNAKRNAVAT IR, T F=MIAXETE bV
LOWEP, 2T MY UAFET., KED U UL, KEEE T AITAKEL
TRV LAEOEEFAET, MaDTIANTAL R, TINVAYL—F, TUNL
FU— FEfER S/ T(CO8-b) 255,

TR2EI7IVRBIOFA 7 = VBREFERT 2 HETH D, J.M Janusz st
1., J.Med. Chem. 41, 1112(1998) D FiEH B \\NZ, ~ 7/ x>y A7 1l K 210C
THYEA S (C08-c) 2155,
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TR3IFTZV—FAIFTT MTVMMEOFETHD, HIEAFLY, Pz
B, T I=y b, HEES, HEE XA XGOS ABEET. 7k
Frra ) RE-T0CHOLHEBTERMS®ES Z L2V (C08-d) %/ 5,

TRA4FTaMMeDOFETHD, AF =N, =¥ ) —VEEEP, 7aIvk
EREED, HBVETE R=FI, DAFARLLAT I FEEP, N-T o E
274 I REEHIREZ LI2L Y (C08-e) B L TN(CO8-g) 2155,

TREFZVIVERBIVTFAIZ7=VREERTHHIETH D, J. Schwaltz et
al., J. Org. Chem. 59, 940 (1994) D HFIEIZHEV, A FATE M7 I FEEEF, v
e ETIo AV naFZ AFET, KFERAFVETST FY U AT TI5CTER
SEDHZ LIZE Y (C08-g) 2185,

AR F— I C0-8 TELNIZALA M (CO8-d) 36 L VN (C08-g) T, BUMEE A 296V VAL
®ERLE~EErNR D,

(A F— A C0-9)
R2 R3 o R2 R3 R2 R3
©/\COOR Tl coor, L= 2 oo L2 3 #CO0R,
Br Br Br
(C09-a) (C09-b) (C09-c) (C09-d)

ARRAF—h CO-9 X, WA VEFEERO—RMEGRIEEZR T, P R, R2,R3
BIXORMIIAFERT, BRI TOTHIWTAFLEEEZERT,
TR1IETAXFMEOBEETHSD, T 7 FrT77 0 PAFARLVLT I
R, AV OLEIT RV R, KRLET M) ULFET. £/7 X0
SA R, Avb—F, b L— FEEMREE(C09-b) 2B 3,
TR2IIBILOGETH D, 77 Rer7 7 B lEh, oAV TFALTII
= ANA KT A FEAERSE(C09-c) 153,

TE3EVittig RISZFIR LIEBROLETH S, HIELAF LY T RFER
R7 7 URER FERART CHEEEENSEDS, HDOWE T FIE R
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T, DAFANTANET I FEEH, U TLEIT FFT R, KFELT b
VU LEOHEEFET., FBERRAT7 =0 L, RRAT74+ 23— FEERAEES 2
BOWT RO FIEIZ LY (C09-d) 2175,

AR F— A C0-9 THE HNALA Y (C09-b) I6 & TR (C09-d) X, Bxkik A IZfE VB
CEHMEE M~ EPND,

LU EDARAOILED E 21X X DROBE T EORRBITH D03, ABHALE
Y DOBEEIZ BT BFREHEAE Y - FREREIL, WO EZTE L T TH K<,
RIGEELRVRYICBWTRHIZREIND bO TR, i, AEIIR
ik (1) 7V —@L LTHELNDHE. AIEObE® (1) DB LT
WTH XWEDRBIZHIEIZWE > TEMRT D LN TE S, o, ARPIKED
k& (1) KoV THELNDIEL DRMEE (F I TRAMREE, RHFRBICE
DL HFERME, SIERMEER, BERME, F) X B OSBEFER. #l2IXFH
figa, YT AT VAL BROFE fcansuv N7 70— (BIZE
BB/~ NS T T 4= IThsu~v I TT 40— HRIuw " ITT 4—,
) FAVWASAZLICIVERL, BEET 22 LN TE D,

AR (1) CTROLINDIAFEHAOEMEIZTORIT, Bhiztrr by
SREREFIEMNEZAE L, BIZhrr ErDP AR 1ZAKIZE L ORIRMICHEH
ERZRTHOTHD, £ LT, KEADILEWMELITZ ORI, BN M/IMR
EEEMHIER I L OEIRFMmOEMHIERZ R L, Ao B AR E W,
TDEHE, AEHOILEVELIXZOHIZEINE, trrvtroT 4T ) —
P o747 ) ATEBRT DMEEEERE TS Z LR br el X Bl
WREEE 72 EOMRUGE 25 LB TE, -, BEIRMLEFRIFEICLY
MABICHREN A Ulc & & T Z 2 M FHEMHEMIIN L TH PAR 1E#RHMA
BIWEDSWNTHHRIT D Z L RA[RELE 22 5,

o T AFEHDLEMELIZDRHZRAND Z LIk, () brVEVER
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EOEHHI(FIZ hr s DO P AR 1 ZEKOREGHD . (11) f/ MR R =,
(iii) FEvBfhanAa OBETELER . (iv) PEHRAE ., SkHEZFHIA . BMIAL., B POREMIAD.,
friapa, oMl L O EiER ) 7T O BEERLER. (v) MARRE., e Ek
78, GREDERARIMARAE , MG ZERRAE . MAREE, OB, RRTEME M3 N IR BT B AE (R RE
EILE, RIEMRB, Vr~=F, W, REREBR, FHRE. PREBB LIV
S ETTEAEERE OWRRAN E 7T TFRAlL. Lo EEMRY D) BB LR
Do

Fio, KEAOEVMELITOEERETHZLIZLY, ParEUVEEE
MRS5S HRBOBEOEBIR, BTN, BEHESEMR, B, A RE
fa. ffiia, VUoMEB L O/ (237 ) THROEENREEZ T 2 BE DA
HDFRETH D,

AIEEES (1) TROESNDIAEHDOIEM S L IZEDHEE T2 b DK
Wix, BRINDHIECE YV RALT A Z EBNFETHD, FELVARLE LT
IXEEA. BRI, ARRLRI. TERLAl. #AEEEH. hTEAKL oy TRl bao—F
Al BAKL ALK MESAL. BOER, RKEH. SIRAL, REaAlL REH, Sy
TEI, m—a VEIER DT b D, ®AKICIE, BERAVORIRER., &S
Al BAEER. WRAL FEH, BRERARL. BLOREICL Y REMRA.
Al RIRER, REEMER. p HIES . BHEH. S Al 2 ERT 52
ENTE, —RICERLBANOFE L LTHWON AR #HA L TEIEICLY
RALFIEETH B,

ThoDpsm e LTRAIZIEQ) KT, FiE. a7 Y 874 REOBEY
Mo QREINRZ T4, ZRZ2 VT BT T4 CEDORIEAKE; B)I VR
FUBFITFNVRT N, IVRAFUBA Y To AV EDTRATIVM; ) F X
FTUNLTINa—) RAZNNTNa— LV SEOERTNVa—)L ;. (5) ) 2 #
f, @ Uavl; (MR ARV F L UBHBZAT NV, YIVE Y a1
TRATN, 7TV VRIS ATV, R FF2F Loy CfERBT
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ATFN, RIAXRVZF LA OELH, RIFFRoF LRI FFH0 7
vrrrvnryZaR)v—EOREEER, Q) FexoFrermn—X R
V77 UNEE, AINAFVE=AR)w— RIzFLrr)a—i R)E=
el Ry, AFein—X R EoKEESSF, O F ) —L, 4T
NI =N EOBIET va—n; 1007V k), Zuvr o Ya—n 7
neLryZya—n, YVER—AREDEMET Aa—L; QD) T Va—R ¥
afiie L0 (12)\AKTABE. FABTNI=ZULAT TRV T A TABTIL
=Y AR EOEEKE ; (IB3)FRALRERDITOND,

OIEAI & LTix, Bl IEARE, 2— 2% —F A, 7 KU, <=1}
—N, YNEy b @R r—R TEBLS A RS QAL LTI, Bz
ERVE=AT7Aa—L, RYE= L —F ), AFEia—RAR TF)E)L
n—X, TIZETIA FNFHN BEFFYU, Y=FvI, BERuFvTer
I —X B RrFrrabELAFreErn—X RIvEv=Avrnl Ko,
RYFovrrorZa—L - RIFFVZFLr-TuaylR)vw—, A7
Y. VZVBANT TS THRAN) . NXTF UL QRESLE LTIE, fix
I, BR, E7F R, dtrn—R REINVCD L REEKFET MY
DA, JZVBANYTA TEXAIN) Y RIF IVRIFVAFLELR
— A ANV TLE QBFRAE LTI, PIREAT TV VB~ TRV DA ¥
N RYxFLeor)a—n, ) h, BuiEwm. % ; @Fak s LTRE
HRZRMT B2 ERFAINTHEHOTHRIE, WREBD0THEL ;®
BWBRAIL LTiX, 2 a TR, Ny W, FER. N~y I, BN, EEERS
@mELAlE LTI, TRV EVEE, a— baTdxzv—, % EERIZEM
THZLERFAENTWVWEHDRENENHN LD,

(1) 8 A BFNT, AR50 EM L T DEITREAL. & bIZHEITS
UTHEEAL. RAEAL WIRHF., FeHl. BRERAILR EEMATE, FiEIZLY
R, AORIFL. FRRIFI, SEAI. #RBEER. VS EARIF L5, (1) 8EAI - BRL
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RlOEHEIZIE, BER, EI9F R, TOMBBEICLVEREI—T 407452
b bAALEI X, (1il) ry 7, ERARA. [IRA. S0RFI0BE
k. p HIREERI, WAEAl. BRICA, & &, LEIDS U CEMEMBA ZELH,
TREA, BEHl, PBMEA. HE2M T, HEC L W /AL 5, HiA 0%
A, BHERY ETHZ EBARET, i, ERHAERIR. KT, HRNICES
THZENTED, BEHICBITHERA L LTIE, AFrera—2 R
UYINRXR—1E80, bk FuxizFlreru—R TI7ETIAL bFTH FRK,
ANKEXAFALELE—RF I TA RIAFTZFLUIAET T )T
vL— b % BAERABANCI T 2 ERAI L LR, R AT LR
twvll, R INAR_R—=F80, =aF VBT IF, RIFFRTzFLo iy
ZE) Ty L— MNEREMANZB T D@ RE & LTI BB MY U A
AZHREET M) U A, =—FTNE  REANCKT D AREREI E LTIR, T4
FURBBERAT N, NTOFXRVERERTTF N, YVEVEE, Tz /)=, T
VY=, a2 LY=LV ERLITLONS, £z, (v)ABFIOHEIF. i
BUEDBBE SN T, HFIEICLVRETE 208 TES, BRTHEARELE LT
id. EEG, BRI, ERERFICRFEER SN D EBERIZAWD Z & 03FH
feC. Bl XEME. S, —XT AWM, Uy s R, BRT Lo —UE,
FelhBedE, &) =, RmiEdER. UV CUIREE. T a— 8, SET v a—
MR, KR 8. R LI, RRUK2 EOREIR 2T b, BB L,
p HAREEH], HuBELA. L — MAl BOEBAEHEI. Eak. &8 E2mmT 5
TLWTED, Sbiz, RBEISLTHMEHFEEAZET oML, mMIRIRER,
REAL HRAL MBEBRIER. EF IUE. T B REA. AEBEMAL %
DB EBRAETDHZ L HTE D,

ABERIZINDHEROREEIL, ERORE., S, Hhl. FE, #5ERE-
WOMEE, BRI 2B MZE, RRORBHREE, SIS CTRERSL N,
BH. RAOESIX1I BV ROBRETH3 0 gRWVWL1000meg, #FE
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L<iZ100pu gL 500mg, EHLIZHFELLIF1I00ugRWVL100
mg#x., BHBEETH12WL3000ug/ kg, FELIX3HRWVWL100
Oug/ kg, TNEN1EEZIIHKENCHTTERST S,

Elpl

LUFicamEst (1) TROSNDIAKFEHDILEWME I2I1T£ DEIZR T 2 ifiE7
Eifelk % i 523, LT OEMEHlE X ORBREIIFIRMIZ S DO TH > T, A%
Z B AW E 7T Z ORI T O BRI HIR 2, HEF XD
D EFEREAR KR4 BEBRE M TAFERAELERT 52 LN TE, 15 5HEHEEER
b AHMEORFFEROFAICEE S5,

< FEhafi 1>

2-(3- N PN-2-4 3 /-2,3-VE Fa- XYV AL IFS—N-1-AV)-1-T = =

-z F ) s BALKERE
NHHE

-/ [d] A IFY—-2-7 I (12g) DZF ) —VIERIZR VT r I R
(16. 4g) KEELA Y U A (7. 6g) ZMX IR T 2 4 BRI L, B %2 BEE &=
L7tk BRECHBRT TV MAK, SFRHEK CIEKRSEH Lz, AHEE % K
Mg~ 2y ATHBLES, BEABEZEE L, BECYZFLZ—FTL
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EMZAECREREZIEIRT 22 LIC L ViERIEY (14.89) Z AGfME & LTH
72,

(FEHEHI 1« B THR)
I-RUDNN-IH-RV[d]A I F Y —-2-T I (1.54g) DY AFILHRNLAT
RIEKIZ 2-7 a®-1-7 == A-xF ) (2. Tg) #MX TR T 1 5 REMERE L,
IR WTEE L%, RECEBFLE2MZAE CERE2ERT2HICLY, B
B LAY (1. 86g) W ARESR & L THT,

1H-NMR (DMSO-d6) & :

5.55(2H, s), 6. 02 (2H, s), 7. 36-7. 46 (7TH, m), 7. 48-7. 5(1H, m), 7. 63-7. 70 (3H,m), 7. 7

7(1H, t, J=7. 2Hz), 8. 10 (2H, d, J=8. 4Hz), 9. 04 (2H, brs).

UToEBHLEWITERE -V [d A 4y —-2-T I Uk L £H
-7 mE-1-TF ) UFEEDP GRTRCEES] 1 Ok TR L EROFIETERL
7o
i 2
2-(3-_VN2-42)-2,3-VE Fa- XV A IFS—)L-1-4)V)-1-(4-T )L
Aua-vx=p\)-x & ) BIGKEREE

NH.HBr

TEYY

1H-NMR (DMSO-d6) § :

5.54(2H, s),6.00(2H, s), 7. 6-7. 55 (10H, m), 7. 62-7. T0(1H, m), 8. 17-8. 23 (2H, m), 9.
03 (2H, brs).
i 3

2-(3-_IN-2-43 )-23-V Ra-XXUVAIFS—)-1-4)V)-1-¥ 7 =
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=) -4-A V- F ) o BALKEREE

. e CJ

N N

LH-NMR (DMSO-d6) 6 :
5.55(2H, s), 6. 05(2H, s), 7. 27-7. 57 (11H, m), 7. 64-7. 7. (1H, m), 7. 81 (2H, d, J=8. 4Hz

), 7.97(2H, d, J=8. 8Hz), 8. 15-8. 22 (2H, m), 9. 05 (2H, brs).

FElu ) 4
1-(3,5-V-F 3 TFN-4-E FuFxv-TJz=))2-[3-U-TNFAa-_

IN-2-AX7-2,3-Vt Ru-XU YA IFS—N-1-A N]-= & ) B{LKEEE
i

HC CH3C .
J\H.Har
OH
N” N
4 CH,
He CHs

F
1H-NMR (DMSO~d6) 6 :
1.43(18H,s), 5.51(2H, s), 5. 96 (21, s), 7. 15-7. 40 (5H, m), 7. 52 (1H, t, J=4. 8Hz), 7. 6
3(1H, t, J=4. 8Hz), 7. 84 (2H, s), 7. 80-7. 87 (1H, m), 8. 11 (1H, brs), 8. 96 (2H, brs).

Elip 5
2-3-E 7 2= VA ANRAFN-2-42)-2,3-VE RFua-X /A I ¥/ —)L-1-

AW)-1-(3,5-V-FB 3 TFN-4-v FuFi-Txz=)V)-= & ) /3 M) ) Fnm

HEER
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NH.TFA

1H-NMR (DMS0-d6) § :

1.50(18H, s), 5.56(2H, s), 5.94(2H, s), 7. 30-7. 48 (9H, m), 7. 60 (2H, d, J=8. 4Hz), 7. 6
7(2H, d, J=8. 4Hz), 8. 00 (2H, brs).

FEhtatsl 6

2-(3- R PN-2-42)-2,3-VE K- XA IFS—-1-f{V)-1-(4-E R
n¥i-7oc=)V)-x¥ ) BIKEREE

NH.HBr

@ﬁNJ\N /YQ/OH

0]

1H-NMR (DMS0-d6) 6 :
5.53(2H, s), 5. 90 (2H, s), 6. 96 (2H, d, J=8. 0Hz), 7. 38-7. 42 (7TH,m), 7. 49 (1H, t, J=4. 8
Hz), 7. 60 (1H, t, J=4. 8Hz), 7. 96 (2H, d, J=8. OHz), 8. 99 (1H, brs), 10. 64 (1H, brs).

Ehapl 7
1-_ ) -3-[2-(3,5-TV-% 3 TF)L-4-E KaFxi -Tx=))-2-FF V-xTF

N]-1,3-Vk Fa-xX A I X —)u-20-F
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CH,
C
" CH,

(o)
OH

-~
HE
0]
H,C CH,

LH-NMR (DMS0-d6) 6 :
1.47(18H, s), 5. 15(2H, s), 5. 45 (2H, s), 6. 98 (4H, m), 7. 23 (5H, m), 7. 95 (2H, s).

Eiha s 8
2-(3- X IN-2-43/-2,3- Ve Fu- XA IFS—-1-4)V)-1-(3,5-

BITFN-Tx=)V)-x= & /) N T A afiigh

CH,
H,C B,
NH.TFA
NEENY
A CH,
HC CH,

LH-NMR (DMS0-d6) 6 :
1. 343 (18H, s), 5. 378 (2H, s), 5. 86 (2H, s), 7. 12-7. 42(9H, m), 7. 77 (1H, s), 7. 88 (2H, s
). |

- Eha kil 9
2-(3- XX N-2-43 )-2,3-Vt K- A IF)—L-1-4 )V)-1-(4- K

0%y -3,5-UAFN-T =) - ¥ ) v BALKERE

CH,
OH

NH.HBr

0 CHs
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1H-NMR (DMS0-d6) 6 :
2.25(6H, s), 5. 51 (2H, s), 5. 88(2H, s), 7. 22-7. 60 (9H, m), 7. 72 (2H, s), 9. 48 (1H, s).

Ehafpi 10
2-(3-_UPN-2-43 )-2,3- Pk Ru-x_y S AL IFS—-1-4 V) -1-(3,4-

INFAn-Jax=))-xF ) BILKERER

NH.HBr

N N

1H-NMR (DMSO-d6) 6 :

5.53(2H, s), 5. 98(2H, s), 7. 14-8. 42 (12H, m), 9. 04 (2H, brs).

FEhaf) 11

2-(3- X IN2- A )-2,3-VE Fa- XV A IF/S—N-1-A)V)-1-(3-T )V

dn-7x=\)-x& ) v BIALKERE

NH.HBr

N N

1H-NMR (DMSO-d6) § :
5.53(2H, s), 6. 00(2H, s), 7. 17-7. 95(12H, m), 8. 79 (1H, s), 9. 04 (2H, brs) .

il 12

2-(3- Ry IN-2-43)-2,3- PV Ra-XRu AL IF/—N-1-4)V)-1-3-T'
F-Tax=)V)-TF ) BACKERE

78



WO 02/088094 PCT/JP02/03952

1H-NMR (DMSO-d6) § :
5.53(2H, s),6.01(2H, s), 7. 25(7H, m), 7. 51 (1H, dd, J=8. OHz, J=3. 2Hz), 7. 61 (1H, t, J
=8. OHz), 7. 66 (1H, dd, J=8. OHz, J=3. 2Hz), 7. 97 (1H, d, J=8. OHz), 8. 06 (1H, d, J=8. OHz
),8.25(1H, s), 9. 07 (2H, s).
FEhatl 13
2-B3- RNV IN-2-4 X /)-2,3-VE Fu-X YA IF/S—-1-4{)V)-1-F T =
=N-3-AN-TF ) v B KRR

NH.HBr

lulle
D

5.54(2H, s), 6. 10(2H, s), 7. 26-7. 80 (15H, m), 8. 02-8. 08 (2H, m), 8. 35(1H, s), 9. 03 (2

1H-NMR (DMS0-d6) § :

H, brs).
EHpl 14
4-[2-B-_PN-2-4X )-2,3-VE -V A IFV—)-1-4)V)-T&F
N]-_o = kY B KRR
NH.HBr

Koo

o

1H-NMR (DMS0-d6) 6 :
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5.53(2H, s), 6. 03(2H, s), 7. 17-7. 55 (9H, m), 8. 14 (2H, d, J=8. 4Hz), 8. 23 (2H, d, J=8. 4
Hz), 9. 04 (2H, brs).

FEhta i 15

-3 UN-2-437-2,3-PE Fe-_ VA ¥/ —-1-4)-1-(3,4, 5-
FUASFY-Tx=/V)-TF ) v BALKEREER

o—CHs
NH.HBr ,CHa
0
N~ N
0 P
H,C

3

1H-NMR (DMSO-d6) § :

3.77(3H, s), 3.89(6H, s), 5. 55 (2H, s), 6. 05(2H, s), 7. 24-7. 64 (11H, m), 9. 06 (2H, brs
).

FENtf 16

2-[3-(4-FE3 TFN- RV TNW)-2-4 X /)-2,3-VEe Fa-_X YA I FV—)L-1-

A)]-1-3,5-V-FEITFN4-kb F X -Tx=)) - ¥ ) v BALKERRE

CH
H.C 3
3 CH,
NH.HBr
OH
N N
4 CH,
H,C H3C CH,

1H-NMR (DMS0-d6) § :
1.23(9H, s), 1. 42 (18H, s), 5. 47 (2H, s), 5. 95 (2H, s), 7. 21 (2H, d, J=8. 7. 2Hz), 7. 22-7
.30(2H, m), 3. 40 (2H, d, J=7. 2Hz), 7. 48-7. 52 (1H, m), 7. 56-7. 64 (1H, m), 7. 83 (2H, s).

Fhak] 17
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2-[3-4-rmu-~_,PN)-2-43 )-2,3-Ve Fa-_o VA IF/)—-1-4

NV]-1-3,5-V-F 3 TF N4k FuFxi-TJx=)L)-= ¥ ), Bt KkEREIE

CH,
H3C CH3
NH.HBr
OH
N N
4 CH3
H.C CH3

Cl

1H-NMR (DMSO-d6) § :

1.42(18H, s), 5. 52(2H, s), 5. 96 (2H, s), 7. 15-7. 87 (10H, m), 8. 95 (2H, brs).

FEHuf 18

2-(3-RLUN-2-43)-2,3 Vb Fa-xXU AL IFS—N-1-4A V) -1-3-% 3

TFN-4-k Faxi-Txz=)\)-= & ) ;B KkEEE

NH.HBr
OH
N~ N
4 CH,
HC CHs

1H-NMR (DMS0-d6) 6 :
1.37(9H, s), 5. 46 (2H, s), 5. 84 (2H, s), 6. 98 (1H, d, J=8. OHz), 7. 15-7. 50 (10H, m), 7. 8
1-7. 88 (2H, m).

Ehf 19

2-(3- R PN-2-43 )-2,3-Ve Rr- XV AL IFS—)l-1-A)V)-1-(4-VF

FATI)-Tx=)V)-x ¥ ) v BILKERIR
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CH,

LH-NMR (DMS0~d6) 6 :
0.92(6H, t, J=6. 5Hz), 1. 25-1. 56 (8H, m), 3. 37 (4H, brt), 5. 51 (2H, s), 5. 92 (2}, s), 6.
75(2H, d, J=9. OHz), 7. 21-7. 58 (9H, m) , 7. 86 (2H, d, J=9. OHz), 8. 98 (2H, s) .

Ehafl 20
2-(3-~_2N-2-43 )-2,3-Vt Rua-xX /A IS —)l-1-4A )V)-1-(4-E F

¥ -3,5-VA YT uiN-T =)V - & ) v BAbKERE

MO on,

NH.HBr
OH

CH,
H,C

1H-NMR (DMSO-d6) § :

1. 19(12H, d, J=8. OHz), 3. 25-3. 40 (24, m), 5. 38 (2H, s), 5. 78 (2H, s), 7. 1-7. 43 (9H, m)
,7.73(2H, s).

Ehepl 21

NN-DARPN-2-B- R N-2-4X)-2,3-VE Fa-_X V[ I 5/ —)-]-

AV)-T¥ b7 I R; BibKkERE
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1H-NMR (DMS0-d6) § :
4.50(2H, s), 4. 66 (2H, s), 5. 40(2H, s), 5.52(2H, s), 7. 18-7.50 (19H, m), 9. 16 (2H, s).

e
2-B-RY VN2 AFNAI)-2,3-VERB-RXR Y AIFS—-1-4

W) -1-(3,5-V-5 3 TF N4k uxi-Txc=/L)- & ), b Z)VA afE

ey

0

C
e R HC [,
HaC\N OH 3

& o
N~ "N
Lol
H,C CHs

1H-NMR (DMSO-d6) 6 :

1.43(18H, s), 3. 02(3H, s), 5. 71 (2H, s), 6. 05(2H, s), 7. 20~7. 45(7H, m), 7. 52-7. 58 (1
H,m), 7.66-7. 71 (1H, m), 8. 13(2H, s).

FEihwhi 23

2-(3-R_RUPN-2-4 3 /-2,3-VE R VA IFS—-1-4/)-1-(6-X k

X -1H-4 > R—N-3-A V)-T & ) . ; BV KEEEE
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NH.HBr N

o
/

H,C

1H-NMR (DMSO-d6) § :

3.72(3H, s), 5. 54 (2H, s), 5. 78 (2H, s), 6. 87 (1H, dd, J=8. 8Hz, J=2. OHz), 7. 25-5. 58 (1
1H), 8. 56 (1H, d, J=1. 6Hz), 9. 02 (2H, brs), 12. 17(1H, s).

