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22,599) sl (Ovotny 58 A ., Neoplasma, 2001, 48, 188) o KA XA £ () A 2 e
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AN 2- MR 2,4- ZHAENE M SRR R mE (Hl s
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5 T A E A AR AR 2 L R AR B RS (A - T AR AR )
IS I (A TN A RIS ) s 7 B — R U RS (W R AU SR RS L4 AU
ERIEIRAE  2— IHFE WA IR IR 4- HEE IR IR ) IR B AU SR e (491 Gy e 1k
FEEFIR ) s =R PGS (B0 = R AR RE A - T R Rk ) W hedk
(alkylidene) (I QINE AL ) FIME RS LR A B P52

[1539] & T Fi R IR IE W AR B, 1R - Ak — 428 — Skl /K ffix Lk
FE N 2— WSEE S IS BRI FAA TR 2k  JE A S 2 1R A AN S [ 2 WS AR AR S AR 1 e
fifto AR LIS L = GRS B AT BRI AL K ok MR I I 8 = T R IR IR R 3E ,
[1540] X F RNV 4RI HIFI — s S 5, 8 7 2% “ R A NS (Advanced
Organic Chemistry)”, % 4 i, J.March, John Wiley& Sons 1992 4F Hiff, X T {537 3
At S 5, ] 7% CAILE T R (Protective Groups in Organic
Synthesis) 7, % 2 it, T. Green Z£ A . , B John Wiley&Son Hfit.

[15411 B BR B AT DL ARVE ) 057 U R Bk 5 1N AR & BIAL & 4 5 P R EUAR R rh i —
PO F AR o X SE B I AT DUE R R AT R iR W 2 JE SE R EE TR L B BE
MR A2, I HAZE RN FAME M 0 & fEA R I B o %28 R N RS 1L 45
91 Gt 3 ok 7 R AR s A 5 | N AR o B RS T AT 3 i B P e S AL AR B R A AL
LR TT BRI B A A0 A 22 A b 2 AR P TR R o 7 B s I )R e S 49 6 P
WAHBR 5| NFHEETE FriedelCrafts 454 T A0 QB < F % 2 e (W =&A0E ) 5 AN
55 3fE Friedel Crafts 2cfF N B3k s fL S 300 (= &ULES ) SINBEERs s RIS I N 4R
A

[1542] T2 T (0w MRk AT A2 40 1R 245 FH 28, 490 J0n i s 2 I, 4610 4 m] LA ot FH o
T AT P U PR nE MRIERAYT AR ) 5 0 B Y BRABEAT S N SRR AT o

[1543] PRI R B I — 2ok Sl A5 — AN s ATk o, 3F B m] BARLST.
KSR B RAEAE (BI04 R 2B f R SR ST ) o BT DURH IR AR 06 i v 5 0y 2%
G IR ST AR SRR AT 2 B o T DL X A0 BE AR IEAT 23 40 T 40 2R 45 IR )
Bl HPLC Ao} FEBEAT 43 185 5 43 58 6o it S A 44 o ] LU el 0 D =1l ol S o) AN [ 4 B e
AT 0 B SRR AR X e S R AR AT 40 5, 8 m DA 43 2 &6 it HPLC B8P A €8 3 SR 3R AT 40 5 o 1R
&> 0] LB I AE AN 22 18 B AL BCZE 9] A I A5 A B T MR AR LA MR T 4R 14T T 1t A i
ol T TR T AT A AR ) & R IR AR TR R o 2 52 K ST AR S A A 2 35 1
SR, I B 4 B R AR B L AR R AR, A BT 20 %, R AR T 10%
I H R e KT 5% B8 S AR A4

[1544]  7E FEE Bl T 00 ey - A0 IR 2% B30 40 v, O R ) IR B Fe 2 A S
ALEMEL AT b TR AR B P AT B 75 P (™ AR AR 52 1) 7 8 AE FH B 711 o
[1545]  ARAUEEF AN G0/ BOIREN T 3RS A R AL G4, 75— r5 ol b bSO ) %
0 T2 B AT LLE I {8l LAAS [R] A6 4T, R/ B4 S 3 ] ATE SEAN IR A2 AN [FIB BE kAT
(BPRE 2 RN AT LIS 5 2 RIS R R AR AT AL 2234 ) o