FE i 24

5-[2-(3-_VPN-2-4 X /-2,3-Vb Fa-X VA IFS—N-1-4A)V)-TEF
N-2-t R XV -REEHFE AFNTRXTNV; BWKERE

NH. HBr
OH
N~ N
0
o}
0
AS
CH,

1H-NMR (DMSO~-d6) 6 : A
3.92(3H, s), 5. 54(2H, s), 5. 99 (2H, s), 7. 15-7. 68 (10H, m), 8. 10-8. 18 (1H, m), 3. 39-8

.47 (1H, m), 9. 04 (2H, brs), 11. 23(1H, brs).

Ehah| 25
1-(3,5-V-% 3 TFNA-4-t FaFi-Tz=)-2-0-4 3 )-3-v' Y -4-A4

JVAFIN-2,3-VE Ra- XU A IFS—)-1-A)V)-= & ) ;B K REEE
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CH,
e CH,
NH.HBr
OH
N "N
—~I
\ I CH,
4 CH,
H,C

1H-NMR (DMS0-d6) § :
1.426 (18H, s), 5. 582 (2H, s), 5. 957 (2H, s), 7. 107 (2H, d, J=6. 4Hz), 7. 26-7. 65 (4H, m)

,7.829(2H, s), 8. 583 (2H, dd, J=4. 4, 1. 6Hz).

Ei ol 26
4-{3-[2-(3,5--% 3 TFN-4-b Kn% -7 = =/1) 204 F V-2 FL]-2-4

2)-2,3-Vbe Fa-xXUVA IS —-1-A I AF )N -EREE 2 F LT XF

Vs ALK R

1H-NMR (DMS0-d6) 6 :
1. 28 (3H, t, J=6. 5Hz), 1. 41 (18H, s), 4. 28 (2H, q, J=6. 5Hz), 5. 58 (2H, s), 5. 90 (2H, brs

), 7.20-8.00(10H, m).

Ehapl 27
4-{3-[2-(3,5-Y-8 3 TFN~4-E FrF-Tx=)L)-2-FF/-=F)]-2-4

2)-2,3-Vb Ru-_u A I ¥ —N-1-4 )V A F )} - EERE, G
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CH,
HC [ 8,

NH.HCI
OH

A
I CH,
CH,
HO H,C
0

1H-NMR (DMSO-d6) 6 :
1.429(18H, s), 5. 65 (21, s), 6. 01 (2H, s), 7. 22-7. 66 (6H, m), 7. 85 (2H, s), 7. 86-8. 18(
3H,m), 9. 14 (21, brs).

Ehap 28
1-(3,5-V-F 3 T FI)-4-t Faxi -7 z=L)-2-[2-4 3 )-3-3-T == L-F

o) -2, 3-C RR-_U VA IE Y —-1-A N]-T & ) o Bk ERRE

CH
HC [,
NH.HBr
OH
N N
CH,
o CH,
H.C

1H-NMR (DMSO-d6) § :

1. 422 (18H, s), 1. 90-2. 08 (2H, m), 2. 57-2. 73(2H, m), 4. 27 (2H, t, J=7. OHz), 5. 92 (2H,
s), 7.10-7.65(9H, m), 7. 83 (2H, s), 8. 80 (2H, brs).

Kt 29

2-(3- 7 ~"FXUNAFN-2-43 )-2,3-VE k- A IF/S—)-1-4

W) =1-(3,56-V-B 3 TFN-4-t RaFx -7 x=)V)-=& ) ;BRI KEEEE
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He. O
CH,
NH.HBr
/[L OH
N~ N
g\d ¢! ok
e O

1H-NMR (DMS0-d6) § :

0.95-1. 95 (29H, m), 4. 05 (2H, d, J=8. 0Hz), 5. 93 (2H, s), 7. 22-7. 37 (2H, m), 7. 58 (1H, d
, J=7. OHz), 7. 65(1H, d, J=7. OHz), 7. 81 (2H, s), 8. 71 (2H, brs).

EhEf 30 '

5-[2-(3-_XIN-2-4 X /)-2,3-VE - XIS IF—N-1-4)L)-T&F
N-2-t Fu Xk - ZRERE; BILKERRBE

NH.HBr
OH

N N
HO

1H-NMR (DMSO-d6) § :
5.52(2H, s), 5. 97 (2H, s), 7. 06 (1H, d, J=8. OHz), 7. 44-7. 67 (9H, m), 8. 08 (1H, d, J=8. 0
Hz), 8.51(1H, s), 8. 99 (2H, brs).

Fhafl 31
4-{3-[2-(3,5-T-% 3 T FNL-4-t FueFi-Tz=)-2-FF V-2 FN]-2-4

22,3V R RV AIFS - 1-A NV AFN}-R XTI R, BeibkE
2
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C
H,C HéH3
NH.HBr
OH
NN
CH,
0 o
HN H,C

0]
1H-NMR (DMS0-d6) 6 :
1.434(18H, s), 5. 57(2H, s), 5. 98 (2H, s), 7. 24-7. 37 (4H, m), 7. 40 (1H, brs), 7. 45-7. 9
1(6H,m), 7. 96 (1H, brs), 8. 12(1H, s), 8. 99 (2H, s).

Fhahi 32
1-(3,5-U-% 3 7FN-4-L FaFxi-Toz=1)-2-0-A4 3 )-3-¥YIJL-2-4

JWAF -2, 3-Ct K- A IFS—)L-1-4)V)-. % } . ; Bb KEREE

CH,
RN

NH.HBr
OH

PN
\ = CH,
Y © CH,
H,C

3
1H-NMR (DMS0-d6) 6 :
1. 433 (18H, s), 5. 62 (2H, s), 5. 96 (2H, s), 7. 21-7. 90 (94, m) , 8. 10 (1H, brs), 8. 50 (1H,
brd, J=6. 0Hz), 8. 91 (2H, brs).

Eha| 33
2-(3-R P U ANTF=)V-2-4 2 )-2,3-Vb Ru-xXU A IF/S—)-1-4

)WV -1-3,5-V-F 3 TF)I-4- Fudi -Jx=)V)- & ) v ; BvKFEREE
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o )L OH
N N
CH,
H,C

1H-NMR (DMSO-d6) 6 :

1.421(18H, s), 5. 85 (2H, s), 6. 85-8. 00 (11H, m).

FEhaf 34

1-(3,5-V-8 3 7FN-4-t X -T2=0)-2-2-A4 X ) -3-F 7/ —)L-2-

ANVAFN-2,3-Vb FR-_X AL IF—N-1-A)V)-= & ) v Bk EERE

CH
H,C &,
NH.HBr
)L OH
ERORRPE
H,C

1H-NMR (DMS0-d6) 6 :

1.43(18H, s), 5.90(2H, s), 5. 94 (2H, s), 7. 05-7. 90 (8H, m), 9. 04 (2H, brs).

Fhaf 35
1-(3,5-V-%F 3 JFNL-4-b FpFL-TJxz=))-2-2-4 I )-3-¥ ) I -3-4

JWAFN-2,3-Vb K- AIFS—)-1-4)V)-=F ) v ; BRILKERE
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C 3
HOL-CH,
NH.HBr
OH
NN
~I

N CH,
\ O CH,

H,C

1H-NMR (DMS0-d6) 6 :

1.43(18H, s), 5. 59(2H, s), 5. 96 (2H, s), 7. 25-7. 54 (3H, m), 7. 56 (1H, d, J=6. OHz), 7. 6
5(1H, d, J=6. 0Hz), 7. 72 (1H, d, J=6. OHz), 7. 84 (2H, s), 8. 12(1H, s), 8. 54-8. 62 (2H, m)
,9.03(2H, s).

Eh i 36

1-(3,5-V-FB3TFN-4-E RuF-T2=)L)-2-[2-43 )-3-(1-T == )L-=

F)-2,3-Ve Ka-_ VA I F—N-1-AN]-x & ) v BALKERRE

CH,
hC L CH,
NH.HBr
H3C )L OH
N N
CH,
o CH,
HC

3

1H-NMR (DMS0-d6) & :

1. 44 (18H, s), 1. 98 (3H, d. J=7. 6Hz), 5. 88-6. 10 (3H, m), 6. 95-7. 65 (10H, m), 7. 85 (2H,
s), 8.06-8. 16 (1H, m), 8. 85-8. 97 (1H, m).

Ehw ) 37

1-(3,5-V-BITFN-4-E FXL-T==N)-2-[2-A4 I /) -3-Q-AFN-_V
UN)-2,3-Vk Ra-_o VA IF —-1-AN]- ¥ ) BALKERE
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CH
MO CH,
NH.HBr
H,C OH
N” N

CH
© CH,

H,C

1H-NMR (DMS0-d6) 6 :

1.44(18H,s), 2. 40(3H, s), 5. 57 (2H, brs), 5. 95-6. 03 (1H, m), 6. 54—6. 60 (1H, m), 7. 09
~7.69(10H, m), 7. 84 (2H, s).

FEhafl 38

N-FF-2-{3-[2-(3,5-P-F 3 T FNL-4-E FuFxi-Tz=))-2-FFJ-LF

W1-2-A2/-2,3-VE Fa-_ YA IF—N-1-AW}-2-T == -TE 7T
I K RALKRERIR

H,C
CH,
H,C CH,
0
N NH.HBr
OH
N N

CH,
O CH,

H.C

1H-NMR (DMSO-d6) 6 :

0. 86 (3H, t, J=6. 8Hz), 1. 20-1. 33 (2H, m), 1. 36-1. 53 (20H, m). 3. 14-3. 40 (2H, m), 6. 39
-6. 08 (2H, m), 6. 63 (1H, s), 7. 13-7. 49 (8H, m), 7. 62 (1H, s), 7. 84 (2H, s), 8. 10 (1H, brs
),8.77-8.84(1H, m), 8. 96-9. 05 (2H, m).

Fhe ] 39
2-[3-0-F I ) -RUPN)-2-43 )-23-Pt Fu-xX YL IF/—n-1-4
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J]-1-(3,5-V-F 3 T F)L-4-t Fuxi-TJz=)V)-=% ) ; 2EME

CH
N
NH.HCI
H,N )J\ OH
N" N
I e
HC °

1H-NMR (DMS0-d6) & :
.1.42(18H, s), 5. 62 (2H, s), 6. 07 (2H, s), 7. 65-7. 68 (8H, m), 7. 86 (2H, s), 8. 11 (1H, s)

FEht ) 40
2-[3-(4-T I )-R_IN)-2-4 X )-2,3-Vt Kp-_ VA IF/S—~-1-4

N]-1-Q,5-V-FFITFN-4-v Faxi-Tx=))-x ¥ ) v, 2EMBE

NN
NH.HCI
OH
N N
4 CH,
CH,
H,C

HN

1H-NMR (DMS0-d6) § :
1.431(18H, s), 5. 35(2H, s), 5. 94 (2H, s), 6. 69 (2H, d, J=8. 0Hz), 7. 10 (2H, d, J=6. OHz)
,7.22-7.64(4H, m), 7.95(2H, s), 8. 11 (1H, s), 8. 91 (2H, brs).

Fha il 41
3-{3-[2-(3,5-V-% 3 TFN-4-t FaFI-T =)L) -2-FF% V-TFNL]-2-4

2)-2,3- Ve Fu-Xy VA IFS—N-l-ANVAFN - REEE TF LT AT
) BAVKREEIR
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CH
N
NH.HBr
OH
NN

CH,
© CH,

HC

0
}
H,C

1H-NMR (DMS0-d6) § :

1. 302 (3H, t, J=6. 5Hz), 1. 432 (18H, s), 4. 30 (2H, q, J=6. 5Hz), 5. 62 (2H, s), 5. 98 (2H, s
)7.28(2H, d, J=8. OHz), 7. 48-7. 60 (3H, m), 7. 65 (1H, t, J=5. 5Hz), 7. 86 (21, s), 7. 93 (1
H, d, J=5. 5Hz), 7. 96 (1H, s), 9. 00 (2H, brs) .

EHaF 42
3-{3-[2-(3,5-U-% 3 TF)N-4-t Fr¥I-Tx=)L)-2-F% V-TF)L]-2-4

2)-2,3-Vk Ra-Ry A IFXS—N-1-4 )V AF )N -2 EERE, HEEE

e e
NH.HCI
OH
N N
5 CH,
CH,
H,C

o)
HO

1H-NMR (DMS0-d6) & :
1.429(18H, s), 5. 71 (2H, s), 6. 14 (2H, s), 7. 20-7. 56 (5H, m) , 7. 59 (1H, d, J=9. OHz) , 7.
85(2H, s), 7. 89 (1H, d, J=9. OHz), 7. 95 (1H, s), 8. 09 (1H, s), 9. 45 (2H, brs).

FEhu i 43
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3-{3-[2-(3,5-T-% 3 TFN-4-b RunXy-Tx=)V)-2-AF /- F)L]-2-4

2 -2,3-Pe R RS A IFS—N-1-ANAFN- R XTI K

H,

C
HC S 8,

OH

CH,
0 CH,
H,C

0
H,N

1H-NMR (DMS0-d6) & :
1.423 (18H, s), 5. 56 (2H, s), 5. 95(2H, s), 7. 20-7. 85 (10H, m), 7. 88 (1H, s), 8. 00 (1H, s
).

L 44
1-(3,5-U-8 3 FF)L-4- RpFxi-Tx=))-2-[2-4 3 ) -3-(1-7 = = )L-~

TFFN)-2,3-PE Ru-R_ AL IF S = N-1-AN]-2 & ) v BAbKERE

H,C

3
c CH,

RN

NH.HBr
OH

N)LN
CH,
o CH,
H,C

1H-NMR (DMSO-d6) & :
0.82(3H, t, J=6. 8Hz), 1. 02-1. 53 (28H, m), 5. 83-5. 93 (2H, m), 5. 99 (2H, s), 7. 04-7. 65
(9H, m), 7. 82(2H, s), 8. 08-8. 12 (1H, m), 8. 87-9. 00 (2H, m).

FEhu il 45
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1-(3,5-V-%8 3 7FN-4-k Rexi-TJ2=0)-2-2- 43 )-3-F /) U -2-4

WAFN-23-Dk Ra-_X A IF)—-1-A)V)-F ), BRILKERE

CH,
H,C &H,
NH.HBr
OH
N
B
\ 4 CH,
N CH
V/, H.C 3

1H-NMR (DMS0-d6) § :
1. 429 (18H, s), 5. 83 (2H, s), 6. 03 (2H, s), 7. 10-7. 78 (7H, m),, 7. 84(2H, s), 7. 95(1H, d,
J=9. 0Hz), 8. 43 (1H, d, J=9. OHz), 8. 94 (1H, brs).

Ehap) 46
4-{3-[2-(8,5-U-%F 3 FF)-4-k FuFxi-TJx=)V)-2-FF V- F/)]-2-4

)23V Fa-_Ry AL IFSN-1-ANAFNV-RUBURVT 3T

K BALKEREEE

i

14

H,C CH&H:,
NH.HBr
OH
N
CH,
\ O CH,
H,N—gZ H,C
/=0

1H-NMR (DMS0-d6) 6 :
1.437 (18H, s), 5. 63 (2H, s), 5. 99 (2H, s), 7. 20-7. 90 (12H, m), 8. 13 (1H, 5), 9. 03 (2H, s

).
i) 47
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1-_PN-3-[2-(3,5-V-F 3 TF)N-4-k FuFx-Tx=)V)-2-4F/-=F

N1-2-4 2 )-2,3- Pk Ru-IH-XU VAL IF/—)L-5-HNF 8 73 KRk
K RERE

H.C

HBr

1H-NMR (DMS0-d6) § :

1. 43(18H, s), 5. 56 (2H, s), 6. 04 (2H, brs), 7. 20-7. 47 (6H, m), 7. 56 (1H, d, J=8. 4Hz), 7
.81(1H, d, J=8. 4Hz), 7. 86 (2H, s), 7. 93 (1H, brs), 8. 12(2H, brs), 9. 06-9. 21 (2H, m).
Eifa 48

1-(3,5-P-F 3 TFN-4-t RuFxi-T7x=))-2-3-~TFN-2-4 X /-2, 3-
e Ra-R_y A IFS -l A NV)-x ¥ ) v BAKERE

CH
N
NH.HBr
)L OH
*\//’\-//~\\//f\\N A
H.C CH
’ 0 CH:
H.C

1H-NMR (DMS0-d6) 6 :
0.84(3H, t, J=7.6Hz), 1. 14-1. 49(28H, m), 1. 63-1. 74 (2H, m), 4. 15-4. 26 (2H, m), 5. 96
(2H. brs), 7. 27 (1H, dd, J=7. 6and7. 6Hz), 7. 33 (1H, dd, J=7. 6and7. 6Hz), 7. 59 (1H, d, J

=7. 6Hz), 7. 63 (1H, d, J=7. 6Hz), 7. 83(2H, s), 8. 03-8. 18 (1H, m), 8. 69-8. 86 (2H, m) .
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Ehafl 49
2-(1-RyIn-2-4 3 )-1,2-V b Fa-4 I ¥ J[4,5c]¥E) P-3-4

W) -1-(3,5-C-%F 3 T F)N-4-t Ruxi-Txzo) - ¥ ) BIWKEBE

1H-NMR (DMS0-d6) 6 :
1.41(18H, s), 5. 48(2H, s), 6. 23 (2H, s), 7. 21-7. 40 (5H, m), 7. 77 (2H, s), 7. 84 (1H, d, J
=6. 8Hz), 7. 91 (1H, s), 8. 15(1H, s), 8. 26 (1H, d, J=6. 8Hz), 8. 67 (2H, brs).

Hhtafi 50
2-[3-B3-7 I /)-RUPW)-2-A4 3 /-2,3-VE RR-R/IAIFIS—-1-A

N]-1-(3,5-C-FE 3 T FN-4-t RuFi-TJx=)\)-=F ) v, 2IHERE

CH

SN
NH.HCI
OH
NN
\ I CH,
CH,
HC

1H-NMR (DMSO-d6) 6 :
1. 428 (18H, s), 5. 63 (2H, s), 6. 10(2H, s), 7. 08-7. 64(9H, m), 7. 85 (2H, s), 8. 10(1H, s)
,9.34(2H, brs).

Ehpi 51
1-(3,5-V-% 3 FFN-4-b RaFy-Tz=1)-2-[3-(4-k FuF -~y
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J)-2-4 3 )23Vt RS AL IF/—p-1-A )V]-=F ) v

c
He e
NH.HC!
OH
N~ N
CH,
\ © CH,
H,C

HO

1H-NMR (DMS0-d6) 6 :
1.431(18H, s), 5. 36 (2H, s), 5. 84 (2H, s), 6. 75 (2H, d, J=9. 5Hz), 7. 15 (2H, d, J=9. 5Hz)
5 ,7.21-7.64(4H, m), 7. 83(2H, s), 8. 12 (2H, s), 8. 94(2H, s)..

FEhnfl 52
- P A-3-[2-(3,5-U-8 3 TFN-4-E FpX L -Tx=N)-2-FFY-TF

N]-2-43 )-2,3-Vt Ra-1lH-<Xr/A4 3 X — )-5-H)VR B IR BRI

H,C

NH HCI

10 1H-NMR (DMS0-d6) § :
1.43(18H, s), 5. 63 (2H, s), 6. 20 (2H, brs), 7. 25-7. 42 (5H, m), 7. 58 (1H, d, J=8. 4Hz), 7

.86(2H, s), 7. 89 (1H, d, J=8. 4Hz), 8. 11 (1H, s), 8. 20 (1H, s), 9. 45-9. 54 (2H, m) .

Ehap) 53
4-{3-[2-(3,5-U-% 3 TFL-4-k RuFx-T=z=)-2-FF V- F)V]-2-4

15 323V Ra-R_u Y AL IFS = N-1-A )V} -EE#E = F T AT )V 8K

98



WO 02/088094 PCT/JP02/03952

e

1H-NMR (DMSO-d6) 6 :
1.13(3H, t, J=7. 2Hz), 1. 43 (18H, s), 1. 86-2. 02 (24, m), 2. 37-2. 51 (2H, m), 4. 01 (2H, q

, J=7. 2Hz), 4. 16-4. 31 (2H, m), 5. 97 (2H, brs), 7. 28 (1H, dd, J=8. 0and8. OHz), 7. 34 (1H
, dd, J=8. 0and8. 0Hz), 7. 60 (1H, d, J=8. OHz), 7. 65 (1H, d, J=8. OHz), 7. 84(2H, s), 8. 02
-8. 15 (1H, m), 8. 73-8. 95 (2H, m) .

EhEf 54
1-(3,5-U-% 3 7F /N4t FrFi-7o=)-2-[3-(6-k Fr¥ I ~F

JW)-2-4 3 )-2,3-V Ra-RU IS AL IFS—N=-1-ANV]-F ) v, B{LKEEE

hi}
CH,
N
NH.HBr
OH
N~ N

HO CH,
o CH,

H,C

1H-NMR (DMSO-d6) 6 :
1.22-1.54(24H,m), 1. 61-1. 74 (2H, m), 3. 25-3. 40 (24, m), 4. 14-4. 25(2H, m), 4. 30-4.

38 (1H, m),5.93(2H,s),7.27(14,d,J=8.0 and 8.0Hz),7.33(1H,d,J=8.0 and
8. 0Hz), 7. 59 (1H, d, J=8. 0Hz), 7. 63 (1H, d, J=8. OHz), 7. 83(2H, s), 8. 68-8. 82 (3H, m).
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FE it 55
4-{3-[2-(3,5-V-%8 3 TFN-4-t KX -Tx=)V)-2-FF/-TF)V]-2-4

3 -2,3-Vk Fua-_y /A I 5= -1-4 )V} L SRR

CH,
H,C CH,
NH.HCI
i o
N N

HO CH
o 3
CH,

o H,C

5 1H-NMR (DMSO-d6) § :

1.42(18H,s), 1. 87-1. 97 (2H, m), 2. 32-2. 39 (2H, m), 4. 20-4. 32 (2H, m), 5. 94-6. 05 (2H
,m),7.26(1H, dd, J=8.0 and 8. 0Hz), 7. 33 (1H, dd, J=8. 0 and
8.0Hz), 7. 57 (1H, d, J=8. OHz), 7. 62 (1H, d, J=8. OHz), 7. 83 (2H, s), 8. 10(1H, s), 8. 99-
9.17(2H, m).

10 Efhpil 56
6-{3-[2-(3,5-V-% 3 TFN-4-t FuaFxi-Tx=))-2-FF V- F)N]-2-1

2 )-2,3-Vk Ku-_yY A IFY —n-1-A N -~F % B EEEE

CH,
H,C CH,
NH.HCI
OH
N~ N
HO CH,
© CH,
o) H,C
1H-NMR (DMSO-d6) § :
15 1.31-1. 48(20H, m), 1. 49-1. 59 (2H, m), 1. 65-1. 74 (2H, m), 2. 20 (2H, t, J=7. 6Hz), 4. 15

-4.24 (24, m), 5. 96 (2H, brs), 7. 27 (1H, dd, J=8. 0 and 8. OHz), 7. 33 (1H, dd, J=8. 0 and
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8.0Hz), 7. 57 (1H, d, J=8. 0Hz), 7. 63 (1H, d, J=8. OHz), 7. 83 (2H, s), 8. 09 (1H, s), 8. 80-
8. 93 (2H, bm).

Ehai 57
4-{3-[2-(3,5-Y-8 3 TF)N-4-k FuFx-Tx=)V)-2-FF V- F/)L]-2-4

2-2,3-Vr Fua-_u YA IFYS—N-1-ANV}-N-ZFN-FTFNLT7 I K; Bk

1H-NMR (DMSO-d6) § :

1.10(3H, t, J=7. 2Hz), 1. 43 (18H, s), 1. 74-1. 83 (21, m), 2. 17-2. 29 (2H, m), 3. 10-3. 22
(2H,m), 3. 55(2H, t, J=7. 2Hz), 4. 80-5. 02 (2H, m), 7. 12-7. 64 (64, m), 7. 97 (2H, s).
Fhuf 58

1-(3,5-V-F3 7 FN-4-t FuFxi-T=2=/)-2-{2-4 2 )-3-[3-(F hJ L}

oS -2-ANFF) -t )]-2,3-Vk Ku-__ A IFS—)-1-A

NYy-x=F ) v RALKERERE

CH,
H,C &,
NH.HBr
« X o
~"N N
o CH,
0
CH,
H,C

3

1H-NMR (DMS0O~d6) 6 :
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1. 27-1.70(24H, m), 1. 90-2. 03 (2H, m), 3. 23-3. 42 (2H, m). 3. 52-3. 55(2H, m) , 4. 21-4.

37(2H, m), 4. 41-4. 48 (1H, m), 5. 88-5. 99 (24, m), 7. 27 (1H, dd, J=8.0 and
8. 0Hz), 7. 33 (1H, dd, J=8. 0 and
8.0Hz), 7. 54-7. 63 (24, m), 7. 85 (2H, s), 8. 03-8. 15 (1H, m), 8. 72-8. 85(2H, m).

FEhtaf 59

1-(3,5--% 3 7F /-4t Fu¥i-7z=1)-2-[3-3-t FaFxv-7u ¥

J-2-43 )-2,3-Vb -y AL IFS—N-1-A)N]-= % ) v BIWKFER
"

H,C CHéH3
NH.HBr
OH
~~""N N
HO CH,
© CH,
H,C

1H-NMR (DMS0-d6) 6 :
1.43(18H, s), 1. 82-1.92(2H, m), 3. 40-3. 52 (2H, m) , 4. 20-4. 34 (2H, m), 5. 89-6. 02 (2H

,m), 7.18-7.39(2H, m), 7. 54-7. 65 (2H, m), 7. 84 (2H, s), 8. 69-8. 87 (2H, m) .

E it 60
2-(3-_RVUN-6-tt FuFxL AFN-2-43/-2,3-Vk Ra-X/J A IF)—

N-1-A W) -1-3,5-C-F3 T FN-4-k Fux-Tx=)V) -2 ¥ )V BIEKE
BRt
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CH,

HC [ CH,

NH.HBr
OH

NJ\N
CH,
o!
CH,
H,C
OH

1H-NMR (DMS0—d6) § :
1.43(18H, s), 4. 50 (2H, d, J=5. 2Hz), 5. 26 (1H, t, J=5. 2Hz), 5. 52(2H, s), 5. 94-6. 04 (2
H,m), 7. 14-7. 43(8H, m), 7. 58 (1H, s), 7. 85 (2H, s), 8. 78-9. 00 (2H, m).