[1546] b3k 77y B (R e rp [R) (A B i 3F ER A T AR R B 55— MR fE . BRI, A
R T Eoc e E IV M e #h o &b A DO A TR 1%
REATERZ AR ER . B n] H T &35 RT 25 H R T 2 a4, an 540 an i 28 8
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AT HFHIES T Bt A Y.

[1547]  ZAE4)2E 500

[1548]  7EH MR AEBIE 700 BT U4k S 0 B0 A4 P 0 PR EAT VP Al BT, FH AR 40 M St 1 2 1 7
R TA B0 DA K 40 B T £ 58 2E R 00 X L0 s MR AT VPl

[1549]  a) & FER 2 BRI ER B ER A0 AE F A5

[1550] ARG & TR AL B WINH] erb 52 KM 2 R X A5 22 KR ) % =0 R 1)
EmRALAE H K B

[1551] 3@l EGFR.erbB2 Fil erbB4 ( %1 '5 43 il 24 X00588.X03363 FI1 LO7868) [ H £ [ 4H
Moy i B R IABIFFIR P 5 /ST21 R Wk HIKA M2l (20mM N-2- 2
HZFLIREE (piperizine) -N'—2— ZJfg (HEPES) pH7. 5, 150mM NaCl, 10% H i1, 1% Triton
X-100, 1. 5mM MgCl,, ImM Z % - — (B - &ILLFE/E )N, N, N, N” - VUEEER (BEGTA) niE
1 BT ) ) 3R AT A SER ) 2 B ), R i i B AT P

[1552]  FHHEEMRAL—FG Uik (A 2R N R AR 28 (Heflh 6 @ 3 0 1) BIeHt
JERATLLR ) [ RE 7RI 52 3 4 o 21 8 (1 (1 L e B M o R s b, K Max i sorb™ 96— 4L
TR G AL (0,20 g 72 4°C TSR T —BAAMAL T 200 u 1 BERZZ T Eh7K (PBS) %
W HIPE ) 78 . KX SR AE 50mM HEPES pH 7. 4 Fh7E 250 F AT YEIR LR 2o AR i & i)
REEWE IR IR N ERA P UK 54T 20 4384575k EGFR B¢ erbB2
VEEREAT VR4, BT U 8 IR R AR HLA A T DMSO (K E R 2. 5% ) TR EIREAL S 100mM
HEPES pH 7.4(Z ) =8B M (ATP) (UK FE 4 & B 1) Km ¥ FE ) 10mM MnC1,.0. LmM
Na,V0,,0. 2mM DL— — B 75 0EEE (DTT) 10. 1% Triton X—100 4TI . B 25 1% 50 (19
Ry, SR )5 FH PBS—T ( HAT 0. 5% il 20 1B IR Eh 0 ih ¥ R 7K ) X 1K LU IFAT R A 450K
RN

[1553] I 0 33 11 5 v R 00 B 0 S . A% 1] B0 B IR - IR . O, R X S AR TR
FiR N AN P IR (raised) Pt — 0 1R B 20 8L ¥ K Pi A (4610, 13 H Upstate
Biotechnology) ¥57% 90 4390, FEUEAT 78 PEUk G, 1 X LE MR AE %3 T A BN ik S8 AL 4 i
(HRP) ¥E-A 4nEh0 — /N BUR AR (NXA931L, 153 H Amersham) 4bEE 60 7380 76 FFIRIFAT S
B, 227 - EREE - = - [3- LEEIRIFEMIRTEIR (6) ] kiR Rk (ABTS™, 2 H Roche)
VER M) » XA FL A HRP V& AT L Gl =2

[1554] @i #F Molecular Devices ThermoMax tilla i M 24125 [ AF 405nm Il &Kt
P SR X B EE R R A ER I R I HE RS P B AT 0 o FH TCso (R RN 45 78 A A W I B 3 il
PER . o2 Tl T A X R 58 T e B IR AL A FH 45 HY 50 %6 31 il it 7 (040 & 40 (R0 R SR 3dF
AT E R Bl SRR AR F BB U ABHE (IR ATP) & PE (5 ATP) X HE
H.