Eftpl 61
4-[2-B-NR VN2 A3 -2,3-Vk Fa-_ A IFV—p-1-A V)-=F

M-, 6~V 3 TFN-T = ) — )

CH,

H,C Sy

3

NH.HCI
OH

)
CH,
CH
HC °

1H-NMR (DMSO~d6) 6 :
1. 195 (18H, s), 2. 92 (2H, t, J=5. 5Hz), 4. 43 (2H, t, J=5. 5Hz), 5. 45 (2H, s), 6. 69 (1H, s)
,6.77(2H, s), 7. 02-7. 40 (9H, m), 9. 13 (2H, s).

£l 62
(2-{3-[2-(3,6-V-FE I TFN-4-k Fuxi-Tx=))-2-AFX V- F)V]-2-4

2)-2,3-VE Fua-X_X S AL IFS—N-1-A N - F V) - AN Vg R

) T AT )V B KRR
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CH
N
NH.HBr
X <
N N N
©\/O\\( ~ CH,
0 O CH,
H,C

1H-NMR (DMS0-d6) 6 :
1.42(18H, s), 3. 37-3. 47 (2H, m) , 4. 22-4. 31 (24, m), 4. 86 (2H, s), 5. 92 (2H, brs) , 7. 12

~7.59 (9H, m), 7. 83(2H, s), 8. 10 (1H, s), 8. 79 (2H, brs).

Ehapl 63
2-[3-2-7 I )-2FN)2-4 3 ) -2,3-Pe Fu-_ VA IFS—N-1-4

N-1-(3,5-U-B3 T F -4t FaFxi-TJx=o)V)-T ¥ ) BRICKEREE

CH

3
HC L CH,
NH.HBr
OH
HN— N N
\.-CH,
© CH,
H,C

1H-NMR (DMS0-d6) & :
1. 42 (18H, s), 2. 94-3. 03 (2H, m), 4. 14-4. 26 (2H, m), 5. 82 (2H, s), 7. 19-7. 32 (2H, m), 7
.45-7.62(2H, m), 7. 77 (24, s).

Ehapl 64
3-{3-[2-(3,5-U-% 3 7FNL-4-t Fuxi-Txz=)\)-2-FF /-2 F)V]-2-4

2)-2,3-Vt k- _U VAL IFS = N-l-ANV-N-FaEL-TabF T 3

N, BAbKFRERIE
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H,C CHsCH3
NH.HBr
0 OH
M~
HCc N CH,
© CH,
H,C

1H-NMR (DMS0-d6) 6 :

0.86(3H, t, J=7. 6Hz), 1. 22-1. 36 (2H, m), 1. 42 (18H, s), 2. 61 (2H, t, J=7. 2Hz), 2. 90-2
.98(2H, m), 4. 41 (2H, t, J=7. 2Hz), 5. 89 (2H, brs), 7. 22-7. 34(2H, m), 7. 51-7. 62 (2H, m
), 7.81(2H, s).

E el 65
3-{3-[2-(3,5-U-% 3 FFNL-4-t FuFi-Tz=A)-2-FFJ-=FNL]-2-4

2)-23-Pb Rg-R_U VA IFS—N-1-ANV}-Far’F 73 K, BIbLAkERE
H

CH
H,C %Ha
NH.HBr
0 Jj\ OH
) "
H,N CH,
© CH,
H,C

1H-NMR (DMS0-d6) § :

1.43(18H, s), 2. 62 (2H, t, J=7. 2Hz), 4. 38 (2H, t, J=7. 2Hz), 5. 90 (2H, brs), 7. 10 (1H, b
rs),7.22-7.35(2H, m), 7. 51-7. 66 (3, m), 7. 83 (2H, s), 8. 12 (1H, brs), 8. 73-8. 82 (2H
,m).

Eip| 66

1-(3,5-V-% 3 7FN-4-E RaFx -T2 ) -2-[3-U-VAFNT I ) -
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W) -2-4 3 )-2,3-Ve Fa-_XU VA IFS—)-1-A)V]-=F ), 2IHfIR

H,C CHSCH3
NH.HCI
OH
N” N
CH,
o CH,
H,C~p H,C

\
CH,

1H-NMR (DMS0~d6) § : |
1.429 (18H, s), 2. 86 (6H, s), 5. 37 (2H, ), 5. 93 (2H, 5), 6. 72 (2H, d, J=8. 4Hz), 7. 20 (2H
,d, J=8. 4Hz), 7. 22-7. 62 (4H, m), 7. 83 (2H, s), 8. 11 (1H, brs), 8. 93 (2H, brs).

Ehnfl| 67
-[3-(4-F I ) AFN-_DN)-2-42 ) -2,3-k Fu- XA IF/S—)L

-1-A N]-1-(3,5-V-8BE3 T F)N-4-t KunFi-Tx=)V)-=F ), 2R

CH

3
N

NH.HCI
OH

N)LN
CH,
© CH,
H,N H,C

1H-NMR (DMS0-d86) 6 :
1. 430 (18H, s), 3. 98 (2H, brs), 5. 62 (2H, s), 6. 06 (2H, s), 7. 22-7. 30 (2H, m), 7. 36 (2H,
d, J=7.9Hz), 7. 43-7. 63 (4H, m), 7. 84 (2H, s), 8. 11 (1H, s), 8. 39 (3H, brs), 9. 31 (2H, br

s).

K 68
(4-{3-[2-(3,5--F 3 T FN-4-t FuF I -T==))-2-FF /-TF)]-2-4

106



WO 02/088094 PCT/JP02/03952

2)-23-Ve Re- XU YSAIFS—N-l-ANVAFN-T 2= VT I /) -Filg

TF)LT AT )V 2 R

CH
HC b,
NH.HCI
OH
N" N
CH,
© CH,
o \ H,C
HSC\/ \\(\
0
1H-NMR (DMSO-d6) § :
5 1. 15(3H, t, J=6. 8Hz), 1. 428 (18, s), 3. 85 (2H, s), 4. 07 (2H, q, J=6. 8Hz), 5. 33 (2H, s),

5.97(2H, s), 6. 53 (2H, d, J=8. 2Hz), 7. 10 (2, d, J=8. 2Hz), 7. 18-7. 60 (4H, m), 7. 83 (2H
,s),8.10(1H, s), 9. 02(2H, s).

Eliep] 69
2-(3- Ry N-2-43)23-Pb Fun-RyJSAIF/S—=-1-4

0 ) -1-(2,2,5,7, 8- RV B AF - a=wr-6-A)V)-T ¥ ) BILKEEEIE

1H-NMR (DMS0-d6) 6 :
1. 25(6H, s), 1. 78 (2H, t, J=10Hz), 2. 03 (3H, s), 2. 10(3H, s), 2. 13 (3H, s), 2. 58 (2H, , t

, J=10Hz),5.55(2H, s), 5. 70(2H, s), 7. 30-7. 55(9H, m), 9. 05(2H, s).

5 Ehek 70
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(4-{3-[2-(3,5-C-B3 T FN-4-t Fuxi-Tx=))-2-FF /-2 F)NV]-2-4

2)-2,3-Vk Fu-_U S AIFS—N-l-ANVAFN-T 2= VT I ))-BEBE;
B

O

5 1H-NMR (DMS0-d6) 6 :
1. 429 (18H, s), 3. 75(2H, s), 5. 31 (2H, s), 5. 94 (2H, brs), 6. 53 (2H, d, J=8. 8Hz), 7. 09 (

2H, d, J=8. 8Hz), 7. 20~7. 62 (4H, m), 7. 835(2H, s), 8. 11 (1H, s), 8. 91 (2H, brs).

FEhap 71
2-(4-{3-[2-(3,5-V-FE 3 T FN—4- Fuxi-T=z=))-2-FF /- F)]-2-

10 A3 )-23PER-RUSAIFS Nl ANAFN}-T 2= VT I ))-T
b7 IKR; 2R

CH
HC [ B,
NH.HCI
OH
N N
o CH,
CH,
H2N \(\ N H3C

0

1H-NMR (DMS0-d6) 6 :
1. 429 (18H, s), 5. 32(2H, s), 5. 94 (2H, brs), 6. 51 (2H, d, J=8. 2Hz), 7. 06 (1H, brs), 7. 1
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1(2H, d, J=8. 2Hz), 7. 21-7. 30(2H, m), 7. 32 (1H, brs), 7. 51-7.62(2H, m), 7. 83 (2H, s),
8. 11(1H, brs), 8. 92 (2H, brs).

Eiap 72
2-[3-(4-7 I )-vr7a~FINAFNA)-2-4 2 )-2,3-Vt Fu- VA3 F

= -1-A N]-1-(38,5-TV-F 3 T F)-4-t FuFxi-Jz=)\)-xF ) ;21

2

CH,

O e,
NH.HCI

OH

oy
CH,
0 cH,
H,N H,C

1H-NMR (DMSO-d6) 6
1.35—2.14(27H,m),4.11(2H,d,J=7.3HZ),5.94(2H,s),7.28(1H,dd,]=8.0HZ),7.34(
lH,dd,J=8.0HZ),7.58(1H,d,]=8.0HZ),7.61(1H,d,J=8.0Hz),7.82(2H,S),7.86(2H,
brs), 8. 10(1H, s), 8. 81 (2H, brs).

Ehap) 73
2-(3-RyN-2-43 )-2,3-Vk Ra- Xy JSAIF/—L-1-4)V)-1-(2’ -t

FeFs-[1,1:8, 1" 15T 2= )V-5 -4 )V)-= ¥ )\ BALKEEEE
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1H-NMR (DMS0-d6) § :

5.33(2H, s), 5. 85(2H, s), 6. 85-6. 93 (1H, m), 7. 00-7. 08 (1H, m), 7. 12-7. 24 (7H, m), 7.
40-7. 60 (10H,m), 7. 90 (2H, s).

Ehufl 74

2-(B3- N VN-2-432)-2,3-VE Fua-_ YA IF/—N-1-4V)-1-(3,5-¥

B2 TF)N-4- Fuxi-TJxz=)\V)-x & ) v BILKFERE

CH,
CH,
NH.HBr
OH
NgY

CH
o) 3

CH,

1H-NMR (DMS0-d6) § :

0. 80 (6H, t, J=9. 0Hz), 1. 18 (6H, d, J=9. 5Hz), 1. 45-1. 68 (4H, m), 2. 75-2. 90 (24, m) , 5.
32(2H, s), 5.85(2H, s), 6. 88~7.23(9H, m), 7. 65 (2H, s).

Ehatl 75

(4-{3-[2-(3,5-C-FE 3 T F)L-4-t FunFxi-Tx=)L)-2-FF V- F)V]-2-4

22,3V Fa- Ry VA IFS—N-1-ANVAFN}-T = =)V)-FifE =F
T AT BALK R

CH,
N
NH.HBr
OH
Hac\\ N” N

CH
(o) 3
© CH,

HC

0
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1H~-NMR (DMS0-d6) § -

1.22(3H, t, J=7. 1Hz), 1. 482 (18H, s), 3. 53 (2H, s), 4. 11 (2H, q, J=7. 1Hz), 5. 70 (2H, s)
,5.87(1H, s), 6. 32(2H, brs), 7. 01 (1H, dd, J=6. 2, 3. 1Hz), 7. 10-7. 30 (7H, m), 7. 97 (2H
,5),9.12(2H, brs).

Ehafl 76
(4-{3-[2-(3,5--F 3 TFNL-4-t RuFi-Tz=)-2-FF V-TFN]-2-4

2)-2,3-Vk Fa-RyV A IFS—)-1-A IV AFIV} -7 = =/)V) -l HEEE

SN
NH.HCI
OH
N N
CH
HO o) CH:
H.C

o}
1H-NMR (DMS0-d6) 6 :

1.432(18H, s), 3. 54 (2H, s), 5. 53(2H, s), 6. 02 (2H, s), 7. 10-7. 68 (8H, m), 7. 85(2H, s)
,8.09(1H, s),9. 12(2H, brs) .

Ehehi 77
2-[3-(6-7 I )-EV VB ANAFN)2-4 3 /-2,3-Vt FR- V(I ¥

V= )-1-4A4 )V]-1-(3,5-V-B 3 T F)L-4- FuFxi-TJx=)V)-= & ) ;28

Bt

CH,
N
NH.HCI
OH
N
—~
N o CH,
/ H,C CHs
HN
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1H-NMR (DMS0-d6) 6 :
1.43(18H,s), 5. 40 (2H, s), 5. 96 (2H, s), 6. 99 (1H, d, J=8. 8Hz), 7. 24-7. 69 (4H, m), 7. 7
8(1H, dd, J=8. 8, 1. 5Hz), 7. 829(2H, s), 8. 03 (1H, s), 8. 12 (1H, brs), 9. 09(2H, brs) .

K 78
4-{3-[2-(3,5-V-% 3 TFN-4-k FaFxi-Tz=)V)2-FF /-2 F ) ]-2-4

)23Vt Re- XUV AL IFS—N-1-ANVAFNI-v T a~FH U HI)VR

VR = F A AT )V BALKERERE

CH,
C
N
NH.HBr
OH
N N
C
4 Hy
Ch,
O~ C
e~ :
0

1H-NMR (DMS0-d6) § :

1. 145 (3H, t, J=6. 9Hz), 1. 10-1. 35 (3H, m), 1. 426 (18H, s), 1. 60-2. 27 (6H, m) , 4. 07 (2H
,brd, J=6. 2Hz), 5. 92 (2H, s), 7. 27 (1H, t, J=7. 8Hz), 7. 32 (1H, t, J=7. 8Hz), 7. 59 (1H, d
, J=7. 8Hz), 7. 65(1H, d, J=7. 8Hz), 7. 826 (2H, s), 8. 10 (1H, s), 8. 77(2H, s).

Kl 79
4-{3-[2-(3,5-T-% 3 7F)N-4-k K X -T = =)V -2-FF V- FN]-2-4

2)-2,3-VE Fa-_ AL IFS -l A NV AFN - T a~nFth U R

v SRR
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CH,
MO e,
NH.HCI
OH
N" N
4 CH,
HO\\\@" HC CHs

1H-NMR (DMS0-d6) 6 -

1. 03-1.33(4H, m), 1. 429 (18H, s), 1. 55-2. 19 (5H, m), 4. 09 (2H, brd, J=7. 1Hz), 5. 97 (2
H, brs), 7. 26 (1H, t, J=7. 9Hz), 7. 32 (1H, t, J=7. 9Hz), 7. 57 (1H, d, J=7. 9Hz), 7. 65 (1H,
d, J=7.9Hz), 7. 831 (2H, s), 8. 09 (1H, s), 8. 89 (2H, brs).

EHEH 80
4-{3-[2-(3,5--% 3 TFNL-4-t FeFi-Tx=)-2-FF V-TFN]-2-4

2-2,3-Ve Fa-xRXu AL IF = )=-1-A N RAF -V 7 a~FHh R

Vg 7 X R R

c
H,C H30|—|3
NH.HC!
OH
N~ N
A CH,
HC CHs

Ne
S
0

1H-NMR (DMS0-d6) § :

1.10-2.09(28H, m), 4. 12(2H, brd, J=7. 2Hz), 6. 02(2H, s), 6. 66 (1H, brs), 7. 14-7. 37(
3H, m), 7. 56 (1H, d, J=7. 6Hz), 7. 64 (1H, d, J=7. 6Hz), 7. 83 (2H, s), 8. 08 (1H, brs), 9. 03
(2H, brs).

FEhup 81
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1-(3,5-V-%8 3 T7FN-4-E FaFxi-TJx=,1)-2-2-4 2 )-2,3-VCk Fu-~x

YISAIES —-1-A ) - F ) iR

H
SN
NH.HCI
OH
N N
l CH,
H,C CH,

1H-NMR (DMS0-d6) 6 :
1.42(18H, s),5.90(2H, s), 7. 14-7. 57 (4H, m), 7. 83(2H, s), 8. 07 (1H, brs) , 8. 65 (2H, b

rs).

Ehap] 82
2-{3-[2-(3,5-V-% 3 TFN-4-k FEFI-Tx=N)-2-FF V- FN]-2-4

2-2,3-V Ru-xXyU A IFS—-l-A N AF NV -REEE T FILT AT

- )b BALKEEEE
CH, CH
( HC [,
0 NH.HBr
~ [ o
N N

4 CH,
H3C CH,

1H-NMR (DMS0-d6) § :

1. 38(3H, t, J=7. 1Hz), 1. 438 (18H, s), 4. 39 (2H, q, J=7. 1Hz), 5. 839 (2H, ), 6. 007 (2H,
brs), 6. 719 (1H, d, J=8. 0Hz), 7. 254 (1H, t, J=7. 2Hz), 7. 304 (1H, t, J=7. 2Hz), 7. 45 (1H
,d, J=7.2Hz), 7. 489 (1H, d, J=7. 2Hz), 7. 544 (1M, t, J=7. 2Hz), 7. 67 (1H, d, J=8. 4Hz), 7

. 860(2H, s), 8. 05-8. 15(2H, m), 8. 921 (2H, brs).
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SR 83
2-(3-[2-(3,5-V-% 3 TFN-4-k Fuks-T==A)-2-34% Y-TFN]-2-4

2-2,3-Vk Ru-_y VA4 I —N-1-A NV AF)V) L BERR EIR

CH,
SN

OH NH.HC!
0 OH

1H-NMR (DMSO-d6) § :
1.42(18H, s), 5. 86 (2H, s), 6. 02 (2H, s), 6. 69 (1H, d, J=8. 1Hz), 7. 25 (1H, t, J=7. 6Hz),

7.30(1H, t, J=7. 6Hz), 7. 40-7. 48 (24, m), 7. 53 (1H, t, J=8. 1Hz), 7. 67 (1H, d, J=7. 6Hz)

,7.859(2H, s), 8. 04-8. 16 (2H, m), 8. 94 (2H, brs).

Ehaf 84
1-(3,5--8 3 TF)-4-t FaFxi -7 x2=/1)-2-[3-3-TFN-XF)L)-2-

A3 )-2,3- Ve Ra-X_X IS AIF/—N-1-A)]-=F ) v, BR{LKFREEE

1H-NMR (DMSO-d6) 6 :
0.82(6H, t, J=7. 0Hz), 1. 21-1. 68 (25H, m), 4. 23 (2H, brt, J=7. 5Hz), 5. 82 (2H, s), 7. 28

(1H, t, J=7. THz), 7. 35(1H, t, J=7. THz), 7. 56 (1H, d, J=7. THz), 7. 59 (1H, d, J=7. THz),

7.829(2H, s), 8. 75 (2H, brs).
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E bl 85
3-(4-{3-[2-(8,5-V-B3 T FN-4-k FuX-Tx=N)-2-FF V-2 F)1]-2-

A2 )-23-Vt Fu- XUV A IFS—I-1-A)VAFNV}-Tz=)\V)-F X

B = FNx 2TV BAKERRER

3\ CH,
NH.HBr
OH
NN
4 CH,
. nd o

H,C
0

1H-NMR (DMSO-d6) § :

1. 11(3H, t, J=7. OHz), 1. 433 (18H, 5), 2. 57 (2H, t, J=7. 9Hz), 2. 82 (2H, t, J=T. 9Hz) , 2.

00 (2H, q, J=7. OHz), 5. 46 (2H, 5), 6. 96 (2H, s), 7. 15-7. 66 (8H, m), 7. 842 (2H, s), 8. 12(

1H, brs), 8. 95 (2H, brs).

Lt 86
1-(3,5-V-8 3 7F)N-4-t RuFxi-7==)L)2-[3-2-I)VFa-x

M=2-AX/-2,3- Ve Fa- XY A IFS—N-1-AN]-=F ) v BLKERE
H

CH,
SN
NH.HBr
F OH
N” N
o CH,
Hc

1H-NMR (DMS0-d6) § :
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1.43(18H, s),5.61(2H, s), 6. 00 (2H, s), 7. 12(1H, t, J=7. 9Hz), 7. 21 (1H, t, J=7. 9Hz),
7.24-7.68(6H, m), 7.85(2H, s), 8. 11 (1H, brs), 8. 98 (2H, brs).

Ehf 87
2-(B-RUPN-2-42)-2,3-Vt Ra-_Ry /A IF—-1-4V)-1-(3,5-¥

yun-4-t Faxi-Jxz=)V)-x¥ ) v BbKkERE

Cl
NH.HBr
OH

N N
0 Cl

1H-NMR (DMSO-d6) 6 :
5.50(2H, s), 5. 73(2H, s), 7. 15-7. 57(9H, m), 7. 70 (2H, s), 9. 03 (21, s).

Ehtal 88
3-(4-{3-[2-(3,5-C-F 3 TFNL-4-E FuFiTz=N)-2-FF V- F)N]-2-

A3I)-2,3-VE Ra- Xy AL IFS—)-1-A NV AFN}-T=)\)-Fa,

bR R ERIE

CH,
SN
NH.HCI
OH
N~ N
/ CH,
HC CH

HO

o

1H-NMR (DMS0-d6) 6 :
1.434(18H, s), 2. 46-2. 53 (2H, m), 2. 78 (2H, t, J=7. 5Hz), 5. 47 (2H, s), 5. 96 (2H, s), 7.

14-7. 66 (84, m), 7. 843 (2H, s), 8. 11(1H, s), 8. 94 (2H, brs).
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Hhw il 89
1-(3,5-V- B3 TFN-4-k R X -Tx=N)-2-[2-4 X /-3-(2-R bF -~

YUN)-2,3-Pe Ra-_u VA I F —)-1-A)N]-xF ) v BOKERRE

CH,
H,C CH,
NH.HBr
H3C\O OH
N N
CH
o 3
H.C CH,
5 1H-NMR (DMS0-d6) 6 :

1.44(18H, s), 3.83(3H, s), 5. 41 (2H, s), 5. 97 (2H, s), 6. 93 (1H, t, J=7. 4Hz), 6. 80-7. 0
5(2H, m), 7. 09 (1H, d, J=8. 8Hz), 7. 20~7. 65 (5H, m),, 7. 85 (2H, s), 8. 12(1H, s), 8. 89 (2H
,brs).
Ehu i 90

L0 1-(3,5-V-% 3 TF)-4-t FuFxi-7o2=)-2-[2-4 3 )-3-2-bJ IF

g RxF)N-~_P)N)-2,3-Pk Ru- XUV AL IFS—-1-4AV]-=& ) ;B

KEEEHE
CH,
H,C N
FF NH.HBr
S :
N~ N
/ CH,
H30 CH,
1H-NMR (DMSO-d6) § :
5 1.43(18H, s), 5. 67 (2H, s), 6. 04 (2H, s), 6. 92 (1H, d, J=7. 4Hz), 7. 12 (1H, d, J=8. 1Hz),

7.25(1H, t, J=8. 1Hz), 7. 30 (1H, t, J=8. 1Hz), 7. 57 (1H, d, J=7. 4Hz), 7. 62-7. 94 (6H, m)
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,8.14(1H, brs), 9. 07 (2H, brs).

Ehaf 91
2-(3- R ON-2-43)-2,3-P Fu-x_u /A IF/—)-1-4 V) -1-(2,5-

APRFL-3,4,6-hIAFA-Tz=)V)-=¥ ) v; BIKkERE

o—CHs
NH.HBr H,C
CH,
N N
0] CH,
HC~©

1H-NMR (DMSO~d6) 6 :
2.10(3H, s), 2. 16 (3H, 5), 2. 18(3H, s), 3.60(6H, s), 5. 56 (2H, s), 5. 67 (2H, s), 7. 25-7
.55(9H,m), 9. 13(2H, s).

Ehapl 92
1-(4-_X X R N-ERFG D -1-A)V)-2-3-_XV)-2-4 32 )-23-Vt F

O-_UY AL IFS = N-1-A V) - & ) v BALKERE

(>

1H-NMR (DMSO-d6) § :
2. 28-2. 36 (2H, m), 2. 40-2. 52 (2H, m), 3. 42-3. 50 (2H, m), 3. 51-3. 60 (2H, m), 4. 38 (1H,
s),5.25(2H, s), 5.50(2H, s), 7. 17-7. 56 (19H, m), 9. 03 (2H, brs).

Eihwp) 93
4-[2-(3- R IN-2-4 2 )-2,3-V Fa-_ VA I ¥ —)L-1-4 )L)-1-E K
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% -xFN]-2,6-VEITFN-Tx ) —); M) 7 F aBEESE

1H-NMR (DMS0-d6) 6 :
1.27(18H, s), 4. 27-4. 43 (2H, m), 4. 91 (1H, t, J=2. 8Hz), 5. 45 (2H, s), 6. 84 (1H, brs), 7
.09 (2H, s), 7.07-7. 40 (9H, m).

Elapl 94
4-[2-B R PN-2-4 3 /)-2,3-Ve Fa-X AL IFYV—)L-1-4 )L)-1- A

FI-FN]-2,6-VEITFA-Tx ) —); b T AR

1H-NMR (DMS0~-d6) 6 :
1.25(18H, s), 3. 09 (3H, s), 4. 34-4. 62 (3H, m), 5. 47 (2H, s), 6. 99(2H, s), 7. 10-7. 54 (9
H,m), 9. 09(2H, brs) .

Ehef 95
2-(3- R N-2-42)-2,3-V Ra-X_U VAL IF)—-1-A V)-1-(4-t K

% -3,5-UA RFI-Tx=)-T X ) o Bip ke
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H,C

NH.HBr
OH

LH-NMR (DMSO-d6) § :
3.87(6H, s), 5. 54(2H, s), 5. 99(2H, s), 7. 28-7. 42 (9H, m) , 7. 49-7. 51 (1H, m), 7. 58-7.
60 (1H, m), 9. 03 (2H, s).

E i) 96
1-(3,5-V-F 3 TFN-4-t RaFi-T7=2=)L)-2-[3-(2,3-V X pFI- R

W)=2-4 X /-2,3-VEe Fa- XIS A IFS—N-1-ANV]- & ) v; Bib kEEE

i
CH,
SN}
NH.HBr
H,C~
e 9 A, on
o)
CH,
0
H,C CH,

1H-NMR (DMS0O-d6) § :
1.44(18H, s), 3. 784 (3H, s), 3. 808 (3H, s), 5. 46 (2H, s), 5. 98 (2H, s), 6. 55-7. 67 (7TH, m
), 7.85(2H, s), 8. 91 (2H, brs).

Ripl 97 ,
1-(3,5-V-# 3 TFN-4-k FRFL-Tx=1)-2-[3-(2,6-V X bF -

JW)=2-4 X )-23-Pk Ra-RuJSAIFS—N-1-A V]-=% ) o, Bk ER

H
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CH
H.C H,C C32H3
37U\
O NH.HBr
OH
N~ °N
A CH,
0 CH
/ H,C 3
H,C

1H-NMR (DMS0-d6) § :

1.44(18H,s), 3. 84(6H, s), 5. 32(2H, s), 5. 91 (2H, s), 6. 73(2H, d, J=8. 3Hz), 7. 13~7. 2
7(3H,m), 7. 33(1H, t, J=8. 3Hz), 7. 46-7. 56 (1H, m), 7. 83 (2H, s), 8. 10(1H, s), 8. 77 (2H
, brs).

Ehapl 98
1-3,5-V-B 3 TF)-4-t FuFxFi-TJx=1)-2-[3-2-= pF L -R2

M 2-43)-2,3-VEt Ra-X VA IFS—nN-1-AN]-= % ), Bk kER
i)

HC
H,C 3
\\ NH.HBr
o) OH
N~ °N
I CH,
He CHy

3

1H-NMR (DMS0~d6) § :
1.33(3H, t, J=7. OHz), 1. 43 (18H, s), 4. 08 (2H, q, J=7. OHz), 5. 41 (2H, s), 5. 96 (2H, s),

6.93(1H, t, J=7. 6Hz), 7. 05 (1H, d, J=7. 6Hz), 7. 12(1H, d, J=7. 6Hz), 7. 17-7. 63 (4H, m)
,7.846(2H, s), 8. 09 (1H, s), 8. 95 (2H, brs)

FEhu s 99
2-B- RV VN-2-42)-2,3-Vt Ru-_R VA4 I ¥/ —L-1-4 L) -N-(3, 5-
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“H3TF)N-4-t FuaFi -7 -7 b7 I K EME

)THCI
N~ N N CH,
CH,
0 CH,
OH
H.C

3
nd O

1H-NMR (DMS0-d6) 6 :
5.19(2H, s), 5. 53 (2H, s), 6. 84 (1H, s), 7. 26-7. 37 (7TH, m), 7. 46 (1H, d, J=8. OHz), 7. 54
(1H, d, J=8. OHz), 9. 18 (2H, brs), 10. 34 (1H, s).

Ehtf] 100
5-[2-(3-R TV N-2-4 3 )-2,3-Vk Ra-<_U VA IFS—)L-1-4 )V)-T ¥ F

N]-T-8 3 TFN-3,3-V AF)L-3H-_ 7 5 -2-F; Bk KEEEE

NH.HBr

1H-NMR (DMS0-d6) 6 :
1.41(94, s), 1. 52(6H, s), 5, 52(2H, s), 6. 00 (2H, s), 7. 20-7. 67 (9H, m), 7. 94 (1H, s), 8
. 14(1H, s), 8. 93 (2H, brs).

Ehef| 101
2-{5-[2-(3-_ I )-2-43 )-2,3-Vb Ra-R_y VA IFS—-1-4)L)-F

TFN]-3-F 3 TFNA-2-t FuFxi-T = )L}-NNN-PAFI-A I TF)LT

K b ) 7V A o EEgE
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1H~-NMR (DMS0-d6) 6 :
1.41(9H, s), 1. 56 (6H, s), 3. 56 (3H, s), 3. 65(3H, s), 5. 54 (21, s), 6. 04 (2H, s), 7. 25-7
.68 (9H, m), 7. 99(2H, s), 9. 05 (2H, brs).

ELif) 102
2-{3-[2-(3,5-U-% 3 TF)N-4-¥ RoFL-Tx2=L)-2-FF V-2 F)L]-2-4

2)-23-V Ra-RoVSAIFS— - 1-ANVAFNV)-ROB RNV T T

I R REKRERE

CH,
H,C &H,
oM NH. HBr
SQO OH
N N
CH

0 3

HC CHs

1H-NMR (DMSO-d6) § :

1.43(18H, s), 5. 87(2H, s), 6. 03 (2H, s), 6. 90 (1H, d, J=7. 8Hz), 7. 13-7. 62 (5H,m), 7. 6
8(1H, d, J=7. 9Hz), 7. 867 (2H, 5), 7. 89 (2H, 5), 7. 97-8. 05 (1H, m),, 8. 13 (1H, ), 9. 06 (2
H, brs).

Eha# 103
2-[3-Q-TFN- R DN)-2-4 2 )-2,3-C K-V AL IF/—)-1-4

JV]-1-(3,5-T-F 3 T F)-4-t RuFxi-Tx=)V)- & ) ;B KEREE
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o
H,C e HSCHa
NH.HBr
OH
N~ N
0 s
He O

1H-NMR (DMS0-d6) & :

0.97(3H, d, J=7. 3Hz), 1. 40-1. 50 (20H, m), 1. 57-1. 69 (24, m), 2. 76 (2H, brt, J=8. OHz)
,5.53(2H, s),6.01(2H, s), 6. 61(1H, d, J=7. 8Hz), 7. 13(1H, t, J=7. 8Hz), 7. 21-7. 35(5
H,m), 7. 67 (14, d, J=7. 8Hz), 7. 862 (2H, s).

Ehaf| 104
1-(3,5--% 3 7FN-4-k FuFi-TJxz=)0)-2-[2-(2,6-V A bF -

NTI))-RUOTAIEFES —)-1-A V]-= & ) v BALKEREE

\o o/

NH

X .
H—Br N o’

N

1H-NMR (DMSO~d6) 6 :
1. 38 (18H, s), 4. 55 (2H, d, J=4. 3Hz), 5. 82 (2H, brs), 6. 68 (2H, d, J=7. 5Hz), 7. 20-7. 35
(3H,m), 7. 51 (1H, t, J=7. 5Hz), 7. 77(2H, s), 8. 05(1H, s), 13. 13 (1H, brs).

K] 105
3-(4-{3-[2-(3,5-V-BFI3 T FN—4-t FuF-Txz=N)-2-FF /-2 F)]-2-
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A3)-2,3-V Rua-XU VAL IF—)L-1-A)VAF)V}-T = =)L)-2 2= X

FN-Ta X R

H,C

OH

1H-NMR (DMS0~-d6) 6 :
1.03(6H, s), 1. 431(18H, s), 2. 75(2H, s), 5. 48 (2H, s), 5. 97(2H, s), 7. 168 (4H, brs), 7

.22-7.33(2H,m), 7. 42-7. 67 (2, m), 7. 842 (2H, s), 8. 12(1H, s), 8. 95 (2H, brs).
Eisi 106
2-Q-T X V)RS A IS NN ANAFN)-2,5,7,8-FT b T RAFN-r <

v-6-2—)v; BILKEERIE
NH,.HBr

o e oH,
CH,

OH
H,C
1H-NMR (DMS0-d6) 6 :
1.16(3H, s), 1. 60-1. 70 (1H, m), 1. 87(3H, s), 1. 97 (3H, s), 2. 00 (3H, s), 1. 87-2. 08 (1H
,m), 2. 48-2. 63 (2H, m), 4. 33 (1H, d, J=15Hz), 4. 45 (1H, d, J=15Hz), 7. 18-7. 25 (2H, m),
7.32-7. 38(1H, d, J=8. 0Hz), 7. 46 (1H, s), 7. 50~7. 60 (1H, m), 8. 65 (2H, s), 12. 70 (1H, s

).
Eias 107
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3-(2-{3-[2-(3,5-V-B3 7FN-4-k FaFi-Tz=)V)-2-FF V-2 F )L ]-2-

A3I/-2,3-Ve Ra-RUISAIFS = N=-1-ANAFN)}-T =) -T

B = F )25 ) Bk kERE

0 C
Ho© SN
NH. HBr
OH
N” N
0 “
HC Ch

1H-NMR (DMS0-d6) § :

1.29(3H, t, J=7. 3Hz), 1. 438 (18H, s), 2. 74 (2H, t, J=7. 8Hz), 3. 03 (2H, t, J=7. 8Hz), 4.
11(2H, q, J=7. 3Hz), 5. 57 (2H, s), 6. 02 (2H, brs), 6. 53 (1H, d, J=7. 6Hz), 7. 14 (1H, t, J=
7.6Hz), 7. 22-7.40(5H, m), 7. 67 (1H, d, J=7. 6Hz), 8. 88 (2H, brs).

Ehaf 108
3-(2-{3-[2-B,5-V-FEI T FI)N-4-t Fuxi-Tx=)-2-FF V-2 F )L ]-2-

AX7-2,3- Ve RFa- XUV AIF)—)-1-ANAF N -T 2= ) -F a3
B RBEIR

0 CH,
HO H,C &,
NH.HBr
OH
N~ N
I CH,
HC O

1H-NMR (DMS0-d6) § :
1. 423 (18H, s), 2. 68 (2H, brt, J=7. 6Hz), 2. 99 (2H, brt, J=7. 6Hz), 5. 60 (2H, s), 6. 01 (2

H, s), 6. 51 (1H, brd, J=7. THz), 7. 13 (1H, brt, J=7. THz), 7. 19-7. 39 (5H, m),, 7. 63 (1H, d
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, J=7.THz), 7. 83 (2H, s) .

FEha#] 109
1-(3,5-U-% 3 7F)N-4- FuFx-T7x2=)1)-2-[3-2-t Fux I AF -~

VIUON)-2-A4 3 )-2,3-Vk Ru-R_R A IFS—N-1-A N]-= & ) BB

H,C CH(33H3
NH.HCI
HO )k o
N” N
)/ CH,
wd cH,

3

1H-NMR (DMSO-d6) § :
1.43(18H, s), 4. 72(2H, s), 5. 56 (2H, s), 6. 06 (21, s), 6. 64 (1H, d, J=7. 3Hz), 7. 12-7.3

4(4H,m),7.37(1H,d,J=7.3HZ),7.50(1H,d,]=7.3HZ),7.65(1H,d,J=7.3HZ),7.86(2H
,s),8.12(1H, s), 9. 07 (2H, brs).

Ehafl 110
1-(8,5-C-F3 T F)N-4-t KnFi-Tx=/)-2-[2-4 3 /-3-2-FaRF -

RUDN)=-2,3-V Ra-X_y S A IF/—N-1-A)V]-= & ), B{LKEREIE

CH,
H,C RN T
\\\ © NH.HBr
0 )J\ OH
N~ N
CH,
0
He

3

1H-NMR (DMS0-d6) 6 :
0.98(3H, t, J=7.5Hz), 1. 433 (18H, s), 1. 68-1. 83 (2H, m), 3. 99 (2H, t, J=7. 1Hz), 5. 42(

2H, s), 5. 97 (2H, brs), 6. 92 (1H, t, J=7. 6Hz), 6. 99-7. 36 (6H, m), 7. 61 (1H, d, J=7. 6Hz)
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,7.846(2H, s), 8. 12(1H, s), 8. 86 (2H, s) .
Ehasl 111

PCT/JP02/03952

1-(4-F 2 ) -3,5-VAFN=-T 2 =)L) -2-(3-_y VN -2-4 3 )-2.3-Pk Ku-

RUOSAIFS—N-1-AV)-= & ) v B kERE

CH,
NH.HBr
NH,
N~ N
o CH,
5
1H-NMR (DMS0-d6) § :
2.15(6H, s), 5. 53 (21, s), 5. 83 (2H, s), 7. 20-7. 54 (9H, m), 7. 58 (2H, s), 9. 03 (2H, s).
Ehapl 112
2-(3- R ID)-2-43 )-23-Vb Fu-xRy VA4 IFS—)L-1-4 )L X F
10 JWV)-2,5,7,8F hT AF )\ -7 a=-6-F—)\; ki
NH.HCI
CH CH
N~ N 3 :
CH,
OH
H,C
1H-NMR (DMSO-d6) 6 :
1.20(3H, s), 1. 62-1. 76 (1H, m), 1. 84(3H, s), 1. 98(3H, s), 2. 01 (3H, s), 2. 03-2. 10 (1H
,m), 2.50-2. 66 (2H, m), 4. 48 (1H, d, J=15Hz), 4. 61 (1H, d, J=15Hz), 5. 55(2H, s), 7. 15-
15 7.35(6H, m), 7. 41 (1H, d, J=10Hz), 7. 49 (1H, br), 7. 61 (1H, br), 9. 38 (2H, s).

EhEf] 113

2-(3-RU I )N-2-4 3 )-23-V Ka-RUJSALIFS—N-1-4 V)-1-T = )

FF7 I -10-AN-TF ) v BivkERE
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NH.HBr

PN
AT

1H-NMR (DMS0-d6) 6 :
5.50(4H, s), 7. 10-7. 76 (17H, m), 9. 22 (2H, s) .

Ehapl 114
2-(3-RyDN-2-43 )-2,3-Vk Ra-_ A IFS—)-1-A \V)-1-T = )

XFHIOU-10-AN-TF ) v BALKERE

NH.HBr

A
AT

1H-NMR (DMSO-d6) § :
5. 40-5. 53 (4H, br), 7. 20~-7. 38 (15H, m), 7. 43 (1H, d, J=9. OHz), 7. 85 (1H, d, J=9. OHz),
9.13(1H, s), 9. 15(1H, s).

Ehefl 115
1-(3,5--% 3 TFN-4-t Rax-Tx=1)-2-3-T 5 L -3-4 L A F)L-2-

A2 )-2,3-VE Fu- X VA IFS—N-1-4 V) - ¥ ) v BIbKFEREE
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He S

JT.HBr
N~ N
CH
(o] _ o 3
He CHs
1H-NMR (DMS0-d6) § :

1.43(18H,s), 5. 35(2H, s), 5. 94(2H, s), 6. 46 (1H, s), 7. 22-7. 37 (2H, m), 7. 60 (1H, d, J
=7.9Hz), 7. 65-7. 72(2H, m),, 7. 65-7. 88 (5H, m), 8. 09 (1H, brs), 8. 96 (2H, brs).

5 Ehas 116
2-{3-[2-(3,5-V-% 3 TFN-4-k FuXx-Tx=))-2-FF V- F)N]-2-4

2/-2,3-VE Fu- RIS AIFS = -1-A N AFN) RV = kU L Bk

Edie)
CH
H.C 3
" 3 CH,
\\ NH.HBr
OH
N~ °N
o CH,
HC s
10 1H-NMR (DMS0-d6) § :

1.43(18H, s), 5. 78(2H, s), 6. 03 (2H, brs), 6. 87 (1H, d, J=7. 2Hz), 7. 23-7. 36 (24, m), 7
.47-7.73(4H, m), 7. 86 (2H, s), 7. 99 (1H, d, J=7. 2Hz), 8. 12 (1H, brs), 8. 99 (2H, brs).

Ehe®) 117
N-{4-[2-B3- R PN-2-4£ 2 )-2,3-Vb - VA IFS—)-1-f L)-F

15 TFN]-2,6-VA VTR EN-T 2=V -AF ANV T T I N, BbkRRESE
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H,C

CH,
NH.HBr /?
N—S—CH,
N~ N o)
CH
O 3
H,C

1H-NMR (DMS0~d6) 6 :
1.22(12H, brs), 3. 11(2H, s), 5. 52 (2H, s), 6. 02 (2H, brs), 7. 15-7. 71 (9H, m) , 7. 85 (2H
,s),9.02(2H, brs), 9.26(1H, s).

5 ] 118
1-(3,5-V-% 3 TFN-4-t FaFxi -7 x=)1)-2-[3-(4-=F L-~F L)) -2-
A2 -2,3- Ve Fu- XYV AIFS—n-1-AN]-= & ) v, Bl kFEREE

CH,
NH.HBr
HC OH
N N
I CH,
HC CH,
H,C
1H-NMR (DMS0-d6) 6 :
10 0. 777 (6H, brt, J=7. 2Hz), 1. 10-1. 73 (27H, m), 4. 20 (2H, brt, J=6. 9Hz), 5. 91 (2H, s), 7

. 26 (14, brt, J=7. 4Hz), 7. 33 (1H, brt, J=7. 4Hz), 7. 58 (1H, d, J=7. 4Hz), 7. 64 (1H, d, J=
7.4Hz),7.82(2H, s), 8. 09 (1H, brs), 8. 75(2H, brs).

Eapl 119

1-(3,6-V-8 3 TFN-4-t FuFxi-Txz=)-2-[3-Q-=F N-TF))-2-4

15 2/-2,3-Ve Fa- R SAIFS—N-1-AN]-2F ) v B KERE
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CH,
He [ en,
NH.HBr
H, )J\ OH
| NT N
I CH,
H,C nd CoHy

1H-NMR (DMS0-d6) 6 :
0.85(6H, t, J=6. 8Hz), 1. 18-1. 54(22H, m), 1. 82-1. 97 (1H, m), 4. 12 (2H, brd, J=7. OHz)

,5.93(2H, brs), 7. 20~7. 65 (4H, m), 7. 82 (2H, s) , 8. 08 (1H, brd), 8. 71 (2H, brs).

FHEF 120
2-(3-RUN-2-43)-2,3-Vk Ra-R AL IF/S—n-1-4V)-1-(6-FF

V-SH-T = ) FFT TV -10-ANV)-= & ) v, BALKFRBEEE

NH.HBr

A
o8 Cﬂ

1H-NMR (DMSO-d6) § :
5. 20-5. 70 (4H, br), 7. 06-8. 20(17H, m), 9. 23(2H, s).

Ehaf 121
2-(3-RUPN-2-43)-2,3-Vk Fa-Ry VAL IFS—n-1-4/L)-1-(6-t K

0¥3$-2,578F NSAFNL-suawr-2-A)\)-=F ) ;KRR
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1H-NMR (DMSO-d6) 6 :

1.48(3H, s), 1. 75-1. 88 (1H, m), 2. 00(3H, s), 2. 10(3H, s), 2. 21 (3H, s), 2. 21-2. 33 (1H
,m), 2.33-2. 67 (2H, m), 5. 33 (1H, d, J=18Hz), 5. 52(2H, s), 5. 82 (1H, d, J=18Hz), 7. 00~
7.47(9H, m), 9. 30 (21, s).

FEhaF] 122
2-(2-{3-[2-3,5-C-FE 3 T F)N-4-t FuFi-Tx=))-2-FF V- F)L]-2-

A4327-23-Pk Fa- RS A IFS =N l-ANXFN-T = ) F)-Ta s

VEE T F NN AT ) BAbKERE

H,C CHéH
H,C 3
NH.HBr
0 0 )J\ OH
© CH3
0]

H,C CH,

1H-NMR (DMS0-d6) 6 :

1. 086 (3H, t, J=6. 9Hz), 1. 429 (18H, s), 1. 54 (3H, d, J=6. 4Hz), 3. 97-4. 17(2H, m), 5. 11
(1H, q, J=6. 4Hz), 5. 44 (1H, d, J=16. 5Hz), 5. 52 (1H, d, J=16. 5Hz), 5. 90-6. 05 (2H, m), 6
.88-7.00(2H, m), 7. 13(1H, d, J=6. 9Hz), 7. 16-7. 63 (5H, m), 7. 842 (2H, s), 8. 11 (1H, br
s), 8.94(2H, brs).

Hhwufl 123

2-(2-{3-[2-(3,5-V-F 3 T FN-4-t FuX-Tx=N)-2-FF V- F)V]-2-
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A3 7-2,3-VEe Fu-RX I AIFSN-1-ANVRAFN-T =) F)-Ta N

VR R

H,C CHéH
H,C 3
NH.HCI
HO o) /“\ OH
4 N N
CH,
(0]

H.C CH3

1H-NMR (DMS0-d6) & :

1.42(18H, s), 1. 54 (3H, d, J=6. THz), 5. 02 (1H, q, J=6. THz), 5. 44 (1H, d, J=16. 9Hz), 5.
52 (1H, d, J=16. 9Hz), 5. 97 (2H, brs), 6. 86-7. 32 (6H, m), 7. 37 (1H, d, J=7. 8Hz), 7. 60 (1
H, d, J=7. 8Hz), 7. 841(2H, s), 8. 12(1H, s), 8. 93 (2H, brs).

Ehadl 124
1-{3-[2-(3,5-T-% 3 TF)-4-k Fuxi-T==)V)-2-FF J-=F)]-2-4

20-2,3-V Ra-R A IFS—)-1-A )V} -3-=F)N-RF-2-F ;B

ek SRBRYR

H,C

1H-NMR (DMS0-d6) 6 :
0. 846 (6H, t, J=7. 9Hz), 1. 423 (18H, s), 1. 47-1. 77 (4H, m) , 2. 58-2. 69 (1H, m), 5. 43 (2H

,s),5.95(2H, s), 7. 24-7. 64 (4H, m), 7. 83 (2H, 5).
Fhupil 125

135



L0

L5

WO 02/088094 PCT/JP02/03952

2-(3-_U UN-2-4 3 )-2,3-VE Ra-R /A IF=N-1-A V) -1-(5,5-¥

FXYV-5H-T = ) FTIV-10-A V) - & ) v BAbKEREE

NH.HBr

N)LN N ~o
T HT

1H-NMR (DMS0-d6) 6 :

5.51(4H, s), 7. 15-7. 48 (9H, m), 7. 70 (2H, t, J=8. 8Hz), 7. 85 (2H, t, J=8. 8Hz) , 8. 00-8.
18 (4H, m), 9. 20 (1H, s), 9. 22 (1H, s).

Ehe) 126

3-RUDN-2-43)-2,3-V Fa- XUV AL IFS—N-1-I VKR EE (3,5-V

B3 FFN-4-E FaFi -T2 M) -TIF

CH
HC /8,
NH
Li e
N N N
CH,
HC b

1H-NMR (DMS0-d6) 6 :
1.34 (184, s), 5. 27(2H, s), 6. 49 (1H, s), 6. 60 (1H, s), 6. 97-7. 50 (9H, m), 8. 08 (1H, s),
8.67-8. 73(1H, m).

Ehafl 127
1-(3,5-U-% 3 7FNL-4-t Faxi-Tx=/1)-2-[2-4 3 /-3-C-4A YT b+ %

R N)=2,3-V Ra-R_UVS A IF S —N-1-A)NV]-=F ) v BILKERE
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1H-NMR (DMS0-d6) 6 :

1. 01 (6H, d, J=6. 8Hz), 1. 429 (18H, s), 2. 00-2. 14 (1H, m), 3. 83 (2H, d, J=6. 1Hz), 5. 42(
2H, s), 5. 97 (2H, s), 6. 87-6. 94 (2H, m), 7. 07 (1H, d, J=8. OHz), 7. 17-7. 35(4H, m), 7. 61
(1H, d, J=7. 3Hz), 7. 844 (2H, s), 8. 11 (1H, s), 8. 88 (2H, brs).

FEha ) 128

1-(3,5-V-% 3 7FN-4-E KX -T7o=1)-2-[3-Q-T F F L AFN-

INW)-2-A437-2,3-Vk Ra-_y S A IFS—)-1-4 V]- & ) BILKER
B

CH,
H,C VA
\\ NH.HBr
~ K s
N N
(o] CH3
HC b

1H-NMR (DMS0-d6) § :

1.22(3H, t, J=7. 1Hz), 1. 43 (18H, s), 3. 61 (2H, q, J=7. 1Hz), 4. 68 (2H, s), 5. 50 (2H, s),
5.99(2H, s), 6. 72 (1H, d, J=7. 1Hz), 7. 13-7. 37 (5H, m), 7. 47 (1H, d, J=6. 6Hz), 7. 66Hz (
1H, d, J=7. THz), 7. 857 (2H, s), 8. 12(1H, brs), 8. 91 (2H, brs).

Ehapl 129
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2-(3-_IN-2-43 )-2,3-VEe Fu-R A4 IFS—)-1-4 V) -1-(3,3-T

AFN-2,3-Pk Ru-_Y 75 -5-4)V)-xF ) v BI{LKERE

NH.HBr

N N

HC cn,

1H-NMR (DMS0-d6) § :
1. 38(6H, s), 4. 39 (2H, s), 5. 53 (2H, s), 5. 94 (2H, s), 7. 00 (1H, d, J=8. OHz), 7. 24-7. 42
(8H, m), 7. 44-7. 50 (1H, m), 7. 58-7. 64 (14, m), 7. 91 (1H, s), 8. 99 (2H, brs) .

Ehafl 130
2-(3-_RUUN-2-43 7-2,3-Vk Ra-xX A IFS—-1-4A V) -1-(T-% 3

TFN-3,3-DAFN-2,3-Pk Ru-_X /S T75-5-A)V)- & ) v BILKE
iy

1H-NMR (DMSO-d6) & :
1. 36 (6H, s), 1. 38(9H, s), 4. 39 (2H, s), 5. 52 (2H, s), 5. 86 (2H, s), 7. 22-7. 50 (9H, m), 7
.78(1H, s), 7. 84(1H, s).

Ehaf 131
N-{4-[2-(3-R_R2N-2-4 3 )-2,3-Vt Ra-_u VA IFS—N-1-4V)-F

TFN]-2-TBE-T 2= V)2, - RAFA-TuF 7 I K, BIkERE
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Br
NH.HBr CH

3

N)LN N CilH
SEYYY

1H-NMR (DMSO-d6) § :
1. 26 (9H, brs), 5. 54 (2H, s), 6. 02(2H, s), 7. 19-8. 09 (11H, m), 8. 34 (1H, s), 9. 06 (2H, s
),9.15(1H, s).

Ehap) 132
2-(3-RUIPN-2-43)-2,3-Vk - VA IF/—1-1-4)-1-(3-% 3

TF)N-4-t R xL-5-A XLV ANT =) -Tx=)V)- ¥ ) BRALKEEEE

CH

3
HC e,

NH.HBr
OH

/\N/U\N
—=0
S/
(¢} \

1H-NMR (DMS0-d6) § :
1. 42 (9H, s),3.43(3H,s), 5. 52(2H, s), 6. 01(2H, s), 7. 20-7. 45(7H, m), 7. 49 (1H, dd, J

=5. 6, 3. THz), 7. 62 (1H, dd, J=5. 6, 3. 3Hz), 8. 07 (1H, brs), 8. 36 (1H, s), 8. 97 (2H, s).