[1555]  b) EGFR 3Kzl KB 41 M A= X 56

[1556] AKX W &= T KX B 5 % 3 % KB 40 iz (18 H American TypeCulture
Collection (ATCC) HJ N & —pharangeal J& ) KA e

[1557] 44 KB Z0MuAE A0 10% a2 L35 « 2mM 8 e A e 5 B L BRI /1A 7 (1K)
MR R (K) 855755 (Dulbecco’ s modified Eagle’ smedium) (DMEM) P 7E 37°C F4E
7.5% CO, /R EIRMA P RATE R . HIE BN / £ =%Vl 4% (EDTA) Hhfifi & B A illcse
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SN, P IR0 R G0 A R AR B RIET, 4E 3T°C I 7. 5% CO, I LAEEAS 96 FLAR Y FL
1. 25x10° ™40 MO 1) 25 FEAE AL 2. 5% S ZF YR  ImM 7 2 B A =E 44 75 2 ZE B2 (1) DMEM
FH & W S5 7O FE 1 AT VSR IR A 2 DURE 4 /e

[1558]  TERGBH 2 Pk b2 Ja, Reax L4 g H B AS FH EGF ( 29K 224 1ng/ml) A BAH
— RANVR AL T EEEHA (DMSO) (ZRFEN 0. 1% ) IS WIEAT TR, SR 54 s 57
4 K. RGN 50 u 1 R4k 3-(4,5- — FAFEMEM: —2- 3L ) -2, 5- T RFLPme
#5 (MTT) (fif#% bmg/ml) 2 /NSRG40 M2 B AT I o AR5, R0 H MTT 39 AR 2
W B N 100w 1 DMSO 15 40 Moy i .

[1559]  7F 540nm FF Molecular Devices ThermoMax §5 & i r& AR 152 F5 2 o 4ol A AL 10 4 e
(RIS FE AT 28 FH 1Cy, {E SR AR AT B AL (A v o L2 T i vF 500 38 A T 45 1
50 % FHI AT AL AP B BERBEAT I 1. BT VSR B AL Ve R A BHPE (3500 BGR)
M (508 EGF) X H(E .

[1560]  c) 40 EGER Bl ib/E F k5

[1561] AKX %W & 7 R K 4L & % 0 & KB 40 fz (78 H American TypeCulture
Collection (ATCC) HJ N & —pharangeal J& ) 5 EGFR i ERALAE FH I BE

[1562] ¥ KB 40 7EAL 2 10% a4 (i « 2mM A S BE G R HE L F R B ik R v (%)
MR R () 3I5HE (Dulbecco’ s modified Eagle’ smedium) (DMEM) T 7E 37°C N 4E
7.5% CO, A MERAE P AT 7R . HIRE ARE / £ &V 1% (EDTA) Hhfil#& Feiic e at
Mo R At BRI 2 40 A 2 5 N P £ By 0 BN S AT 5L ARG AE 3T°C R 7. 5% (O,
T LAEEAS 6 FLAR AL 2x10° /N 40 M 1% 25 B A LB B4 5 2. 5% i #ILF M5  2mM A3 2
W fi A 75 S LR ) DMEM Hh 34 22 WP 72 /NI