Kt 133
2-(3-RYPN=2-43 )-4-T O BRXL-2,3-Vk Ra-_X YA IFJ/—)-1-A

W) -1-(3,5-C-FE 3 TFN-4-k Fuxi-Tx=))-x ¥ ) v BI{bKEREE
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CH
H.C 3
3 CH,
NH.HBr
OH
N N
4 CH,
0] HSC CH,
H,C

1H-NMR (DMSO-d6) § :
0.78(3H, t, J=7. 2Hz), 1. 42(18H, s), 1. 47-1. 63 (2H, m), 3. 87-4. 05(2H, m), 5. 62 (21, s
),5.94(2H, s), 6. 92 (1H, d, J=8. OHz), 7. 08-7. 44 (8H, m), 7. 83(2H, s), 8. 08 (1H, brs),

8. 78 (2H, brs).

FEhtBl 134 '
2= PN-2- A3 )-5-TBRFL-2,3-VE Fu-X VA IF/—)-1-4

W) -1-(3,5-C- B3I TFN-4-E FrXi-Txo)-2F ) v BIAWKERE

CH
H,C éHa
NH.HBr
OH
N N
4 CH,
HC CH,
0]
CH,

1H-NMR (DMS0-d6) § :
0.92(3H, t, J=7.6Hz), 1. 42(18H, s), 1. 59-1. 72 (2H, m), 3. 88 (2H, t, J=7. 2Hz), 5. 50 (2

H, s), 5.92(2H, s), 6. 85(1H, d, J=8. 84z), 7. 14 (1H, s), 7. 20-7. 43 (54, m), 7. 51 (1H, d,
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J=8.8Hz), 7.82(2H, s), 8. 08 (1H, brs), 8. 82 (2H, brs).

Ehef] 135
5-[2-(3-_IN-2-4 32 )2, 3-Pe Rn-X_XU VA IFS—N-1-4AV)-TEF

N]-3-83TFN-2-k N -REEMR FITF/N = AT )V BILKERE

CH

C 3
SR
NH.HBr
I x
N~ N
o)
o}
0
CH,
CH
HC “s

1H-NMR (DMS0-d6) 6 :
1.43(9H,s),1.62(9H,s),5.54(2H,s),6.04(2H,s),7.20—7.68(9H,m),8.08(1H,brs)
,8. 37 (1H, brs), 8. 99 (2H, brs), 12. 38 (1H, brs).

Fhfi 136
5-[2-(3-_yVN=2-4 X /)-2,3-VE Fa-RI A IF/—N-1-A/V)-TEF

N]-3-8 3 TFNL-2- Rux-ZEEME; b U 724 o BifgE

CH

C 3

Hy CH,
NH.TFA
J\ OH
N~ N
0
0
HO

1H-NMR (DMS0-d6) 6 :
1.40(9H, s), 5. 52 (2H, s), 5. 99 (2H, s), 7. 21-7. 68 (9H, m), 7. 98 (1H, brs), 8. 48 (1H, br

s), 8. 96 (2H, brs).
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Eif| 137
2- (3= UN-2-43 )23Vt Ra-R YA 3IF/—-1-4 V)-1-(4-t K

n¥$-3,5-U4 V7 uRF-Tx =N - ¥ ) v BAWKEERE

CH,

1H-NMR (DMS0-d6) 6 :
1.29(12H, d, J=6. OHz), 4. 55-4. 68 (2H, m), 5. 52 (2H, s), 5. 91 (2H, s), 7. 20-7. 40 (9H, m
),7.47-7.49(1H, m), 7. 58-7. 61 (1H, m), 8. 98 (1H, s), 8. 99 (1H, 5)..

Eha) 138
2-(3-_RyUIN-2-43 )-2,3-Vk Fu-_u YA IFT—N-1-4 V) -1-(5-5 3

FTFN-2-¥ KuFi-T7z=))-=& ) v B{LKREE

CH,
MO "

1H-NMR (DMS0-d6) 6 :

1.25(9H. s), 5. 52 (2H. s), 5. 78 (2H. s), 7. 04 (1H. d. J=8. OHz), 7. 25-7. 35 (6H. m),, 7. 40
(2H.m), 7. 48 (1H. dd. J=4. 0. 8. 0Hz), 7. 60 (1H. dd. J=4. 0. 8. OHz), 7. 64 (1H. dd. J=2. 0.
8.0Hz), 7. 80 (1H. d. J=2. OHz), 8. 97 (1H. brs), 11. 01 (1. brs).

Ehupl 139
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2-(3-RUION-2-43)-2,3-Ve Rua-X A I F/—)-1-4 V) -1-(3,5-¥

B3 TFL-2- FaFi Tz -2 ¥ ) v BKERE

CH,
SN
)T.HBr
©/\N N
CH,
© Ho c
HC Cfs

3

1H-NMR (DMS0-d6) 6 :
1.25(9H. s), 5. 32(2H. s), 5. 57 (2H. s), 6. 97 (1H. d. J=8. 0Hz), 7. 07(2H. m), 7. 20 (1H. m

), 7.25-7.35(5H. m), 7. 59 (1H. d. J=8. OHz), 7. 72 (1H. brs).

FEhw®] 140
2-(3-RyUIN-2-43)-2,3-V k- S AL IF¥S—-1-4)V)-1-(3-% 3

TFNS5-TAFNT I )4~ FaFxi-TJx=V) -2 ¥ ) v, BIWKEEER

c
H,C HéHa
NH.HBr
)]\ OH
©/\N N
sEhn
H,C

1H-NMR (DMS0-d6) 6 :
1.40(9H, s), 2. 63 (6H, s), 5. 53 (2H, s), 5. 95 (2H, s), 7. 20-7. 45 (8H, m), 7. 49 (1H, dd, J

=5. 6, 3. 4Hz), 7. 62 (1H, dd, J=5. 6, 3. OHz), 7. 72 (1H, s), 7. 77(1H, s), 8. 95 (2H, brs).

K 141
3-[2-(3-R_VPN-2-42 )-2,3-VE Ru-_UI A IF/—N-1-4)V)-T&F

N]-2a R -2-F v BAGKEEEE
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@gwm

1H-NMR (DMS0-d6) § :
5.52(2H. s), 5. 80 (2H. s), 6. 76 (2H. dd. J=2. 0. 8. OHz), 7. 09 (2H. dd. J=4. 0. 8. 0Hz), 7.
24-7. 60 (9H. m), 8. 90 (1H. s).

EhEf) 142
2-(3-RVN-2-4 3 )-2,3-V Fu-_XU /AL IF/—)-1-4V)-1-(2,5-T

L RnX-Txm)) -y ) BIWKERBEK
OH

NH.HBr

N N

1H-NMR (DMS0-d6) & :
5.52(2H. s), 5. 75(2H. s), 6. 94 (1H. d. J=8. OHz), 7. 02 (1H. dd. J=2. 0. 8. OHz), 7. 20 (1H
.d. J=2. 0Hz), 7. 25~7. 35(5H. m), 7. 38 (2H. m), 7. 48 (1H. m), 7. 59 (1H. m), 8. 88 (1H. s),
9.22(1H. s), 10.55(1H. s).

Ehuf 143

20-(3-_yPN-2-4 3 )-2,3-Vk Ra-_R VAL IF/—-1-4)V)-1-(6-= b

a-_S 75 0-2-AV)-xF ) s BILKEEEE
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1H-NMR (DMSO-d6) § :

5.52(2H. s), 5. 96 (2H. s), 7. 29-7. 36 (5H. m), 7. 40 (2H. m) , 7. 53 (1H. dd. J=4. 0. 8. OHz)
,7. 72 (1H. dd. J=4. 0. 8. 0z), 8. 20 (1. d. J=8. 0Hz), 8. 24 (1H. s), 8. 46 (1. dd. J=2. 0. 8.0
Hz),9.10(1. brs).

EhaFl 144
2-(3-_VUN-2-43)-2,3-Pk Fu- XUV A IFS—N-1-4)V)-1-[3-5 3

TFN-4- FeFi-5-(1-t RKoFi-oF ) -Tz=)V]-=F /), b T)L
7 o BEER Y

H,C

1H-NMR (DMS0-d6) 6 :

1.41(9H, s), 1. 44 (3H, d, J=6. 8Hz), 5. 14 (1H, q, J=6. 4Hz), 5. 52 (2H, s), 5. 95 (24, 5), 7
.22-7.40(7H,m), 7. 42-7. 51 (14, m), 7. 58-7. 63 (14, m), 7. 76 (1H, ), 7, 79 (1H, s), 8.9
8 (2H, brs), 10. 41 (1H, brs).

Ehul 145

2-(3- R PN-2-43)-2,3-Vk Ra-_X A IF/—=N-1-A V) -1-(7-% 3

FTFN-2,3-Dk Ru-_ V75 -5-4)V)-x= F ) v BALKERIE
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CH
H,C
3*\[-CH,

NH.HBr

1H-NMR (DMS0-d6) § :
1. 34(9H. m), 3. 25 (2H. t. J=6. OHz), 4. 71 (2H. t. J=6. OHz), 5. 52 (2H. s), 5. 92 (2H. 5), 7
.25-7.35(5H. m), 7. 40 (2H. m), 7. 49 (1H. m), 7. 60 (1H. m), 7. 75(1H. s), 7. 89 (1H. s) .

KhEfl 146
2-(3-Ry N-2-432 )23V Fa-_o YL IF/—n-1-4 V)-1-[3-Tn

F-1-(2, 2-CAFN-Fu V) -I-A ~ F=-5-A \]-= & ) v BAL KRR

H,G CH,
H,C
NH.HBr
A ~
N N
4
O
Br

1H-NMR (DMS0-d6) 6 :

1.92(9H. 2), 4. 10(2H. s), 5. 53(2H. s), 6. 12(2H. s), 7. 25-7. 35(5H. m) , 7. 40 (2H. m), 7
.51 (1H. dd. J=4. 0. 8. OHz), 7. 65 (1H. dd. J=4. 0. 8. 0z), 7. 76 (1H. s), 7. 84 (1. d. J=8. OH
z), 7. 90 (1H. d. J=8. OHz), 8. 26 (1H. d. J=2. OHz), 8. 98(1. brs).

EHapF] 147
N-{5-[2-(3-_R I N-2-4 3 )23V Kun-_U YA I F/—N-1-4)V)-T

v FN]-3-% 3 TFNL-2-k RuFi Tz -AFANT 4T X N EE

H
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CH

I

NH.HCI
A or
N N
0 A

0FPs

@)
HC

1H-NMR (DMS0O~d6) 6 :
1.414(9H, s), 3.03(3H, s), 5. 55 (2H, s), 5. 97 (2H, s), 7. 20-7. 88 (12H, m), 9. 06 (2H, br
s).

5 Fiup) 148
2-(3- Ry PN-2-43)-2,3-Ve Fr- XYV A IF/—N-1-A ) -1-(7-5 3

T F )N -20- A F RS F XY —)u-5-A V) - X ) s BALKEEER

CH
SN
NH.HBr
L :
N~ °N
P
0
1H-NMR (DMS0-d6) § :
0 1. 47(9H, s), 2. 72(3H, s), 5. 54 (2H, s), 6. 09(2H, s), 7. 23-7. 70(9H, m), 7. 87 (1H, s), 8

_38(1H, 5), 9. 02 (2H, brs) .

Ehf) 149
2-(3-RyIPN-2-4 3 )-2,3-Vb Ra-R_ VA IF/—N-1-A V)-1-(7-T'

F-1,2,3,3-F FFGAFN-2,3-Pk Fu-ll-f{ ~ F—-b5-A)V)-=F ) ; B{k

5 K REEE
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Br
NH.HBr CH
Ptk
N
N N
CH,
0
H,C CH,

1H-NMR (DMS0O-d6) § :
1.05(3H. s), 1. 15 (3H. d. J=6. OHz), 1. 28 (3H. s), 3. 20(3H. s), 5. 55(2H. 5), 5. 84 (2H. s
), 7.25-7.35(5H. m), 7. 38 (2H. m), 7. 47 (1. dd. J=4. 0. 8. OHz), 7. 56 (1H. dd. J=4. 0. 8.

OHz), 7.60(1H. s), 7. 96 (1H. s).

FEha il 150
N-{5-[2-(3-_ I N-2-4 3 )-2,3-Pt Fu- XIS AIFS—N-1-4NV)-T

TFN]-3-8 3 TFN-2-t FuF -T2V -N-RAFN-RAFZLANVT T
I KN, BIbKEERE

CH,
He ey
NH.HBr
OH
N N
_CH
0 N
0P
He ©
3

1H-NMR (DMS0-d6) § :
1.39(9H, s), 3. 16 (6H, s), 5. 55 (2H, s), 5. 97 (2H, broad), 7. 20-7. 69 (9, m), 7. 88 (1H,
s), 8. 05(1H, s), 9. 07 (2H, brs).

Ehafl 151
1-(3,5-P-83 7 FNL-4-b RuaFi-Z=x=/)-2-[2-4 3 /) -3-(4-= bu-~Y

DN -2 3-Ur Ra-R_Ru AL IFS—N-1-A)N]-x % ) BALKEERR
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CH
H 3
sC CH,
NH.HBr
OH
N N
0 ;Ha
0 ~ N+ H3C 3

I
o)

1H-NMR (DMS0-d6) 6 :
1.42(18H, s), 5. 68 (2H, s),5.98(2H, s), 7. 20-7. 52 (7TH, m), 7. 83 (2H,s),8.27(2H,d, J
=8. OHz).

5 KBl 152
2= (3= UN-2-43/-2,3-Vt Ru- RS A IFT—N-1-A N)-1-[3-5 3

FFp-4- FaFxi-5-(1-t Faxi-1-AFN-ZFN)-Tz=)V]-xF ) ]

s Y 7))V A v BRI

10 1H-NMR (DMS0-d6) 6 :
1. 41(9H, s), 1. 61 (6H, s), 5. 54 (2H, s), 5. 97 (2H, s), 7. 23-7. 42 (TH, m), 7. 44-7. 50 (1H
.m), 7.57-7. 64 (1H, m), 7. 72 (1H, s), 7. 80 (1H, s), 9. 00 (2H, brs), 11. 70 (1H, brs).
Ehwp] 153
1-F Fer B o-1-A =2-(3-RyPN-2-4 3 )-2,3-Ve Ra-_v YA IFY

15 —)L-1-A V) - ¥ /) BALKEREEE
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NH.HBr

1H-NMR (DMSO—d6) § :
1. 73(6H. brs), 1. 94 (6H. brs), 5. 47(2H. s), 5. 51 (2H. s), 7. 25-7. 35 (5H. m), 7. 38 (2H.
m), 7. 40-7. 46 (2H. m).

Ehefl 154
5-[2-(3-RUDN=2-A4 2 )-2,3-Vb Ra-R_XVI A IFS—N-1-AV)-TEF

W]-T-56 3 TFN-3- A F)L-3H-_ YV ZFH Y —)-2-F 1 B{LKERE

CH,
SN

NH.HBr
0

X
O Ty

1H-NMR (DMS0-d6) 6 :
1.43(9H, s), 3. 42(3H, s), 5. 55(2H, s), 6. 06 (2H, s), 7. 21-7. 69 (9H, m), 7. 78 (1H, ), 7
.88(1H, s), 9. 04(2H, brs).

Ehep| 155
2-(3-RUVIPN-2-43 )-2,3-Vt Fa-x_ VA IFS—-1-4AV)-1-(T-=F

N=3,3-UAF)N-2 3-Vk K-V 75 -5-4)V)-= ¥ ) v, BR{LKEERE
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1H-NMR (DMS0-d6) § :

1. 20(3H, t, J=6. 8Hz), 1. 37 (6H, s), 2. 63 (2H, q, J=6. 8Hz), 4. 38 (2H, s), 5. 50 (2H, s), 5
.91(2H, s), 7. 20-7. 45 (9H, m), 7. 80 (2H, s) .

F et 156

2-(3-_ o IN-2-432)-2,3-Ve Ra-x_X VA IFS—)-1-4)V)-1-(2,3-

E Ra-_V[L4PFF v r—6-40) -2 5 ) v BALKERE

NH.HBr

D)
@ I

1H-NMR (DMS0-d6) § :
4.32-4.40(4H, m), 5. 54 (2H, s), 5. 93 (2H, s), 7. 08 (1H, d, J=8. OHz), 7. 14-7. 42 (TH, m)
,7.45-7.52(1H, m), 7. 57-7. 62 (3H, m), 8. 99 (1H, brs).

Elwh 157
2-(3-_ VN -2-42)-2,3-VE Fa-XU A IF)—)L-1-4)L)-1-(2, 2-

AFN-RUV L3IV F ) —-b-AI)V)- % ) v Bk EREE
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CH,
0
NH.HBr CH,

LH-NMR (DMS0-d6) § :
1.68(6H, s),5.52(2H, s), 5.90(2H, s), 7. 08-7. 11 (1H, m), 7. 23-7. 51 (8H, m) , 7. 57-1.
72(3H, m), 8. 99 (2H, brs).

Ehe s 158
N-{4-[2-(3-_  DPN-2-4 2 )-2,3-t Ra-x_U A XS —-1-4A))-T

TFN]-2,6-CA ) TR EN-T 2=V} N-AFN-AFZ L ANTH T IR 8
(LK EikE

HC _cn,
NH.HBr CHy
N\ //O
N N S ~ CH,
! CH,
H,C

1H-NMR (DMSO-d6) § :

1.26 (12H, brd), 3. 12(3H, s), 3. 22 (1H, s), 3. 24-3. 35 (2H, m), 5. 54 (2H, s), 6. 06 (2H, b
rs), 7.25-7.73(9H, m), 7. 91 (2H, s), 9. 01 (2H, brs).

FEhaf 159

2-(3- R IN-2-43)-2,3-VE Ru- XUV A IFS—)-1-A V) -1-(2,2-

AFJ—4H-R [, 310 d % v -6-A)\V)- & ) BALKEREE
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NH.HBr
X o
N N VLCH3
%j O
0

1H-NMR (DMS0-d6) 6 :
1.53(6H, m), 4. 96 (2H, s), 5. 52 (2H, s), 5. 91 (2H, s), 7. 22-7. 52 (9H, m), 7. 57-7. 62 (1H
,m),7.87-7.98(2H, m).

Eihupi 160
N-{4-[2-3-RV TV N-2-4 3 /-2,3-Vk Ra-R_RV VA IFS—N-1-4 V)-F

LFN]-2-F 3 TFN-T =N} -TE F7 I K, BALKERIE

NH.HBr

N)J\N o
TR

1H-NMR (DMS0-d6) 6 :
1.38(9H, s), 2. 06 (3H, s), 5. 55(2H, s), 6. 00 (2H, s), 7. 21-7. T0(10H, m), 7. 96 (1H, d, J
=8. OHz), 8. 04 (1H, s), 9. 00 (2H, brs), 9. 40 (1H, s).

Ehap| 161
2-(3-_yPN-2-43 )2 3-Vt Ru-xX VAL IF)—)L-1-4)L)-1-(T-5 3

TFN-2,2-VAFN-XJ[,3]VFF—N-b-AN)-= & ), BRILKER
i)
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CH,
NH. HBr ° CH,
0
N~ N
4 CH,
Ha CH,

1H-NVR (DMS0-d6) & :
1.37(9H, s), 1. 72(6H, s), 5. 51 (2H, s), 5. 92 (2H, s), 7. 24-7. 46 (9H, m) , 7. 53~7. 62 (2H

,m).

Ehtif 162
4-[2-(3-_VVN-2-A X /) -2,3-VE Fa-RV A IFZ—N-1-AV)-T&F

N]-3,5-C AFNA-IH-E O —L-2-H VRV EE PAFAT I R Bk ERE

NH.HBr H,C
T\ o
N~ °N Y
N\
o) CH
CHy, o’ 3

LH-NMR (DMS0-d6) § :
2.23(3H, s),2.55(3H, s), 2. 95(6H, s), 5. 58 (2H, s), 5. 61 (2H, s), 7. 10-7. 70 (9H, m).

Kl 163
2-(3- NV YN-2-43 )-2,3-VE RB- RV A IFS—)-1-A ) -1-(3,5-¥

B3I TFI-4-A hXL-Txz=)-= ¥ ) v BIbKFEREE
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1H-NMR (DMSO-d6) § :

1.46(18H, s), 3. 72(3H, s), 5. 56 (2H, s), 6. 04 (2H, s), 7. 28-7. 43 (7H, m), 7. 52 (1H, dd,
J=2. 8Hz, 6. 0Hz), 7. 68 (1H, dd, 2, 8Hz, 6. 8Hz), 7. 98 (2H, s), 9. 00 (1H, s).

Ehpl 164

T x=)b=FNNI VU 4-[2-B@- R IPN-2-4 X /-2,3-Vk Fa-~Xy 43

B = -1-A V) -TEFN]-2,6-TE I TFNL-T ==V TRF)N; B AkERE
i

LH-NMR (DMS0-d6) § :
1.43(18H, s), 5. 56 (2H, s), 6. 09 (2H, s), 7. 07 (1H, t, J=7. 2Hz), 7. 25-7. 45 (9H, m), 7. 5
2(3H, d, J=7. 2Hz), 7. 71 (1H, dd, J=2. 8Hz, 6. 4Hz), 8. 04 (2H, s), 9. 04 (2H, s), 10. 48 (1H

,S).

Ehaf 165
2-(3-_NPN-2-432 )-2,3-VE RR-_V VA IFS—N-1-AV)-1-(4,6-¥

-3 TFI-b- FuFi - IV -2-A)V)-F ) BI{LKERE

155



WO 02/088094 PCT/JP02/03952

CH
H,C C33H3
NH.HBr
/U\ N=\_-OH
N N/Yk\ /
N CH,
o)
H.C CH,

1H-NMR (DMS0-d6) & :
1.46(18H, s), 5. 55(2H, s), 5. 93 (2H, s), 7. 15-7. 73 (9H, m), 8. 98 (2H, brs).
Ehufl 166

AFNVHNNSI VB 4-[2-(3-_D)N-2-4 2 -2, 3-Vk Ra-_ A4 I XY

— )L=1-A V) =-TF)N]-2,6-V-F3 TF)N-T7 =)L T AT )L; BRIt/ KEEEE

NH.HBr

1H-NMR (DMSO~d6) & :

1. 38 (18H, s), 2. 69 (3H, d, J=4. 4Hz), 5. 57(2H, s), 6. 08 (2H, s), 7. 25-7. 45 (5H, s), 7. 5
2(1H, dd, J=3. 2Hz, 5. 6Hz), 7. 70 (1H, dd, J=2. OHz, 6. OHz), 7. 95 (1H, q, J=4. 4Hz), 7. 99
(2H, s), 9. 05(2H, s).

FEhutl 167

2-(3-R_RyVN-2-43/)-2,3-PVe RKe- XYV A IFS—-1-4{/)\)-1-(4-E K
0X3-3,3,5,5-7T N AFN-EXY D -1-A)V)-TF ) B{LKFEEEE
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H,C CcH
NH.HBr X Oy

P
T H T

1H-NMR (DMS0-d6) 6 :

0.74(3H, s), 0.87 (3H, s), 0. 96 (3H, s), 1. 02(3H, s), 2. 43 (1H, d, J=12. 8Hz), 2. 94 (1H,
d, J=14. OHz), 3. 31 (1H, d, J=5. 6Hz), 3. 61 (1H, d, J=13. 6Hz), 3. 98 (1H, d, J=14. 8Hz), 4
.83 (1H, brs), 5. 16 (2H, dd, J=18. OHz, 17. 6Hz), 5. 45(1H, s), 7. 18-7. 42 (9H, m)..

FE i 168
N-{5-[2-(3-_DN-2-4 3 )-2,3-Vk Ru-xXU A IF/—L-1-4)L)-F

LFN]-3-F 3 TFN-2-t kX -T = )L}-N-AFNL-7¥ h7 I F;HEEE

CH
H,C.| CH,
)T.ch OH o
N N 'l\l)J\CH3
0 CH,

1H~NMR (DMS0-d6) 6 :
1.37(9H, s), 1. 72(3H, s), 3. 02(3H, s), 5. 50 (2H, s), 5. 82 (2H, brs), 7. 10-7. 90 (10H, m
).

Ehuf 169
2-(3- R IN-2-42)-2,3-Vb Fa-X VA IF/S—-1-4/)V)-1-(3,4-F

A-BIT hFURAF -l Do-1-A)V)-x & ), BiKEREE
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H,C CH

NH HBr

CHCH

1H-NMR (DMS0-d6) 6 :
1.12(9H, s), 1. 17(9H, s), 2. 28-2. 36 (2H, m), 2. 45-2. 56 (2H, m) , 3. 20-3. 78 (6H, m) , 5.
05(2H, s),5.42(2H, s), 7. 14-7. 42 (9H, m).

Ehal 170
2-(3-_XVN-2-4 2 /)-2,3-V K- VA IFZ)—)L-1-4 L) -1-(T-5F 3

TF)=-2,2- AF)L-2,3-V Ku-XV 75 -5-A)V)-T& ), BirKkFE
3]

CH,

H,C CH

3
NH.HBr
0]

Ay
CH,
0] CH,

1H-NMR (DMSO-d6) § :
1.36(9H, s), 1. 48 (6H, s), 3. 08(2H, s), 5. 51 (2H, s), 6. 93 (2H, s), 7. 25-7. 52 (8H, m), 7
.57-7.62(1H,m), 7. 75(1H, s), 7. 86 (1H, s) .

Ehapil 171

N-{6-[2-(3-_VPN-2-43/-2,3-Vk Fu-_U VAL IF/—-1-4 N)-T

TFN]-3,3-VAFN-2,3-VE K- RS TF-T-AI)V}-N-AF)-RAFZ X
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NI T 2R BAbKERE

N—SS
NH.HBr 0
0
N~ N
0
M oy

1H-NMR (DMSO-d6) 6 :

1.39(6H, s), 3. 07(3H, s), 3. 23(3H, s), 4. 48(2H, s), 5. 54 (2H, s), 5. 98 (2H, s), 7. 27-T7
.42(7H, m), 7. 48-7. 53 (1H, m), 7. 60-7. 66 (1H, m), 7. 90 (1H, s), 7. 95 (1H, s), 9. 03 (2H,
brs).