[1563]  {Ei% 72 /NG IR IS, Bz A0 8 15 MG M R 5 AN S G s R 8 (B
2mM 23 28 BE M RN AE 06 75 2 2R 1) DMEM) AU ¥ L AE 37°C R AE 7. 5% CO, 1577 72 /i .
FEGR TR M5 K i sOR AL T = 2L AR (DMSO) (ZIRIE N 0. 1% ) — RINIKRIE
(R A D AEAS B I3 1Y) DMEM A B AT A3 . 7R FLAE 3T°CRAE 7. 5% CO, 5 1.5 /NI
Jii » B IX LA M A EGE (2R FEA L g/ml) AT AW L AE 37T°C RAE 7. 5% CO, FHEFE 3
GrEhe BREIEFREE IR IX LE AN o F UKVA R IR Eh 42 b I EROK BRI PR IR, R S5 L 1ml DKYA (1)
£0,47 120mM NaCl,.25mM HEPES, pH 7.6.5mM B— H & ERES . 2. 5mMMgCL,\ ImM EGTA.0. 2mM
EDTA.1mM Na,VO,,+1% Triton X-100.100mM NaF.lmM DTT.ImM PMSF.10 1 g/ml 2=k 2% H0
10 1 g/ml “FRR IS MO S 40 Bs il o Bz ML MI4E microfuge H7E 13000rpm | &5
> 15 4380, B _EVE, 28 5 H Je DB ER % M (sandwichElisa) 4T 3 #7.

[1564] @ iFLLO. 16w g/ml FIWKFEAE 100w 1 50mM B 2 £k / B BR S Sh 2 7P, pH 9.6
B HE 4T B2 75 10 B Nune Maxisorb F96 % ¥iF M H EGFR 48 3k i & (sc-120, Santa Cruz
Biotechnology, Inc.) ¥R . fERBEIRS) M IXLARTIE 4°C PR 7 — B R R —FH
J& » B IX LR AL 0. 05 %6 LK) PBS |32 Bk, 285 FH Superblock (Pierce) PHIT. 285,
5L N 100 v 1 B 305 LA AC R 598 — 34, AR5 F H AL 15 0. 05 %6 LY
PBS 7873 Y% o