Ehek| 172
2-(3-RN-2-43 )-2,3-V K- A I —)L-1-4)L)-1-(8-% 3

TFN-4, 4= AFN~FFra<-6-4)V)-TX ) . HHEEE

NH.HCI

1H-NMR (DMS0-d6) § :
1.37(6H,s), 1.51(9H, s), 1. 87-1. 95(2H, m), 3. 06-3. 12 (2H, m), 5. 46 (1H, s), 5. 94 (2H
,s),7.14-7.54(9H, m), 7. 77-7. 84 (1H, m), 7. 96-8. 03 (1H, m).

Ehwh 173
2-(3-_IN-2-42/-2,3-VE Ra-_XU YA IF/S—/1-1-4)V)-1-(T-5F 3

TFN-3,3-VAF)N-2 3-Vk Fa-XV [blFAT =z -5-A)V)-= & ) ;B
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Lok R

1H-NMR (DMSO-d6) § :
1. 39(s, 6H), 1. 45(s, 9H), 3. 28(s, 2H), 5. 53 (s, 2H), 5. 98 (s, 2H), 7. 24-7. 50 (m, 8H), 7
.57-7.64(m, 1H), 7. 69-7. 72 (m, 1H), 7. 83-7. 86 (m, 1H).

Ehif] 174
2-(3-_IN-2-432 )-2,3-Ve Fa-X VA IF/—L-1-A4)L)-1-[3-%F 3

TFN=4=-(2,2-VAFN-TaRx)-Tx=)V]-2F ) v J{LKERE

JNE.HBr CH
@ O

1H-NMR (DMSO-d6) 6 :
1.12(s, 9H), 1. 44 (s, 9H), 3. 85 (s, 2H), 5. 54 (s, 2H) , 5. 97 (s, 2H), 7. 22-7. 44 (m, 8H), 7
.46-7.52(m, LH), 7. 57-7. 63 (m, 1H), 7. 91-7. 94 (m, 1H), 7. 99-8. 04 (m, 1H).

EihEf] 175
2-(3-RyPN-2-43)-2,3-Vb Ra-x_ AL IFS—N-1-4)L)-1- (8- 3

TFN-A4,4-CAFN-r a4 N)-T& ) v BtKERE
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1H-NMR (DMS0-d6) 6 :

1.38(15H, s), 1. 84-1. 91 (2H, m), 4. 29-4. 37 (2H, m) , 5. 55 (2H, s), 6. 00 (2H, ), 7. 27-7
. 38(5H, m), 7. 39-7. 45(2H, m), 7. 48-7. 53 (1H, m), 7. 61-7. 66 (1H, m), 7. 73-7. 77 (1H, m
),7.99-8.02(1H, m), 8. 99 (2H, brs).

Eihf] 176
N-{6-[2-(3-_L I N-2-43 )-2,3-Vb K-S A IFS—)L-1-4A V)-T

TFN]-3,3-VAFN-2,3-VE Fa-X VTS5 -T-A)}-N-AFNL-FTE T
I R RAGKEEIE

CH,
HC.
NH.HBr 0
0
0

1H-NMR (DMS0-d6) 6 :
1.39(6H,s), 1.82(3H, s), 3. 14(3H, s), 4. 48(2H, s), 5. 53 (2H, s), 5. 95(2H, s), 7. 27-7
.43 (7TH, m), 7. 48-7. 52 (1H, m), 7. 60-7. 66 (1H,m), 7. 95 (1H, s), 7. 98 (1H, s) .

Ehap 177
BeEe 1-{3-(1-TE hF-1-AFN-TF))-5-[2-3-_ P )N-2-4 3 ) -2, 3~

v Fa-X A IFS—)-1-A)V)-TEF)L]-2-t RuFx -7 c=,1}-1-
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AFN-TF )T AT ) Bk EREE

CH,

e

H,C CH30

NH.HBr
OH

N)LN
O e

HC P
04/\
CH,

1H-NMR (DMS0-d6) 6 :
1.86(12H, s), 2. 05(6H, s), 3.82(3H, s), 5. 65(2H, s), 6. 34(2H, s), 7. 03-7. 31 (9H, m) ,
8.07(2H, s), 9. 56 (9H, brs).

Ehaf] 178
2-(3-_IN-2-43 )-2,3-Vk K- A IFS—-1-4)-1-(3-T 1

F-5-F3 T F)N-4-t KuFi-Txz=)L)- & ) BILKEBRE

CH

3
H,C CH,
NH.HBr
OH
N N
o) Br

1H-NMR (DMS0-d6) § :
1.41(9H, s), 5. 56 (2H, s), 5. 98 (2H, s), 7. 25-7. 45(7H, m), 7. 48-7. 54 (1H, m), 7. 62-7.
68 (1H, m), 7. 83-7. 88 (1H, m), 8. 20-8. 23 (1H, m), 9. 02 (2H, brs).

Ehadl 179
2-(3-_RyIN-2-43 )-23-Vk Ra-xX VAL I8/ —L-1-4/L)-1-(8-%F 3
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TFN~-4, 4T RAFN-1-FF/-FAra<v-6-A\) -5 ) BIWKRER

1H-NMR (DMSO-d6) 6 :

1.39(3H, s), 1. 56 (3H, s), 1. 62 (94, s), 1. 73-1. 80 (1H, m), 2. 81-2. 91 (1H, m), 3. 09-3.
27 (2H,m), 5. 56 (2H, s), 6. 01-6. 20 (21, m), 7. 26-7. 46 (TH, m), 7. 48-7. 54 (1H, m), 7. 64
-7.71(1H, m), 7. 90-7. 95 (1H, m), 8. 19-8. 24 (1H, m) , 9. 04 (2H, brs).

Fhiaf 180

2-(3- R UN-2-43)/-2,3-Vb Fu-Xy VA IFS—)L-1-4)V)-1-(8-%F 3

TFN-4, 4~ RAFN-1,1-VFAF I -FAIn<wr-6-A)V)-= & ) BibKkE
BEHE

LH-NMR (DMSO-d6) 6 :

1. 50 (6H, s), 1. 63 (9H, s), 2. 29-2. 35(2H, m), 3. 54-3. 59 (2H, m) , 5. 55 (2H, s), 6. 08 (2H
,s),7.26-7.45(7H, m), 7. 48-7. 53 (11, m), 7. 64-7. 70 (1H, m), 8. 13-8. 19(2H, m), 9. 02
(2H, brs).

E Bl 181
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2-(3-_UION2-43 /-2,3-VE Fu-x_ A I/ —-1-4 )-1-[3,5-F

A-(1-E FaxL-1-AFN-TFN)-4-XA  F-Tx=)V]- & ) R

OH
HC | CHs
NH.HCI O~cH,
N CH,
OH
o CH,

1H-NMR (DMS0-d6) 6 :

1.65(12H, s), 3. 96 (3H, s), 5. 62 (2H, s), 6. 23(2H, s), 7. 09-7. 28 (9H, m), 8. 25 (2H, s),
9. 26 (2H, brs).

E e 182

2-(3-R_UIN-2-43 )-2,3-Pk Fa-_ VA IFS—-1-4A V) -1-(3-% 3

TFII-5-rnan-4-t RuXx -7 z=)\)- ¥ ) ;B KkKERE

CH
3
HCL-CH,

NH.HBr
OH

Cl

1H-NMR (DMS0-d6) § :
1.42(9H, s), 5. 42 (1H, s), 5. 56 (2H, s), 5. 98 (2H, s), 7. 26-7. 44 (TH, m),, 7. 48-7. 54 (1H
,m),7.61-7.67(1H,m), 7. 82-7. 86 (1H, m), 8. 07-8. 10 (1H, m), 9. 04 (2H, brs) .

Ehak 183
20-(1-_Yy PN~ IH- RS A IFY —)V-2-A VT I ))-1-(3,5-C-F 3 TF )L

-t FrXi-TzoA)-Frir-1-4 v Eigk
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OH

H—Cl HN

NN

1H-NMR (DMS0-d6) 6 :
1.41(18H, s), 1. 61(3H, d, J=8Hz), 5. 48-5. 71 (2H, m), 5. 77-5. 86 (1H, m), 7. 20-7. 47 (9
H,m), 7.81-7.87(2H, m), 8. 01-8. 07 (1H, m).

Eitaf] 184
5-[2-QB- N VN-2-A4 X /) -2,3-Vk Ra-_X VA IFS—N-1-A V) -TEF

N-T-83 TFN-1,3-Vkt Ka-A . K—)L-2-F . ; B{b/KEfEE

CH

3
HCLCH,

NH.HBr

vas2acs

1H-NMR (DMS0-d6) & :
1. 36 (9H, s), 3. 63 (2H, s), 5. 52 (2H, s), 5. 95(2H, s) 7. 20-7. 62 (9H, m), 7. 84 (2H, s), 8.
96 (1H, s), 10. 68 (1H, s).

Ehef 185
5-[2-(3-_ VN -2-4 3 )-2,3-V Fu-xXJ A4 IX/—)L-1-4 )L)-F7 & F

N1-T-%8 3 TFN-3,3-VAF)L-1,3-Vk -4 » F—)L-2-F > ; Bit/kFER:
#
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1H-NMR (DMS0-d6) § :

1.33(6H, s), 1. 37(9H, s), 5. 54 (2H, s), 6. 00 (2H, ), 7. 24-7. 43 (TH, m), 7. 46-7. 52 (1H
,m),7.61-7. 66 (1H, m), 7. 86 (1H, d, J=2. 4Hz), 7. 95 (1H, d, J=2. 4Hz), 9. 00 (1H, s), 10.
64 (1H, s).

Efiwff 186
2-(3-R_RIN-2-4 2 )-2,3-Vt Ra-x_X VA IF)—-1-4 V)-1-[7-(1-

ARFU-1-AFN-TF)N)-3,3-TAFN-2,3-VE Fa- X V75 -5-4

N-xZ ) v BALKREER

o/CH3

e cn,

NH.HBr
0

R
0 H,C o,

1H-NMR (DMSO-d6) § :
1.34(6H, s), 1. 53 (6H, s), 3. 17(3H, s), 4. 39 (2H, s), 5. 51 (2H, s), 5. 94 (2H, s), 7. 24~7
.48(8H,m), 7. 58-7. 64 (11, m), 7. 89 (1H, s), 7. 92(1H, s).

Ehafil 187

2-(3-RUIN-2-43 )-2,3-Vk Ra-_Xu VAL IFS—-1-4)V)-1- (8- 3

TFN-Ia=w-6-AN)-TH ) BALKEEER
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CH,

HC e,

1H-NMR (DMS0~d6) 6 :
1. 38(9H, s), 1. 96-2, 01 (2H, m), 2. 84-2. 92 (2H, m), 4. 29-4. 35(2H, m), 5. 53 (2H, s), 5.

94 (2H, s), 7. 28-7.43(7H, m), 7. 47-7. 51 (14, m),, 7. 57-7. 62 (1H, m), 7. 71 (1H, s), 7. 77
(1H, s), 8. 98 (2H, brs).

Elhim ] 188
4-3- RN -2-4 3 )-23-V Ra- XV AL IF)—)L-1-4 )L A F

W) -2, 6= 3 TF)IN-T ) —); BILKERRE

NH.HBr

N~ N CH,
CH,

H,C
H,C

1H-NMR (DMS0-d6) 6 :
1.30(18H, s), 5. 39(2H, s), 5. 53 (2H, s), 7. 08 (2H, s), 7. 09 (1H, s), 7. 25-7. 40 (7TH, m),

7.52(1H, d, J=7. 6Hz), 7. 63 (1H, d, J=7. 2Hz), 9. 15(2H, s) .

FEhe il 189
2-(3-R_VN-2-4 2 )-2,3-VE Fa-RXR A IF/—)L-1-4)V)-1-(3,5-

B3I TFNA-E Fnx-Tx=/)-TF )V 0-AFN-FFT A BAbKER
Hi
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1H-NMR (DMS0-d6) 6 :
1.51(18H, s), 4. 03(3H, s), 5. 32(2H, s), 5. 55 (2H, s), 6. 76 (2H, d, J=6. 8Hz), 6. 95 (21,
s), 7.20-7.40(8H, m), 7. 55 (1H, d, J=7. 6Hz), 9. 09 (2H, s) .

Ehtifs] 190
N-{5-[2-(3-_PN-2-4 3 /~2,3-Vb Ra-R A I ZV—)-1-4 V) -T

TFAN]I-3-F 3 TFNAN-2-L RRX L -Tx=W-N-TFN-RXAFZANT T
I R RALKERRE

CH
H,C_ [ 3
3 CH,
NH.HBr
OH
©/\N N
/\
o) N™ “ch,
o’,s\\ o
H,C

1H-NMR (DMS0-d6) 6 :
1.02(3H, t, J=6.8Hz), 1. 41 (9H, s), 2. 47-2. 54 (2H, m), 3. 17 (3H, s), 5. 56 (2H, 5), 5. 92
(2H, s),7.24-7.52(8H, m), 7. 63-7. 68 (1H, m), 7. 88 (1H, s), 7. 98 (1H, s).

Ehuf] 191
N-{6-[2-(B-R_L I )N-2-4 2 )-2,3-Vt Ru-x_V LI/ —)L-1-4 )V)-T

L FN]-3-FE3TFNAL-2-L FaFL-Tx=}-N-Q-X FFL-ZF))~-A F
AT T 2K BRALKERE
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CH,

H,C CH,
NH.HBr
OH
N N
o)

o’/s\\ o

H.C

1H-NMR (DMS0-d6) 6 :
1. 40(9H, s), 3. 19(3H, s), 3. 23(3H, s), 3. 62-3. 88 (4H, m), 5. 54 (2H, s), 5. 96 (2H, 5) , 7
.26-7.52(8H, m), 7. 64-7.69 (1H, m), 7. 91 (1H, s), 7. 99 (1H, s), 8. 98 (2H, brs).

FEhefsl 192
N-{5-[2-(3-_ I )N-2-4 2 )-2,3-Vb Fa-xX VA IX)—)L-1-4 )L)-F

TFI]-3-F 3 TFIN-2-t FuFxi~-T7x=)L}-N-2-t RuFxi -xF)L)-A X
YANT T 2K BRI

CH
H.C 3
3 CH,
NH.HBr
OH
N N
0 N OH
/
o’,s\\ o
H,C

1H-NMR (DMSO-d6) 6 :
1.39(9H, s), 3. 19(3H, s), 5. 57(2H, s), 5. 98 (2H, s), 7. 24-7. 52 (8H, m), 7. 60-7. 66 (1H
,m),7.88(1H, s), 8. 02(1H, s).

FEhaf 193

2-(3- RN PN2-43/-2,3- Vb Fa-_X VA IF—N-1-4 V) -1-3-F 3

TFN-5~TF)L-4-t RaFi-Txz=)V)-x& ) B{b kEEEE
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CH,
H,C 2h,
NH.HBr
OH
@/\N N
0
H.C

1H-NMR (DMS0-d6) § :
1.18(3H, t, J=7. 6Hz), 1. 41 (9H, s), 2. 71 (2H, q, J=7. 6Hz), 5. 53 (2H, s), 5. 95 (2H, s), 7
.24-7.35(5H, m), 7. 37-7. 43 (2H, m) 7. 46-7. 51 (1H, m), 7. 58-7. 63 (1H, m), 7. 77 (2H, s)

Ehak 194
1-(1=-7EFN-T-F 3 TF)L-3,3-CAF)N-2,3-Vk Ru-1H-4  K— L -5-A

V)-2—(3-_)-2-4 2 )-2,3-Vb K- A IX)—)L-1-{)V)- ¥

/5 RAL KRB

1H-NMR (DMSO-d6) 6 :
1.24(6H, s), 1. 37(9H, s), 2. 24(3H, s), 3. 83(2H, s), 5. 54 (2H, s), 6. 01 (2H, s) 7. 24-7.
36 (5H, m), 7. 37-7. 43(2H, m), 7. 45-7. 52 (14, m), 7. 62-7. 68 (1H, m), 7. 74 (1H, d, J=1. 6
Hz), 8. 02 (1H, d, J=1. 6Hz), 9. 03 (1H, s).

FEhta il 195

THEN-ANT + VBE(-[2-B- U VN-2-43/-2,3-VE Fr-_ VA3
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BN AN)-TEFN]-3-FITFA-2-E FaF-To=N}-TI KR
il &7 2

H,C

1H-NMR (DMSO-d6) § :
0.77(3H, t, J=6. 8Hz), 1. 17-1. 32(2H, m), 1. 50-1. 62 (2H, m), 2. 83 (2H, t, J=6. 8Hz), 5.
42 (2H, s), 5. 64 (2H, s), 7. 12 (2H, m), 7. 26-7. 58 (TH, m), 7. 45(1H, s), 7. 60 (1H, s).

Ehufl 196
2-(3-~_ ) -2-4 2 )-2,3-Vb K- VAL IF/—)L-1-4 )V)-1-[3-F 3

TF)-5-2-T hF-TF))-4- KuFxi-TJx=o)V]-2 & ) v BIbKkFERE
]

C
SN

sgte

1H-NMR (DMS0-d6) 6 :

OH

o\
CH,

1.11(3H, t, J=6. 8Hz), 1. 40 (9H, s), 2. 92-2. 98 (2H, m) , 3. 58-3. 64 (m, 2H), 5. 49 (2H, s)
,5.88(2H,s),7.25-7.46(7H, m), 7. 52-7. 58 (1H,m), 7. 74 (3H, m)..

Ehu kil 197
0- (8-~ I)N-2-43 )-2,3-Vk Ra-x_u VA IF)—)L-1-4 V) -1-[3-% 3
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TFN-4-t FaFI-5-Q-A vz F))-T == )V]- & ) v BAbKEREE

NH.HBr

X
g@ O O—CH,

1H-NMR (DMS0-d6) § :

1.41(9H, s), 2. 96 (2H, t, J=6. 4Hz), 3. 28 (3H, s), 3. 57 (2H, t, J=6. 4Hz), 5. 53 (2H, s), 5
.94 (2H, s), 7. 24-7. 35(5H, m), 7. 37-7. 42 (2H, m), 7. 46~7. 50 (14, m), 7. 58-7. 62 (1H, m
), 7.79(2H, 5).

E ] 198
N-{6-[2-B-_PN-2-A4 X /)-2,3-VEt Fa-_XUYV A IFS—N-1-4A V)-T

TF]-2-t RaxL-T 2= )L}-N-AFN-RXAZ L R)VT T 3 KRR

NH.HCI
OH

N" N ,0
(4

~S-CH

0 NN
CH

1H-NMR (DMS0-d6) § :
3.08(3H,s),3.21(3H,s),5.66(2H,s), 6.09(2H, s), 7. 23-7. 43(8H, m), 7. 47-7. 53 (1H
,m),7.57-7.63(1H, m), 7. 93-7. 98 (14, m), 9. 52 (2H, brs), 11. 68 (1H, s).

Eha ] 199
2-(3-_yIN-2-42)-2,3-Vt Fa-xX /AL IF/)—)L-1-4)V)-1-(3-% 3

TFN-4-t RaF-5-AFN-T = ))- ¥ ), B/ KEBRE
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c CH,

H,

NH.HBr
OH

o
& H T

1H-NMR (DMS0-d6) 6 :
1. 40 (9H, s), 2. 30 (3H, s), 5. 54 (2H, s), 5. 93 (2H, s), 7. 23-7. 50 (8H, m), 7. 56-7. 62 (1H
,m), 7.72-7.82(2H, m).

5 Eha) 200
2-(3-_XUN-2-43X)-2,3-Ve Ra-X VA IFXFS—)L-1-4)V)-1-(3-%F 3

TFN-4-b Faxy-5-XA XU AFNL-T==)V)- X ) BALKERE

CH,
H,C CH,
NH.HBr
OH
N N
(0]
(0]
N
CH,
1H-NMR (DMS0-d6) 6 :
0 1.41(9H, s), 4. 57 (21, s), 5. 55(2H, s), 5. 97 (2H, s), 7. 22-7. 43 (TH, m), 7. 45~7. 52 (1H

,m),7.58-7.64(1H, m), 7. 86 (1H, s), 7. 89 (1H, s), 9. 03(2H, s).

Ehf] 201
N-{5-[2-(B3-_ TV N-2-43 /-2,3-VE Ra-_XU YA IF/—N-1-{V)-T

TFN]-3-TF)N-2-t Rax -T2 )V}-N-AFI)I-AFZ AV T T I F;

5 R ALK
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H,C
NH.HBr
OH
N~ °N
_CH
o) ,N 3
0=
He ©
3

1H-NMR (DMSO-d6) 6§ :
1.22(3H, t, J=6. 8Hz), 2. 72(2H, q, J=6. 8Hz), 3. 01 (3H, s), 3. 34(3H, s), 5. 60 (2H, s), 6
.24(2H,s), 7.08-7.37(9H, m), 7. 82 (1H, s), 8. 24(1H, s), 9. 12(2H, brs).

E ] 202
N-{5-[2-(3-R T N-2-43 )-2,3-Vt Ra~- XIS A IX/S—)-1-4A)V)-T

EFNA]-2-E X -3-A VY TubN-T=V-N-AFIN-RBF L RA)VT
7 I R RAKEEE

3 CH,
NH.HBr
OH
N~ N

_—CH
0 N

O’,S\\O

H.C

1H-NMR (DMS0-d6) 6 :
1. 08(6H, d, J=7. 2Hz), 2. 98(3H, s), 3. 27 (3H, s), 3. 25-3. 34 (1H, m), 5. 57 (2H, 5), 6. 22
(2H, s), 7.01-7. 32(9H, m), 7. 80 (1H, s), 8. 23(1H, s), 9. 03 (2H, brs) .

Ehefl 203
2-(3-_ VN -2-43 )-2,3-Vt Ke-XU VA IFX)—)-1-4)L)-1-(5-% 3

TFN-22-VAF V-2 3-VCk Rua-lH-X V[, 3, 4] FFVF 7 -7-4 L) -
x & ) v BbKEEE
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CH,

H.C

3 CH3

NH.HBr

0]

v Op )
~8S=0

o) N %

1H-NMR (DMS0-d6) § :

1.46(9H, s), 5. 05(2H, s), 5. 52(2H, s), 5. 35-5. 43 (2H, m), 7. 28-7. 50 (11H, m), 7. 19-7
.22(1H, m).

FEl 204

2-(3- Ry IN-2-4327-2,3- Vb Ra-XU /AL IFS—-1-4 V) -1-(8-% 3

TFIN—A4-RABZ VAN T = V-3,4-Vk Ra2H-_ YV [1,4] 4 F % -6-4
V- F ) v B bk EEEE

CH,
N
NH.HBr
M 0
N N )
O;/S\\
HC ©

3
1H-NMR (DMS0-d6) § :

1.41(9H, s), 3. 21 (3H, s), 3. 84-3. 92(2H, m), 4. 44-4. 51 (2H,m), 5. 53 (2H, s), 5. 97 (2H
,s),7.18-7.45(7H, m), 7. 46-7. 52 (1H, m), 7. 60-7. 66 (1H, m), 7. 73-7. 78 (1H, m), 8. 19
-8.24(1H,m), 9. 01 (2H, brs).

Fh | 205

2-(3-_UIN-2-4 3 )-2,3-Pb Fua-_u AL IFYS—-1-4A V) -1-5-% 3

TFN-1-RAFN-2,2-VAF V-2 3-t Fa-1H-XV[1,3 4] FFHF 7
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~T-A W) -xF ) v Bk ERIE

c
N
NH.HBr
)L 0
N N >
o ,"‘/s\io
H,C

1H-NMR (DMS0O-d6) 6 :

1.42(9H, s), 3. 36 (3H, s), 5. 54(2H, s), 5. 65 (21, s), 6. 03 (2H, s), 7. 25-7. 37 (BH, m), 7
.39-7.45(24, m), 7. 48-7. 53 (1H, m), 7. 58-7.65 (14, m), 7. 73-7. 78 (14, m) , 7. 80-7. 84
(1H, m), 8. 99 (2H, brs).

il 206
2-(3-_UIN-9-4 3 )-2,3-Vk Ra-x_y VA4 I —-1-4 V) -1-[3-% 3

7T F)-4-t Fu¥x-5-2-t Fu¥x i -F))-7 ;n:/v]—:w J v RibKE
BER

CH,
H,C CH,
NH.HBr
OH
N N
0
OH

1H-NMR (DMSO-d6) & :

1.40(9H, s), 2. 89 (2H, t, J=5. 2Hz), 3. 74 (2H, t, J=5. 2Hz), 5. 53 (2H, s), 5. 93 (2H, 5), 7
.24-7.35(5H, m), 7. 36-7. 42 (2H, m), 7. 45-7. 50 (1H, m), 7. 57-7. 62 (1H, m), 7. 79 (2H, s
).

Ehtafl 207
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N-{5-[2-(3- R I )N-2-4 2 )-2,3-Vt Ra-XV A IF/S—)-1-A V)-F

TFN]-3-FEI T FN-2-L RuXxL - -7 7 I F; B{bkERE

CH
N
NH.HBr
OH
N~ N
0
N._ _CH,

b

0

1H-NMR (DMSO-d6) § :

1.41(9H, s), 1.94(3H, s), 4. 25(2H, d, J=6. OHz), 5. 55 (2H, s), 5. 96 (2H, s), 7. 20-7. 42
(TH, m), 7. 46-7. 52 (14, m), 7. 56-7. 64 (1H, m), 7. 81 (1M, s), 7. 87 (1H, s) 9. 04 (2H, s), 9
.21 (14, t, J=6. OHz).

Eh ) 208
N-{6-[2-(3-R_R)-2-4 2 -2 3-TVt Fu-X A IF/—)L-1-4A V)-T

TFN]-3-FEI3TFN2-L FuFxFi XU PN -N-AF)L-TE 7 I F; Bk

CH,
HC e,
NH.HBr
OH
N N
O
N CH
A
0]

LH-NMR (DMSO-d6) § :
1.38(9H, s), 2. 11 (3H, s), 3. 12(3H, s), 4. 49 (2H, s), 5. 54 (2H, s), 5. 98 (2H, s), 7. 24-7
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.35(5H,m), 7. 36-7. 42(2H, m), 7. 45-7. 51 (1H, m), 7. 57-7. 63 (1H, m), 7. 88 (iH, s),7.9
9(1H, s).