[1565] AR )5, YU EL IS 2 B8 HRP HE-& Pk (4610, UpstateBiotechnology Inc.) 7F
1/800 FRRE T AEALT 0. 05 % LN 0. 5% 2 I 1 4 (1 1) PBS A 4% [ % (%) EGFR. 7E
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FHRAT VR ST FHAL TR 2 10 % DMSO 1R 4 A ik 1 36 — iR 2k — ik A Re 2R 22 by o
[¥1#3 H Bushranger (Roche Applied Sciences) [P FZERCANZ (TMB) Lb (I E %Ak 5 fL
fPR HRP WEPE . £E 12 4380 E, i 100ul  IMH,SO, 158 1% s 3 33 i FH Molecular
Devices ThermoMax fuft 3 i & ML EU A I B 7E 450nm RO e i ol AT e & o
[1566]  FH 1Cs, fHRE/RE EALE WX EGPR B ALV F A3 vE o LR v AR IX
b 56 Hh X R AL AE FH 45 He 50 %6 PN BT 75 AL A 0 0 v B Rt AT I 52 19 o P vk S i B R Ak
Ve RIYE R Y BR T (FE 500 EGE) FIFAYE (50 BEGF) X A .
[1567]  d) TPk & 24 Bl —erbB2 4 fi ik
[1568]  iX i o 3 2 L A& AR IR I & T K AL & M il 43 B MCF7 ( FLJE ) AT 4 e
(R ARHE T KT erbB2 ZE RN MCET 41 i b AT 4 44 T 15 21 1 B2 3R 18
R AE AT erbB2 S E M ARIF AR (AL T CHEMA TR 247 480 ( “Clone
24° cells))) T erbB2 BEEEALAE (K RE
[1569] ootk &R 24 AfRAEAE K FRE (AF 10% 64 M35 2mM 75 2 BEZ T 1. 2mg/ml
GAL8 AN BB AL IR /R AA v (1K) Bt RPHE /K (1K) 5953 (DMEM)) 4R 7. 5% €0, ¥/ {8
WAL 3TC R UATE IR . WIS AR PBS (WEEREh G2 1) 317K, pHT. 4, Gibeo No. 10010-015)
FRE— OR M T75 fifi 2 b i i ki 48 i JF ) 2mls IR g (1. 25mg/ml) / & —Ji%P4 L%
(EDTA) (0. 8mg/ml) WIFATISR » #IX Le 40 i SR & TAE K I 7 o A Bk oH Il 5 40
o 225 i R FH 5 W R 5 1 AT VB, AR e L AR R gR Bkl — AP AR JF LA fL
1x10° NNRO )35 BE (ARF A 100ul) Rh 3% B 96 FLA (Packard, No. 6005182) H7, 3
KI5, MIZLEFL A B Ze A KBS FEIL IFACZ LA 100ul & H BASEH erbB #HI54AL & )R 56
B gRdE (ANEEYZLIY) DMEM, 2mM A 28 Wi, 1. 2mg/ml G418) o WX Lok = 5 B E iR A0 35
& 4 /NI ARG RIS AL NN 20 w1 471 PBS A 1K) 20 % FF SISV TA8 BT Ui (K AR AE 5538 L
B 30 3B HZTEREME R 251X M B E W Rl 25 AL N 100 1 1 PBS, SR J5 H 2 TE B E
B ER 2, ARG SN 50 u 1PBS. R )5, J Ik SeA 2 B FRf HLAE AC R ifr iR i 22 2
i
[1570]  FEZRE T AT R gt . MM SRAS G IX L FL A 2000 1 PBS/ I3 20 (I@ i )
1L E 75408 H,0 AN 1A PBS/ mhyE T ¥y #55) (sachet) (Sigma, No. P3563) 131 ) ¥E¥k
— VARG N 200 w1 BHWT R (5% 47 T PBS/ REIR 20 i Marvel dried it fig
FL (Nestle)) FRRHELE 10 /08h. HIARPESRAR B LW BT b imA 200u 1 0.5%
Triton X-100/PBS LAy2i%E (permeabalise) iIX464i . 7F 10 73 %0 j5, HiX Leh A 2001 1
PBS/ Wi 20 B, 2R 5 B R A I —K 200 1 1 BEWE IR 5 9% 15 4080, £F
FHAR PV 2 e 2= PR VAR S5, 1 AL N 30 1w 1 FPEITAWLL 1 ¢ 250 BRI £ ik
P — W5 ErbB21gG Pk ( LATHERR —Tyr 1248, SantaCruz,No. SC-12352-R) Ff#4 H 5595 2
NI o SR ST, FIARCUE Vs MK L8 L [ R X P R B VR, 2R I RSO ks M £ 200 1 1
PBS/ IR 20 XTH AT Ve ARG, AL oA 30w 1 HFHBTE M LA 1 0 750 ke i
Alexa—Fluor 488 I7fEHt — i 1gG IRZHTE Molecular Probes, No. A-11008) . MIRLETT
G, TE R BETE DL, SR I AR A ol fil, 1X — D il it H B iy R Bk IEAT .
IXLEHR I I 45 738, IR JE K LAl T B 25 2R DU ESL, AR e FHARPE 48 T 4 200ul
PBS/ Wil 20 X HAATVES . A5, AR 100 1 1 PBS, 355 10 738, 28 J5 AR D
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R, RJE, B AP 100w 1 PBS, 4R 5 ANZE K35 75, FIMGEEES G H R 2.