FEfh ) 209

N-{5-[2-(3-_V N-2-4 2 )-23-Vt Fa-XU VA IF/S—)L-1-4 )V)-T

TFN]-3-F 3 TFN-2- RaRL RPN -AFZANTH+T I KBk

CH,
HC I 8,
NH.HBr
OH
N~ N
o
N\S/<O
l1™>CH,
0

1H-NMR (DMS0-d6) & :

1.43(9H, s),2.95(3H, s), 4. 27(2H, s), 5. 54 (2H, s), 5. 96 (2H, s), 7. 24-7. 35 (5H, m), 7
. 36-7.43(2H,m), 7. 45-7. 50 (1H, m), 7. 57-7. 62 (1H,m), 7. 86 (1H, s), 7. 94 (1H, s)..
Ehafl 210

LTHAR)NT F EE{5-[2-(3-R_ U )N-2-4 2 )-2,3-Vb K-/ A4 IF

—=1-ANW)-FEF)N]-3-8 3 TF)NL-2-L FuaxL-Txz=)L}-AF)-F 3
F; RAWKREEE
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CH,
H,C S,
NH.HBr
OH
N~ °N
_CH
0 N=s
Oﬁs\\o
H.C

1H-NMR (DMSO-d6) 6 :

1. 30(3H, t, J=7Hz), 1. 42(9H, s), 3. 19 (91, s), 3. 26-3. 38 (2H, m), 5. 55 (2, s), 5. 93 (2
H, brs), 7.22-7.37(6H, m), 7. 39-7. 45 (2H, m), 7. 47-7. 53 (1H, m), 7. 61-7. 67 (1H, m), 7
.83-7.88(1H, m), 7. 95-8. 01 (1H, m), 9. 00 (2H, brs).

FEhEHl 211
N-{6-[2-(3-R2 I )-2-43 )-2,3-Vt Ra-XUJS A IFS—N-1-4{ V)-T

TFN]-3-FITFNA-2-E R F -T2V} -N-AFN-C-T = )-RAF R
N7 T 2K Bk REEE

H,C CH3CH3
NH.HBr
OH
N N
/ ;\‘/CH3
o=

1H-NMR (DMS0-d6) 6 :
1.43(9H, s), 3. 26 (3H, s), 4. 70 (2H, brs), 5. 55 (2H, s), 5. 99 (2H, brs), 7. 26-7. 47 (13H

,m),7.48-7.53(1H, m), 7. 63-7. 69 (1H, m), 7. 89-7. 94 (1H, m), 8. 10-8. 14 (1H, m), 9. 02
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(2H, brs).

E | 212
5-[2-(3-R I N-2-43 )-2,3-Pt k- VA IFS—)L-1-A V)-TtF

W3-8 3 TFN-2-t RaFL-NN-CAFN-RU XTI F; BIOkERE
HC 'S

CH,

NH.HBr
OH

N)kN Rk
O
O
1H-NMR (DMS0-d6) 6 :
1.40(9H, s), 3. 00(6H, s), 5. 53(2H, s), 5. 96 (2H, s), 7. 24-7. 42(7H, m), 7. 46-7. 51 (1H
,m),7.58-7.64(1H, m), 7. 89 (21, s).

Ehtf] 213
5-[2-(3-_VIPN-2-4 2 )-2,3-Ck K- A I XS —)-1-A V)-T & F

JV1-3- 3 TFI)I-N-=F)L-2-t R FL-N-AFN-_ X7 I K; B{b/kERR
i}

CH,

N

NH.HBr
OH

A -
N
(0] \/CH3
O .

1H-NMR (DMSO-d6) 6 :
1.13(3H, t, J=6. 8Hz), 1. 42(9H, s), 2. 98 (3H, s), 3. 32-3. 48 (2H, m), 5. 53(2H, s), 5. 98

(2H, s), 7. 25-7. 52(8H, m), 7. 60-7. 66 (1H, m), 7. 84 (1H, s), 7. 92 (1H, s), 9. 03 (2H, brs
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).

FE il 214

5-[2-(3-_L U N-2-4 32 /) -2,3-V k- AL IFS—)L-1-4 )L)-F & F
N-3-B3 TFN-2-t RRXL-N-AFN-_V AT I R Bk REEE

CH,
N

NH.HBr
OH

A
N
o \CH3‘
O

1H-NMR (DMS0-d6) 6 :

1. 41(9H, s), 2. 87(3H, d, J=4. OHz), 5. 54 (2H, s), 5. 97 (21, s), 7. 44-7.65(11H,m), 8.5
8 (1H, brs).

FEhatl 215

2,2, 2-h Y TN A - FZ L ANT F UEE{(H-[2-B3- XU N-2-42 /-2,3-Vk

Ka-Ry A XX —-1-A NV)-TEFN]-3-FE3 TFNL-2-t RnFi -7
=)V =X F -7 I F; BALKERE

CH,

H,C cH,

NH.HBr
OH
O F

N N é/ F
0 N7l F

He ©

3

1H-NMR (DMSO-d6) § :
1.42(9H, s), 3. 27(3H, s), 4. 50-5. 90 (2H, m), 5. 55 (2H, s), 5. 38-5. 47 (2H, m) , 7. 26-7.

37(5H,m), 7. 39-7. 45(2H, m), 7. 48-7. 53 (1H, m), 7. 62-7. 68 (1H, m), 7. 87~7. 93 (1H, m)
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,8.02-8. 09 (1H,m), 9. 00 (2H, brs), 10. 37 (1H, brs) .

Ehapl 216
2-(3-RyIN-2-43 )23V Ra-_U A IXS—)L-1-A V) -1-[3-F 3

TFN-5-(L,1-VAXS-ASF TNV -2-AMV) -4k Faxi-T7 =]
x X ) BAKEBIR

CH,
MCJ "cH,
NH.HBr
OH
N N

° I

S

o7l

0]

1H-NMR (DMS0O-d6) § :

1.38(9H, s), 2. 45-2. 56 (2H, m), 3. 46 (2, t, J=7Hz), 3. 83 (2H, t, J=THz), 5. 60 (2H, s),
6.22(2H, s), 7. 06-7. 38 (TH, m), 7. 58-7. 60 (1H, m), 7. 92-7. 95 (1H, m), 8. 07-8. 11 (2H,
m), 9. 21 (2H, brs).

Ehapl 217
1-{5-[2-(3-_ I )N-2-4 2 })-2,3-Vt K-V A I XS —)L-1-4 L)-T

TFN]-3-FEITFN-2-t FuF-TJxo )V -¥ul Jr-2-F; BRibkFHEE
H

CH,
HC e,
NH.HBr
OH
N7 N
° I
0

1H-NMR (DMSO-d6) 6 :
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1.42(94, s), 2. 11-2. 22 (2H, m), 2. 40-2. 47 (2H, m), 3. 65-3. 71 (2H, m), 5. 52 (2H, s), 5.
91(2H, s), 7. 23-7.35(5H, m), 7. 36-7. 42 (2H, m), 7. 45-7. 51 (1H, m), 7. 58-7. 63 (1H, m)
,7.79-7.86(2H, m).

Euf 218
5 5-[2-(3-_N-2-4 2 )-2,3-Vk Ra-_X VA IF—)-1-4 )L)-F & F

N-3-FI3TFN-2- FBRT-NN-TVAFA-REBVRANTH T I F; B4R

7K E W
CH,
H,C oH,
NH.HBr
OH
N~ N
0
Z
0] //S\
O N—cCH,
/
H,C
LH-NMR (DMSO-d6) § :
0 1.42(9H, s), 2. 79 (6H, s), 5. 41 (2H, s), 5. 93 (2H, ), 7. 08-7. 15 (1H, m), 7. 20~7. 40 (8H

,m),8.12(1H, s), 8. 15(1H, s), 10. 09(1H, s).

Ei@Hl 219
5-[2-(3-~_DN-2-4 3 )-2,3-Vk Ru-X_ A IFZ)—)L-1-fA V)-TE&F

NW]-N-TFN-3-5F3 TFN-2-t Rax - X7 I KN, B{LKERE

CH,
HC [ o,

NH.HBr
OH

A
SE T
5

1H-NMR (DMS0-d6) 6 :
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0.82(3H, t, J=6. 8Hz), 1. 32-1. 40 (2H, m), 1. 47 (9H, s), 1. 60-1. 68 (2H, m), 3. 88-3. 95 (
2H, m), 5. 51 (2H, s), 6. 08(2H, s), 7. 22-7. 48 (9H, m), 8. 19 (1H, s), 8. 58 (1H, s).

FE i 220

2-(3- Ry PN-2-43)-2,3-VE Fu-_U VA IFS—-1-4/V)-1-(5-% 3
TF)-4-t RRFL-2-RFN-T = )V) -7 ) BV KERE

CH,

HC o,

NH.HBr

NJ\N
o8 =T

1H-NMR (DMS0-d6) 6 :

OH

1.42(9H, s), 2. 36 (3H, s), 5. 55(2H, s), 5. 91 (2H, s), 6. 76 (1H, s), 7. 24-7. 35 (5H, m) , 7
.36-7.42(2H,m), 7. 46-7. 52 (1H, m), 7. 60-7. 66 (1H, m), 7. 88 (1H, s), 9. 00 (2H, s) 10. 4
5(1H, s).

FEhwpl 221

2-(3-RyIN-2-43)-2,3-Pk Fu-xXR IS AL IFS—n-1-4V)-1-(T-E R
¥ A F AL N) -2 F ) 5 BACKEREEE

NH.HBr
OH

1H-NMR (DMS0-d6) 6 :
1.94-2.03(2H, m), 2. 76 (2H, t, J=7. 6Hz), 3. 13 (2H, t, J=7. 6Hz), 5. 55(2H, s), 5. 85 (2H
,s),6.84(1H, d, J=8. 4Hz), 7. 24-7. 43 (TH, m), 7. 46-7. 52 (1H, m), 7. 55-7. 60 (1H, m), 7
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.91 (1H, d, J=8. 4Hz), 9. 05(2H, s), 11. 13(1H, s).
ElwHl 222
{(5-[2-B-_IN-—2-42)-2,3-Vt Ru-x_u A IF)—)L-1-4)L)-T &

FN]-3-F 3 TF)-2-L RFxI -T2 )V} - AF )V UEE AF LT X
TV B ALK EEEE

CH,
N
NH.HBr
OH
N~ N 0
H,C

1H-NMR (DMSO-d6) & : ,

1.44(9H, s), 3. 30 (3H, s), 3. 42(3H, s), 5. 53 (2H, s), 6. 04 (2H, s), 7. 23-7. 43 (TH, m), 7
.45-7.52(1H, m), 7. 58-7. 65 (1H, m, ), 7. 76=7. 79 (1H, m), 7. 85-7. 90 (1H, m).

FEhahl 223

2-{5-[2-3- RV TPN-2-43 /-2,3-VE Ku- XU AL IFS—N-1-4)V)-T

EFN]-3-FITFL2-L KX -T2 W-NN-VRAFA-TE T I K E
{LKREER

CH
1o n,
NH.HBr
L g
N~ N o
/
H,C

1H-NMR (DMSO~-d6) 6 :

1.40(9H, s), 2. 52(6H, s), 3. 88(2H, s), 5. 54(2H, s), 5. 93 (2H, s), 7. 22-7. 62 (9H, m), 7
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.81(1H,s), 7.89(1H, s).
Ehep 224
2-(3-RUI)N-2-4 2 /)-2,3-V Ru-_u A IFS—)-1-4)V)-1-(3-F 3

TFN-4-t Fuxi-5-=ru-Jxz=)\)-x ¥ ) B{LkEREE

NH.HBr

|
N/kN
d@ R
o

1H-NMR (DMS0-d6) § :

1.40(9H, s), 5. 54 (2H, s), 5. 96 (2H, s), 7. 25-7. 46 (TH, m) , 7. 50 (1H, m), 7. 63 (1H, m), 7
.91 (1H, d, J=2. 4Hz), 8. 54 (1H, d, J=2. 4Hz), 8. 97 (2H, s) .

FEhufl 225

2-3- R IN-2-43 /-2,3- P RIS ALIFS—N-1-4A V) -1-B-F 3
TFN-4-b FaFL-5-A  NF-Tx=)V) - F ) v BLKEEE

CH
H.C 3
3\/-CH,
NH.HBr
L o
N N

0 P

H,C

1H-NMR (DMS0-d6) § :

1. 39(9H, s), 3. 87 (3H, s), 5, 48 (2H, s), 5. 91 (2H, s), 7. 21-7. 45 (8H, m), 7. 48-7. 55 (2H
,m), 7.58-7.62(1H, m).

Ehufl 226
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3-{5-[2-(3-_IN-2-4 3 )-2,3-Vb Ra-<_ VA IF)—)L-1-4)L)-F

TFN]-3-FITFNA-2-E X -T2 -Fu Vg AFVZ AT R

€

CH,
H,C CH,
NH.HBr
l OH
N~ N
0

0

O\
CH,

1H-NMR (DMS0-d6) § :
1.40(9H, s), 2. 63 (2H, t, J=6. 8Hz), 2. 98 (2H, t, J=6. 8Hz), 3. 61 (3H, s), 5. 53 (2H, s), 5

.92(2H, s), 7. 24-7. 50 (8H,m), 7. 56-7. 62 (1H, m), 7. 78 (2H, s).

Ehap 227
2-(3-_VIN-2-43 )-2,3-Vb K- A IF)—)-1-4)V)-1-(4-t K

% -FTZLL-1-AIV)-TF ) v BirkERE

NH.HBr

X o
N~ °N
o )
1H-NMR (DMSO-d6) 6 :

2.05(2H, s), 5.57(2H, s), 6. 01 (2H, s), 7. 05(1H, d, J=8. OHz), 7. 21-7.65(11H, m), 8. 2

8(1H, d, J=8. 4Hz), 8. 45(1H, d, J=8. OHz), 8. 96 (1H, d, J=8. 4Hz).

Efs] 228
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(5-[2-(3-_ I N-2-4 2 )-2,3-Vk K-V A IFS—N-1-4A )V)-T+

FN]-3-FEITTFN-2-k Faxi-Tx /)X -HiEE AFNTRT ) B{EKE

ey
CH,
H,C eH,
NH.HBr
| OH
N
3 0
L
o

1H-NMR (DMSO—d6) 6 :
1.41(9H, s), 3. 71 (3H, s), 4. 94(2H, s), 5. 52 (2H, s), 5. 96 (2H, s), 7. 44-7. 72 (11H, m).

Ehu| 229
1-(4-7EFN-8F 3 7TF/)N-34-t Ra-20H-_V[1,41FFH% T -6-1

W)=2-(3-R_RI)N-2-4 3 )-23-Vb Ra-xX /)AL XX/ —)-1-{)L)-= X

0 / v RACKRERIE

CH
AN
NH.HBr
N 0
NN )
OJ\
CH,
1H-NMR (DMSO-d6) § : .

1.41(9H, s), 2. 32(3H, s), 3. 92(2H, t, J=4. 4Hz), 4. 49 (2H, t, J=4. 4Hz), 5. 55 (21, s), 5

.96 (2H, s), 7. 25-7. 45(7H, m), 7. 50 (1H, m),, 7. 63 (14, m), 7. 74 (1H, s), 8. 30 (1H, brs),

5 9.00(2H, s).

188



WO 02/088094 PCT/JP02/03952

Ehe ] 230
6-[2- (3~ R VN-2-43 )-2,3-V K-S A IFS—)L-1-4 )V)-T &F
JV]-8-% 3 TF )N-4- A F)LAH-RX V[, 41 FF YV -3-F v Bk /K EEEE

CH,

H,C eH

3
NH.HBr

o ;
g @ ! 250

1H-NMR (DMSO-d6) § :

1.42(9H, s), 3. 39(3H, s), 4. 80(2H, s), 5. 56 (2H, s), 6. 07 (2H, s), 7. 25-7. 47 (TH, m), 7
.52 (1H, m), 7. 63 (1H, m), 7. 72(1H, d, J=2. OHz), 7. 74 (1H, d, J=2. OHz), 9. 02 (2H, s) .
Ehaf| 231

2-(3-RUPN-2-43 ) -2 3-Vk K-V L IFS—-1-4 ) -1-{3-% 3

TFN-4-t RaFxF-5-[Q2-A ML -ZF)V)-AF)N-T I )]-Txz=)L}-TH
/> BALKEREEE

CH,
HC 8,
NH.HBr
OH
N N
O I'\l/\/ O\
H.C CH,

1H-NMR (DMSO-d6) § : |
1. 43(9H, s), 2. 73 (3H, s), 2, 98 (2H, t, J=5. 2Hz), 3. 32 (3H, s), 3. 45 (2H, t, J=5. 2Hz), 5
.55(2H, s),5.96(2H, s), 7. 27-7.45(7H, m), 7. 51 (1H, m), 7. 64 (1H, m), 7. 75 (1H, d, J=2
. OHz), 7. 86 (1H, d, J=2. OHz), 8. 96 (2H, s). 9. 20 (1H, s) .
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Ehe ] 232

2-(3-X_ U P-2-432/)-2,3-Vk Ra-_ /AL IF)—n-1-4)L)-1- (8- 3

TF)=4-RAF)L-3 4-V & Ra-2H-_ V[, 4]FF VT -6-A)V)-= & ),
Bk EREE

CH,
HC [ o

NH.HBr

| I O
g@ 0 HaC/N)

1H-NMR (DMS0O-d6) § :

1.38(94, s), 2. 95 (3H, s), 3. 34 (2H, t, J=4. 4Hz), 4. 37 (2H, t, J=4. 4Hz), 5. 55 (2H, s), 5
.97(2H, s), 7. 25-7. 47(9H, m), 7. 50 (1H, m), 7. 61 (1H, m), 8. 97 (2H, s).

FEhaf] 233

5-[2-(3-_V VN2 /)-2,3-Vbe Fa- RIS AIFS—)-1-4)V)-T&F
N=3-F 3 TFN-2-t FaFi -V = v BAKERE

H.C CH,

3 CH,

NH.HBr
OH

A
T H YN

1H-NMR (DMS0-d6) 6 :

1.28(9H, s), 5. 52 (2H, s), 5. 72(2H, s), 7. 23~7. 36 (5H, m), 7. 38-7. 44 (2H, m), 7. 45-7.
49 (1H, m), 7. 52-7. 59 (2H, m), 7. 93-7. 98 (1H, m), 8. 07-8. 15 (2H, brs).

FEhufl 234
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- (3-_LION-2-43 )-2,3-Vt Ra-_JV A4 IX—)L-1-4 L) -1-{3-[ (2-

RPN FFRI-ZF V) -AFN-T I )]-5-5 3 TFNL-4-E Kok -Tx=
-k ) v BAWKEEEER

NH.HBr

1H-NMR (DMSO-d6) 6 :

1.42(9H, s), 2. 72(3H, s), 3. 05 (2H, t, J=5. 2Hz), 3. 57 (2H, t, J=5. 2Hz), 4. 54 (2H, s), 5
.55(2H, s), 5.96(2H, s), 7. 27-7. 47 (124, m), 7. 50 (1H, m), 7. 62 (1H, m), 7. 75 (1H, d, J=
2. 0Hz), 7. 87 (1H, d, J=2. OHz), 8. 97 (2H, s). 9. 27 (1H, s).

Eifl 235

2-(3- R IPN-2-4 3 /)-2,3- Ve Rua- XUV AL IF/—n-1-4/V)-1-{3-% 3

TF)-4-t FuFxi-5-[2-bE FrFxi-2F /W) -AF)IN-TI /)]-Tx=)L}-=
%z ) v BAWKFEEBRE

CH,
HC [ e,
NH.HBr
OH
N~ "N
o ;\l/\/OH
H,C

1H-NMR (DMS0-d6) ¢ :
1.43(9H, s), 2. 71 (3H, s), 2. 87 (2H, t, J=4. 8Hz), 3. 60 (2H, m), 4. 54 (2H, s), 5. 55 (3H, s
),5.98(2H, s), 7.27-7. 47(7TH, m), 7. 50 (1H, m) , 7. 63 (1H, m), 7. 73 (1H, d, J=2. OHz), 7.
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78 (1H, d, J=2. OHz), 9. 00 (2H, s). 9. 76 (1H, s).
El ) 236

1-(3,5-V-8 3 TFN-4-t RuFxi-Tx2=/1)-2-2-4 3 ) -3-AF)L-2, 3-

E Ra-_UVSAIFS—N-1-AN) - ¥ ) BALKREEE

CH,
HC e,
NH.HBr
OH
4 CH,
HG

1H-NMR (DMS0-d6) 6 :

1.45(18H,s), 3. 73(3H, s), 5. 94 (2H, s), 7. 29 (1H, dt, J=1. 2, 7. 6Hz), 7. 36 (1H, dt, J=1
.2,7.6Hz), 7.61(2H, t, J=7. 6Hz), 7. 85(2H, s), 8. 10 (1H, brs), 8. 78 (1H, brs).
Ehup) 237

1-3,5-V-%F 3 TFNA4-k FaxL-Tx=A)-2-@B-TFN-2-4 X )-2,3-¥

vt Ra-_o A IFS—)L-1-A)V)- & ) v, BibKBEER

CH
H.C 3
3 CH,
NH.HBr
OH
Hsc/\ \ N CH
3
0

1H-NMR (DMS0-d6) § :
1. 24 (3H, t, J=7. 2Hz), 1. 45(18H, s), 3. 45(2H, q, J=7. 2Hz), 5. 90 (2H, s), 7. 25(1H, t, J

=7. 2Hz), 7. 30 (1H, t, J=7. 2Hz), 7. 47 (1H, d, J=7. 2Hz), 7. 55 (1H, d, J=7. 2Hz), 7. 85 (2H
,s),8.78(1H, m).
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Eiha ] 238
1-(3,5-V-% 3 7FN-4-bE Fuxi-7x=/1)-2-2-A3)-3-4 77
-2,3-Vk Ru-Ry /AL IFS—N-1-A V) -2 & ) v BivkEEE

CH

3
H,C CH,
NH.HBr
i o
H,C N N
CH,
O
H,C CH,

1H-NMR (DMS0-d6) 6 :

1. 19(6H, d, J=6. 4Hz), 1. 44 (18H, s), 4. 03(1H, m), 5. 62 (2H, s), 6. 81 (1H, dd, J=0. 8, 8.
4Hz), 6. 93 (1H, dd, J=0. 8, 8. 4Hz), 7. 02 (1H, d, J=8. 4Hz), 7. 20 (1H, d, J=8. 4Hz), 7. 85(
2H, s).

F Lt 239

4-{3-FB3 TFN-2- X -5-[2-2-4 I /-3-AF)N-2,3-Vk Fu-xX

AIEZS—N-1-A)V)-TE¥FN]-T = ) XV -TFNT I K, BILKERRE

CH

3
HC\L-CH,
NH.HBr
OH
HC—~\" NN

HN

1H-NMR (DMSO-d6) § :
1.42(9H, s), 2. 02 (2H, quintet, J=6. 8Hz), 2. 31 (2H, t, J=6. 8Hz), 3. 73(3H, s), 4. 10(2
H, t, J=6. 8Hz), 5. 92(2H, s), 6. 85(1H, s), 7. 27-7. 40 (2H, m), 7. 50-7. 65 (3H, m), 8. 80 (

1H, brs), 8. 78 (1H, s), 9. 48 (1H, s) .
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FE 1 240
1-B-F3TFNE-VRAFNANTI)-Tx2=)L)-2-2-4 3 ) -3-AF)N-23-UF

Ra-_U S AIFT—N-1-A)V)-=F ) v ; B{LKREEE

CH,
HC. [ e,
NH.HBr
CH
0 N
H.C

1H-NMR (DMS0O—d6) § :

1. 35(9H, s), 3. 00 (6H, s), 3. 74(3H, s), 5. 98 (2H, s), 7. 08 (1H, t, J=2. OHz), 7. 19 (1H, t
, J=2. 0Hz), 7. 28-17. 42(3H, m), 7. 56-7. 64 (2H, m), 8. 83 (1H, s).

Eiufil 241

1-(8-%5 3 TF)NL-4-AF)N-3,4-Vt Ru-20-_V[1L,4]FFH P -6-4

W) =2-(2-A4 X ) -3-AFN-2,3-Vb RR-RV IS A IFS—-1-A V)= & )
v RALK R

CH,
H,C e,
NH.HBr
M 0
HC~n\" NN /7
0 A
H,C

3

1H-NMR (DMS0-d6) § :
1.38(9H, s), 2. 94 (3H, s), 3. 34 (2H, dd, J=4. 4, 4. 8Hz), 3. 73 (3H, s), 4. 37 (2H, dd, J=3.
6, 4. 8Hz),5.92(2H, s), 7. 23-7. 40 (4H, m), 7. 55 (1H, d, J=7. 2Hz), 7. 61 (1H, d, J=7. 2Hz

), 8.79(1H, brs).
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Ehapl 242
4-{3-8 3 TFN-2-¥ R F-5-[2-(2-4 I ) -3-AF -2 3-Pk K-/

720

H,C CH?:H3
NH.TFA
OH
HO~N SN
0 O/\/\
A\

N

1H-NMR (DMS0-d6) § :

1. 43(9H, s), 2. 11 (2H, quintet, J=6. 0Hz), 2. 85 (2H, t, J=6. 0Hz), 3. 73 (3H, s), 4. 14 (2
H, t, J=6. OHz), 5. 92 (2H, s), 7. 30 (1H, t, J=7. 2Hz), 7. 37 (1H, t, J=7. 2Hz), 7. 51 (1H, d,
J=1.6Hz), 7. 56 (1H, d, J=8. OHz), 7. 58-7. 65 (2H, m), 8. 78 (1H, s), 8. 80 (1H, s), 9. 52 (1
H,s).

Fhta ] 243

2-B3 TFN-4-[2-C-A 3 V-3-AFN-2,3-Pb Fa-xXy /AL IFS—)-1-

ANW)-TEFL]-6-(a ) o -1-AN)-T = ) X -8B, MU 74 ik
#

CH,
CH,

NH.TFA 0

H3C\N)J\ O\/[(

N OH
° D

1H-NMR (DMS0-d6) 6 :

H,C
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1.42(9H, s), 1. 91 (4H, m), 3. 15(4H, m), 3. 73 (3H, s), 4. 44 (2H, s), 5. 95(2H, s), 7. 30 (1
H, t, J=7. 2Hz), 7. 37 (1H, t, J=7. 2Hz), 7. 50 (14, d, J=2. OHz), 7. 57 (1H, d, J=2. OHz), 7.
61(2H, t, J=7. 2Hz), 8. 78(1H, s).

LR 244
4-{2-8 3 TFN-4-[2-Q2-A X /) -3-AFN=2,3-Vk Ru-_R YA I F/—)L

“1-A V) -TEFNL]-6-(EalP-1-4)V)-T = /) X} -8k, b ) 74 afE
B

CH,
H,C CH,

NH.TFA

N °

1H-NMR (DMSO-d6) & :
1.41(9H, s), 1. 92(4H, m), 2. 05(2H, m), 2. 44 (2H, t, J=7. 2Hz), 3. 16 (4H, m), 3. 73 (3H, s
), 3.89(2H, t, J=7. 2Hz), 5. 93 (2H, s), 7. 30 (1H, t, J=7. 2Hz), 7. 37 (1H, t, J=7. 2Hz) , 7.
45 (1H, d, J=2. OHz), 7. 54 (1H, d, J=2. OHz), 7. 61 (2H, t, J=7. 2Hz), 8. 78 (1H, s).

ARG

AFERADIEME L O DEOENFENNERER I OERERE LTOEMRADE (b
7y EURAKEGRE. M/MREMEMGIER) %, LTOFIEIC LY F-E L,
<FHBRBHI1 >

(VeESE—NRA T4 TT vEA]

LEMLAPIZERZIRA L TORWEE ALY Rl 2170, GEHLEA S LT

3.8%7 =B (iR 9T LT1DEIE) ZFMLK, ZEHET. 100g T 10 4H
BT DI L TEM/MRIMSE (PRP : platelet rich plasma) %%/, PRP %3
L T 7= I/ MRIECHEE % Dounce homogenizer THREI A X L, 40,000g T 60 43
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O L/ MRIERE 57, & biviz i/ MREIL, 10 mM MgCl, & 1 mM EGTA (=
V7Y a—VUEEEE) R &Te50mM b U REEEEENE (BEENR 1) 12 1%
2722 L 912 DMSO (P AFIANKRFHA R) ZEIRM LR THE L, -80°C
TRELE, BEIE LIV TLT I B X UNDMS0 22 E4 0. 1%F6 & U 20%
LB EDIZHEMLT, HRIEEMORRIEE Lz, ZOMBHR TR~ DREIC
FRLUIZERILEY (20pl) 296 ROVNVLFRI Y —r 7 L— MIEMLTE,
ZOH%, BEHIK 1LIZTHRLE 25 oM @ [*H]Ala-(4-fluoro) Phe-Arg-
(cyclohexyl)Ala—(homo) Arg-Tyr-NH, (high affinity TRAP) 80u1 ¥ L THE
KEMLE, EHIZ, 5o LOFARL TBWi/MRIEZEKR (0.4 mg/ml) 100
ul&%beﬁ@bt%ﬁﬁ%Tl%@%y#1N~V5kaoﬁﬁﬁ%%
SIEBHZIZ, 200 1 1 OFEFERK 1 I2 CTEEVEF Lz, TO%, Wik FL—F—
0ul ZRMLThyFPAHVF— (RyH—F) ZLY 7 L— b OBHEES:
BIE L, RISV EFELEROBRTEEN OHEFROBE T EELSIWEE,
RMFEAHE (LEDIEFEROKEED» b IERERIEE N EELSIVME) TR
BT LICEVREEERERD, IC, HERIE L7z, 2. HBERAORESIT 10uM
@ high affinity TRAP ZEM L7z L Lz, BoNEHRER 1ITRT,
<HERFI 2 >

[ 1/ IMR I3 2 L U 7z i SRR SR 4l 4 R

L@EMLAPRIZEM ZIRA L T2 ER A X D 21T, BEERLER E LT
3.8%7 T B (MK 9cxt LT 1DHEE) #HMLE, BET. 100g T 10 43R
BT A ETEM/MMRIE (PRP : platelet rich plasma) %#%7-, PRP #[&
* LMk % X 512 1000g T 10 o ilE 0T 5 Z & T2 M/ MR (PPP:platelet
poor plasma) %77, M/MREiZ. $HEEB BEIMERGEEERE (K4500, A X
vy AR) TRIEL. 8305 /ul &£725 K 51 PRP % PPP THFR L7, /MK
BHERRIZ, 77V IA—F— (ZAV—AT 4 HN) EAVTROLIICLTH
~fz, PRP (175ul) (Z Fibrin HEAFIEF & L GPRP-NHy (R&EE 1mM,
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25ul) WML, &6 CagFFAMu—Fig (2 bu—n) HAVIFEA
DOEE ORI EMERIE (25u]) ZHEML T 37CT 3 HHEMRIE L-#%. 25ul @
BREEREXRBITR/BED Fr By (BKIEE : 0.5~1.5 units/ml ® 5
LOEREBPE) EMMXM/MREEZEE Lz, ERIZL>TiE, PRP & Ca # 5
HHA—RKE (2vbo—L) H20N 32 OBREOREAREEZH LML LD
JTCTINMT VA vFar—a rz2iToltEk, WMREBEDORIGEIT> T,
o EERME. 6 SRIOBELIGZ TS BRE MR O MR T ERE % T
ZLIZROMKIRERD ICo BRI L, BONTHRER 1LITFT,
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AFEHDLEMB L OTOHEIT, REBH LIZBWTENE Fr v B U A RS
BRERL IR EOPAR I ZEFICK L CRBIROREAEE R LK,
. AEHAOMEYE L VEOHX, R 2 128V TEN 72 M/ MREEE I
ER%ER LT,

PEZE £ DOF A wTaENE

AFEHIZL Y, AN (1) TRLOINDFHRR2-AI /) AIF Y- 1L5HYE
KB LOEDOEEZRBETHZ LB TES, LT, miiek (1) TRbIh3A
HPADILEMB L OEOHIZ, Bhlbe SR EFBRIERZAE L, BiCk
2UECDOPAR IZFERIZH L TRIRICETIER 2 RTHDOTH 5, 5> T,
AEADICEMEIZZZDHIZINE, b7 4T )= o747
U AN DREEEEZAE T 2 L2 br BT L B I/MREEE R YD
MRSEZIMH T 52 LR TE, o, EBRDEERTSIC X mFEEIZHE
WAL L EICHZ 2MEFHHEMEICRH LTS PAR 1 @RAEFICESHT
P45 Z EMRFREE A2 B,

EoT. KEFADOIAEWEIZEOHEIZ, bar BV ZHREOBRA (Kizk
7 EVOPAR 1EZFEOREGAD . @/ MREEMRER Fuimieik) . FiEmm
JADFERER & LTHERATH Y., o, BRI 2 idifgomksE, K
LEPE, REPE. LAHEEE, MEE, REDRMESOREEE 13T
BAgEL LTHATHY, BT, FEEHHIRMARE, MERE, LEMENTAE S NE
RAE B O WM MARSE | R BRI SUE (RS OTAREE F 72 13 TR HLSEH
PIEREARIE LTOERATH D,
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Fa SR ORHEPH

— vyl v2_
A N—Y —Y"—Ar (1)

g/
L)
R20 1

[, CRIZZNENSHIZEBEZE L TWTH KWHEFERRILAKRERE =
BEYVURE RUIIWARREF. QY72 QO o s U REFEREZWG
TREREH a»OBIENZ2NThN1OEE ; R2°YI(DAFERFELIZQ)
TREBREMILOLBEEINLI VTN 10EE ; RUIW)AKFEREF., (C,_,
TXE @)T vk, @A "eA L G)KERE, 6)C,_ ,TraFx
VE (D C, ¢ TNAFXNTXTVHINR=NAFR VI B8) Cy_JRIRT A FE,
QT INFAFVETEBINTOWTHLEINWC  _TAFAFTFUI LR LE
EILA0)ENENTLERE e PORIINZ DR EL 1 OETERINT
WThENC oo FEERIARRRES LI5S HEL 4 AFEFREERRRX
¥ YUIERES, — (CH,) ,—. —CR®*—, —CR®R?—, —CH,CO
—. = NR®—[ —-S0—, —SO,—, —CO—, —CONR®*—%7%i3—SO0,
NR®— (AP, miZ1 HE3IOEH%E, R]BLUOR IIFR—FHLEFHER-T
KRERF. ~eFUEF. C,_ o T/FNE, ﬂ/v%ﬁﬂ?:/ﬂ/%if:{iCI_GT/v
a¥VHANR=NVEERRT) & YEHIEFEA, O N, — (CH,) ,—. —C
R®—, CR®R’—, —CO—, —SO—, —SO,—¥%iZF—C (=N—OR?)
— (R, m, RPBEUROIEFER L AERLTT) &5 Arid (1) A%
FF. (2) K
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(1)

(eh, R'°, R'', R'2, RIPPBIUR™MIF—FHRER > TA)KER
F. @78 Qb Ui, A= boEEEEXG) TREBRER Db 2D
BIEND20Th» 1 OEERL, &5, R'TER'? F4iE, R12ER3Z
HAELTN, SBLUOPLRIEIND 1 HEABMOBFRERFEEFTLTVTH &
KPOTREREN { 2OBIEINDIDR L LOETERENTHVTH LWNS
TESBHEFREREZFALTVWTSHEW,] TRbINDEELIT (3) TRERE
HegPbBINDDRCLEHLIDOETERIN TN THLIWVWSTIEL 4 BFFIK
BRENEZRT,

<HICEHRERN a > TRERLH S »oRIINIDREL1OETEREN
BHINTOWTHINWC 4 TAFAE TAXIT U C,_Tr=Lik,
Coe 7NFZNE, TINEE DNVERFUNE INREANVE C,_ TV
AXTHANKR=NVIE, C,_(TNANIAT I INKR=NE, KB, C,_ 7
aXVE, C,_BRTAIAFFVE, TIE C,_(TAXFALT I/,
Ci_sBRIRTNAIATIVE TINATIVE, ANVK=ATI )R, R)Lk=
W, ANT 7EHANE, C,_RIRTAFNLE, 5THE 1 4BHSEEHEEER
I, Co | JHBFERICARRREB LIV HE 1 4 BFEFHRERBRRXENS R
DR

<PIRCEHEREa’ > C _TAFNE, C,_THAFr=i¥ C,_TirF=
B, VTR TUNE AINEXRIUNVE IANREANLVE C _TAaFy
ANVKR=NVEE, C,_TAXNLVT I ) INR= VR KBEE, C,_7raxy
B, Ci_sBRTAIANAFVE, TIVE, C,_¢TAIATIVE, C,_,
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BIRTAIANTIVE, TINVTIOE VA RE, =LA RLk=
NT I AVEKR=NVE ANVTrEANE, ~NaFURF, C,_BRRT7T L
FLE, E~TRRRTAVFALE, 5THE 1 ABFFFEERRAE, C,_,,
FEERICKFRAEBIVOS R 1 4B FHEERERAEDNORBIHERL,

FIZ ATREC g 1 s FEIRRALKFRERRNEL L V5 HE 1 4 B EFRERERERIE,
FNENC, _TNINE, T8 TIUNEK OUVRFUNLE D NEL
NWNE C_¢TNaFTHNR=NE, C_TAIAT I IAR=1EE, K
B, C,_oT7axii C,_ BRR7ALILAFVIE = bk 73K,

Ci g 7NVENATI)E C, BRIV AIATIVR, 7IOATI R, UL
ARE. vLb=Vb ik ANVK=AVT I AVKR=VEE, RVT 724 VEE,

NaFURFRBEIOC ,_RIRTAINENLRDIHLIVBIEINS DR EL 1
DETEBRINTWNTH LW ;

<PICEMEMD > TREBREMD »oBITINZ2D L 1DOETEREN
BEREINTHTHEINC, (TAFNE C,_ (TAT=rIE C,_(TAF=/1
B, TINE, INVRIFINALE IVNEANE, C,_(TAaAFxThR=)
B, CL_g7NFNT I ANR=VE KBEE, C,_Traxvik C,_,
BRIRTNVINAFVIE, TI /K, C o 7I/TAFAVE C,_,TLIFLT
SR, Co_BRTAXRATIVE, TUAMTI ], LA FE, Auk=
NT I )E ANEF=EE, ANVT7EANEE, C,_ BRTALIALE, 5%
1 4 BIEFBFHERRRE., Coo | JTEFRRIMKRREAEL IO HNEL48%
BERERRAENGRDEE ;

<BIFLEHEMD >C,_TNAINE C,_ TN =E C,_TIrHFx=)L
B, AXVE VTR C T/ TINE, C,_, TINE C,_ TN
JANEE ROTANE TINA)ANE Ci_¢TAaxT T I NI NVER
=NWVE CL B RaXR U T AARNANANR=NVE ANVRFINVE C b
REVNVTIUFNIE CL_HNVERIFVATAFNFXUE DANREALLE,
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ANRNREANTNVFRATFVRE, Ci_(TNAaxTANR=VE C,_, T/
FUANKRZNVC ¢ THINE, C . THVIXFTINR=ZNVC | _TIVFIL
FXVE, Ci_¢F /) TNANXNT I ) HINE=NVE, Co,_(VTNVIATI)H
WA= VI, KEBE, C,_Tnraxvi C,_, TJhaFxyTAxLE C,
o T INFNTFTTAINE, C,_b FurF T AFALE C,_BIKRT7 L
FNAFVE TIJE, C,_TVFATIVE, Co_BRBRTAFATI
B TonT I E UVARE UV LR CL_ ¢ TAXNLANVK= LT
R Tz ANWR=AVT I E, C,_ (TAFNVALR= NV, To=1
ANHB=NVE, Ci_gE/TNAFRNT I ANF=VEE C, VT AFAT
S ANVR=NVEE, AVTrE2ANIEK ~abF )i C,_RIKTLILE, 5T
£ 1 4BHFFERBRENE, Coo | JFTEERRILKFRAE, 5 hF 1 4BFF
BHEERRE, E~TuBRT7I/ IALR=AE, E~TrBRIKT I ALk=
NWEBEIOA XYY = bR 0, BiZ, Bt 5 /9E 1 4 B
BHEARERNE, C,_ | JAHFERIKRFRRE, 50E 1 4 B FHEERERRE
BELOAYFHY V= AEIE, M, C ¢ TAFNE AXVE VT 7K,
TINE, DIVREINVE AANEANVI, C,_THhaxThR= ik,
CL_eTVFAT I ALK I KB, C,_TAraxid, C, ,BRT
NXNVAFVE, =ba TIVE C,_7I/)T7A%NE C, _T1LF
WTIVEE, Cy ¢ OTNAIATIVE Co_BRT7TAFATIVE T
TI2E, VA RE gvAVLVyE TAFNVALKR= VT IR, T/Axi
ANR=NEE, ANVT 7E2ANVE, "l ) EBIOC,,_dBRBRT7AFAEND
BROBEVBBIINDDRCE D 1 DETEBINTHNTH LV

<AMREBREM A>T 2 E, " FUVRF, C,_ o TNT=1E C, T
o EE, TIUNE IVRRIUNVE INRELNVE, C,_ThaFxTihi
RE=VE, C_gTFAT I ANR=)VEE, KBEE, C,_T/axi i,
Ch_sBRTNANINAFVIE, TIE, C_¢TAXLTI/E C,_BRRT
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NELVT I TINVT I VLA RE vb=UL U AAMR=1T
B, ANVKR=VE ANVT 7ERANVEBIOTREBREN I »oBEN DD
REEBLIDETERINTHTHLIWC , _TAFNENSRDE ;
<BIEEHER A SHONVKRIFINE, IANEANLE, C,_TAaximL
RV, C,_¢TNAFNT I ANF=EE, KERE, C,_T/rax ik,
Co_gBRIRTNINAXVIE TIVE, C,_¢TILAIATI K C,_BRT
NENLNT I ), TIAT I ANVK=AT IR ANk ik, 2Lz
TEANE, 5hE1 4 BIFFHERERERNE, Cq_ JFTHHERIKRERERNER
KOs 21 ABFEFRERRAENDORDBE ;

<HIREEBHE e >C, _TNAFNE, T8 TINE INUVRFIIVE,
ANRNEANE, C, ¢ TNAXTANR=NEE, C_qTAXAT I AR
=V KEBEE, C,_ThaxvE C,_mRT7TAFATIVE 73 4,
CLo6 7NVENTIVE, Co_BRRTAIATIVK, 7UAVTI R, UL
ARE vl ANVFR=NVT I E AVEKR=VEE AVT 72405,
NaFURFBEOC; (BRRTAINVENPLRDE

<ATFLEMER f > (OAFRFRTF. QT /%], QO uFUEF WA4F
ROEMZG)ENTNTREBREN I H»OBITh 202 b 10ETERIN
TWTHEWC, ¢ TAFAE TAr=rE Tarx=nE 7orE C,_
e T INH ) ANEE DNVKRIFINE ANVNEANVE, C,_(Traxiiri=
WE CL_¢TNAIXNANT I ANKR=NVEE, KBE, C,_TAaxviE, C,_
dRIRTNAXNAFVIE TIJE AIVE C,_(7TI/T7FAE C,_,
TIFNLNT I )E, Co JRIRTAFIATIVE TINVTIE LA FE,
ANVHRZNT I ) B ANVE=NVEE ANVT 7EA NI, C,_RRTAFLE,
5T5F 1 4 BHFEBRERRIE, Co_ | JJHTBBRRIKKRRAEL LV HEL
A BEEERERRREDL LRI

<AIFCEBRERE L >C, TAFNE AXxVE YT I/E 7TorE
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BREXINVE, INNEANVE C_TNaFxTvINR=NE RVt Fy
ANKRZNVEE, Ci_¢TNFNT I ANR=)VEE, KBEE, C,_Traxy
B, C,_RIRTNAFAAFVE, TIJE C,_TAFALTIE, C,_,
BRTNAINTIVE, 7IVTI 2 Vb4 R =V UVE C 7
IWERNANKR=NT I )FE CL_ g THAFNRANFR=VE, AVT7EAVE,
nab Rk C, JBRBRTAFAE, 5E 1 4BHFFEERRENKL, C,_,,
EERRICAKFRAEBLOS HE 1 4 BFFRERRINEN LB
<PIRREREM e >C,_TiAFNE VT &, TyLE, IVEFVIILE,
HNNEANEE, C_TNAXFTVINK=NVIEE C_TNAIFAT I HILR
ZNVE ANVR=ZNVE AVT rEANVE ~NaF ERBIOC, (JRIRT ¥
NEDPL IR DR ]
TROINDILEWEIILE DR,

2. CHRIIZTNENSHICEBREZHL TV TH XAV BUVRERIEEY
UUBRE  RUITREREM ™
<HIFEEHER 2 >C,_(TAFNE TIULE IAREFIANE C,_ T
Nax T HNR=NVEE, C ¢ TAIAT I hR=vi, KBEE, C,_,7
NaxvE C,_TNAINT I, Col  JJBEHRRIMKERREBL VST
1 4ABSBFHEERRIXENORDIBER L, BIZ, BIRRC,_, S BFERILKE
RAEBLIOSNIE 1 4B8FFHRERRIEZ. 208N C, _TAIAE D
WRF VNI, C,_(TNaxIi IRV C,_(TIFALTI ) LR =
VES, KBEES, C,_Tnaxiik =tulk C,_(TNAIATIE TV
WNT I, ANNKR= VTR ) EBIOANF U BENSRIZELDEINSD
BLEDBLDETEBRINTHTD KUY,
PORBIINADREL LI DETENENEBEBRINTWHWTHIWC, _TF L
B, C, o TNI=VEERIZC,_Traxvis  R2OVIKERF, ~"asy
VIR, TIUNE, INVRFUNE IARETANE, C,_TNAIFUHIR
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SHVFEE CL_ g TIVFNAT I ) ANR= ik, KB, C,_TAaxsi 7
RJE, CL_gTNEATIVE Cy RIRTAIATIVE, ANF=LT
REBIVCANVT 7 RANVEDPORDIENLOEBITIN I NTNNLDOESE ; RS
BARFRF. C, ¢ TAFAEBLOT UAAFVETERINATHTH LWVC,
e TIVHFNTFVANR = NVENLRDENOEEINDI TR 1 OESE ; Y
TEFEEERIE— (CHy) ,— P, miZ 1 BEIOEHERT) % ; Y
BEEERIZI—CO—% ; AridkEBERFEEZIX
R11
R10 R12

(X, R, R, R'":, RUPBIOR" IR —F 3R> TKRERFE,
Co_g 7 NFNE, KBE, C, TJraxvi C,_TAFLTI/E C,
_sRRTAFIATIVE TIUAT IR 5% 1 4 BHESFEFHRERRREE
LEOC ¢ TAFINAFTVANR=NERVENLRBENLEIIND N T
1DFEZERL, &bz, R'MMER' . F2iE, R'?ERVIEFFALT. ()N,
SBLUO»LEIIND L NEABMOBRRFEERL TN TH L, o (i)
VT E AFXRVERLNCENENTRERERE L7

<BIFCBWMERE” >C,_TNAFNLE AFVE T 08 7o L
RE¥VNVEBIOC T axvEnbirdit;
PORBIEINDDBREL1IDOETEBRINTNTHEINWC , _(TxLE T
WNE, CL_ TN ANE INVRFINVE IANEBALNLVE C,_ Tz
FUHNRZNVEE, C g TNAFRNANT I ) INVKR=NVEE, KiEE, C,_ TNz
XU, Co_BRRTAIAAFVE, TIJE C,_(THFEATIE X
WR=NERBEVSNEL 4 BHRFFRERREREN LR IHN LRITN D7
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KEHB1IDETEBRINTHWTH I, 5HESBERREZERLTCVTHL X
W) TROINZEZRT, fHKE1THOIEWEITZOE,

3. Y'B—CH,—ThIiHRELIEZHOILEMWELITEDHE,

4. Y BR—-CO—ThoHi#HRE1THOILEWEITEDH,

5. Y!XB—CH,— T, Y’2BN—CO—ThI5HKREL1LHOLEDE I
Z DI,

6 Y'DNHHEAT. YIREFEET, ArBKRFETTHAHEKE 1 BHOL

B EITE DR,
7. Ar»X
R
R10 R2
(1)
' i
R4

(R, R'9, R'', R'2, RUVBLUR “IiEcs s AERs =) ©F
bANBETHBHRE L BROLAWE 13T OH,
8. R'OBLURIKEET CThHIHEKET TROILAME =137 O,
9. Arnst |
R11
R10 R12

E R13

R14

(1)

[Xp, R R R'?2, RIBIXURMIFNEFNAINLER L FEHEETR
T,.] TROINDIEFZIZQRGEEEBREN ¢ »ORBIINID R L 1 DET
BERINTHNTHEIWSE IE 1 4EBFEREFRAELETH I KE 1 2RO LE
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WE - 13F D,
10. RI"BIUORYMMPAKEBERFTHIFRAICLHKDOILAEMEITEDIHE,

11. Ar»x

R11

\ .

[, RM''BLUORVIEFAFREREFAEREZ. R (DAERTFELIIZ(Q)
FTHREREFhADEBENZ VT, 1 OEERL, SbIC, RI'BLVR?S
A E U CRTREBHRERE f 05 BITN 5072 £ b LOETERENTVTH &
(N, SBIUVO»LEIND 1L 2EAOBERRFZEELTVTHIWNS
THE8BEREEEHMLTH LW,

<AIFCEWBEFh > TRERENL »o&EIINZLDRLEL 1OETENEN
BHIN T THENC, (TAINE C,_ TNAT=IE C, THIF=
B, 7onE, C, Traxv IRk TI)hVR=E, C, .7

(V)

NENLT I ) ANR=NEE, C, BRIRTAIAE C,_ T I/ TFNLE,

ANKR=VEE, Cu_ yBRRTAFAT I, 5T5F 1 4 BESFFRERBRNE,
Co14 T BRRILKFBRINEB LS IE 1 4 BFEFHEEREBEREN S 58 ;
<AMFLEBREREh’ >C,_TAxNE C, TAr=LH C, TLF=/
B AXVE VT CL_ VT I TNFNE, C,_, TIUNE C T
B AN, RUOTANE TIVI)ANE, C,_(TraxyTiAx/LhlL
R=NEE, Ci_¢bE Faxv 7 AXVINLR=VEE IVREFINE, C,_ b
NIRFINVTNVFNEE Ci_ g IVRIIATARNAF VI DL NEA VK,
HNWNEANT NIRRT E C,_TraxiaR=rEE C,_,, 7/
XFUVANRZNVC g THAFNNE, C,_ TAaAFTVHIR=VC, T ILFIL
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X VE, C,_E/TAIAT I ) ANRZNEE, C, DT NAFALT I H
WR= VB, KB, C,_TAaxii, C,_,,Taxv7 kL C,
Qo L ITINFNAFTT AN, C _sE FaxT 7oLk C,_RRT7 LV
XLFFUE, TIE, C, TJAFLTI R C, BRTAFALT I
_.TIUNNTIVE ULAFE ULA LUV, C_T/FLRLKR= LT
K, Tz NVANKRENANT I, C ¢ TAFNANVKF=VE To=)b
ANKR=NEE, Ci B/ TAFNT I ZNVR=NVE C, (VTAFAT I
JANR= NI, ANVT 7EoANEE, ~aF i C, BT AFAE 5T)
1 4BFFEBRERRRNE, Coo | JFEERRIKFERIE, 5 HE148FE
BHEERAE, E~ToBRT I/ IANRAE, EATaBRIRT I ) ALEK=
NEBLIOAS VX V=V EnbRDHEE/RL, BIC, BIELS V2 1 4 BHF
FHRERERNIE, Co_ | JHBERIKEBRAE, 5 7E1 4B EFHRERRAKA
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