IRJE AL N 50 w1 PBS Jf H R (5 Fl K BOAR A 25 6], JEAEREAT 0 A Bk HLAE 4°C
TEF R AR 2 Ko

[1571] A Acumen Explorer Instrument (Acumen Bioscience Ltd.) Fhn] e g
i b OB %;ﬁiﬂ’]ﬁ’ﬁiﬁﬁﬁiE’J*ﬁ%’ﬁ%ﬁ—ﬂ%ﬁ%ﬂﬁﬁXﬁlﬁﬁ%iﬁﬁiﬂﬂi

WAZA S VOE R s T P08 BB 5L, IF HIE R erbB2 & A B AL IR A $2
ity —MEE, Jﬂﬁﬂﬁﬁc/\%ﬁc%Eﬁxﬁﬁ?‘Ja“ﬂfiﬂEiﬁJﬁ?ULEE’J#@@ (40 Origin)
HDME AT &G T H 1C,, {HRFIRXT erbB2 BERRAAE FH EIFMHIER . H2mid
THEXT erbB2 BERRALAE 5 25 tH 50 %6 JIHI B 75 AL S0 Ik B R 3 T I 52 1)

[1572]1 o) 1K BT-474 RAEAH AL

[1573]  ACRXEGI & TR AL S0 6 BT-474 hjEg 4n e = M 44 (15 5 Dr Baselga,

Laboratorio Recerca Oncologica, Paseo Vall D' Hebronl119-129, Barcelona 08035,
Spain R ANFLJE ) (EHENE Swiss IR/ DL (Alderley Park, nu/nu ZERIR ) AN K]
Be ) (Baselga, J. 25 A\ . (1998) Cancer Research,58,2825-2831) ,

[1574]  TAFEMEME Swiss TEHHR (nu/nu ZEHFA) N RIPEH4ERRAE Alderley Park, fi
Isolators (PFT Systems Ltd.) F1o /NAAAFEAERA 12 /MO / EIEER e e 3t o It
A ke (BT T KRR EY ) K. Fra /a2 b 8 FORK/N BT I,

AR R B S 1Ix 10" M7 F 100w 1 B 50% Matrige S MG KR FREEH I
BREFE AN MR AE A/ BRI J5 IR a7, BT-474 IR 4l i R AR AEY) . AERHE)G SR 14
Ko BN BENL 8 10 41, 2R )5 AL G P sl SOt BEOR L FAT A0 3 (LA 0. Im1/10g AR EE K]
FIERERE 25— R ) o TSR - RN SR 0 e A AR BEAT PR oAl T AR (K
FE x SR8 ) x v (KB x B8 ) x (o /6) RIFAT PRAG, Forb KR R s e K s K LA, Wi
A AH PRI B AC R o T I 44 g R AR )~ 382 Ak B 0 RN R T 2L EAT LR v SR T 4R
J7HAFH ARG, I B Studentst F5 500 Py 20 1R I 48 -2 2 35 PEIEAT VR4S .

[1575] ) hERG— £ (4 8 1 1 i 26

[1576]  AKXE I E T iAEAL S IV HIR LN ether-a—go—go-related—gene (hERG) — %
B P T 0 1) B2 AL I RE

[1577]  f#3R1K hERG- Jﬁﬂﬁ'ﬂ.kﬁ’]kﬂf G (HEK) 40 BerE4him 1 10% it 4= 1fiE (Labtech
International ;7745 A 4-101-500) . 10 % JCIMIE K M1 % N4 (Egg Technologies ;77 ik
58 70916) 1 0. 4mg/mlGeneticin G418 (Sigma—Aldrich ; H3% 'S G7034) WKL FERFE
%k Eagle (EMEM ;Sigma—Aldrich H3x'5 M2279) FHFATH 95 (R4 SLB AT — B R, Fbrit
IZHZE5 757775 Accutase (TCS Biologicals) HiZ £b4 g A ZH 255 IR Fe i 1 73 25 ok

NG BTN 28T 12 FLRCAL P 3B sa 8O FIFA 2ml AR KR IR B AT 55
[1578] X TSR 40 MM &, B & X se 4 M s s O fE =B T (~ 20°C ) T3
BEBHEE (T ) K Perspex ZKHES. HiX 0 [E & B EAHZ BRSENEDE T
1EH4 Coverslip JHAE s Fh JE A2 BI LA~ 2m1 /min )35 58 M FE 7 R} i 28 HoB A W VRORE T E )
BE T 2 . 5, IR

[1579] MBI (W 30) XH P-97 T &k A (SutterInstrument Co.) H
MR Eh B 145 (GC120F, Harvard Apparatus) 13 patch W EHITIEHSE . HE4E /
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AN P LA WS B2 FORES (Axopatch 200B, Axon Instruments) [k
o K H BTk (headstage ground) FEHEFIREM A o S AR B 3% 2R (H
0. 85% AL B AL ) IR / FALER ST K.

(15801 715 by B AR 4= 40 By G2 rhont B vl 40 Hodb AT i 5% o 72 “HT W7 (L2 7E -80mV ( H
T UAIRBOR 2B 1)) I OREF AL N T ) 5, FIAEXRT AR D6 v 28 0 8 5 il 28 1E AT 18
W5, A2 AE (Clampex, Axon Instruments) KW & —FHAREF AL (-80mV) Flfk
AR T R X P R 16 AN A HLo s B8 3 +40mV, AR5 Ls B A -50mV .
1E 1kHz "I F O3 I S8 500 B e I i % ¥ R 7 2 7 AR R 8 FRL M Y. o AR i, T8 e K i o
13 B HA B H A 232D TSR 23 IR 5 8 R A e U JE 5 5 . ARG,
TEVHEALIZAT I Clampex 3K (Axon Instruments) bFIRIZRIZMEEFNIES . ERFFH
RLFIZAE +40mV {135 PR A R), 75 LkHz R0 ULHIRE o 285, AP R 7 ST R M S
W EURE I A e A 5kHz

[1581]  VHATRFIR R VTR I AL pH FIVBE U R R AT7R

[1582]
& BWEEm @) | HEE (M)
NaCl - 137
KC1 130 4
MgC1, 1 1
CaCl, - 1.8
HEPES 10 10
BB - 10
Na,ATP 5 -
EGTA 5 -
[1583]
SR B oy
pH 7.18-7.22 | 7.40
pH IM KOH 1MNaOH
B (mOsm) | 275-285 285-295

[1584]  H Clampex K /£ (Axon Instruments) 7F 2k iC 3% 7F M +40mV 5 & 3 -50mV 5
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hERG— 4 i F) B E 18 22 HL UL A AR o 712 PR LR IR RS I » ]S 284 i i T A 25 il
YIS SR AP B BRAHORT R L LR I VAT A 2 R M )2 SR T AR JE A BT AL S
) SR A ] it 2

[1585]  JEILAFAAAELR 2 IR AL NG U0 T 1 R VIR R R s A A7 AESE s O T
HLL I R 140 1 2 LR B AL B W) W BE VR AT 52 1

(15861  Jdl ik A vHEAICHR AU & A E0 0 A0 IR E — 15 R 11 2 LA 100 & p— it P 2
HOHI L Ty Rk 2 XA S T (TCs0) o BAAE S i TGRS T XL 458 38 14 410 1 7K ~F
AL 50 %, WA= T TP RAE I HL5 | 2B ) 7 75 Le AR

[1587] BRI R AREE, 2K T A6 &M 0 24 B2 M TR Bt 25 P 7 5 4 AN /] i % 242
A, R AE BRI (2) « (b) (o) A (d) I Fhel Mhrb A2 B RS 8GR & 1 n] DR
AT EEE BATE M -

[1588] R4 (a) —1Cs YEIFIA, 440, 0.001-5 1 M ;

[1580] %) (b) :—IC Y[ A, f5111,0.001-5 1 M ;

[1590] R4S () —I1Cs YEFIA, 440, 0. 001-5 1 M ;

[15911 R4S () —1Cs BN, 40, 0. 001-5 1 M ;

[1592] R4S (d) «— VW& PRGN, 40, 1-200mg/kg/day ;

[1593]  7EiR40 () "HAEA K B ik e b & A G0 & R A M B A B2 EAN A2

S fEEtt. DA, = L0R SCHTE SO BRSO ORI T AL & P slin] 25 AT
RTINS, PO S R s AR

(15041 i, & A B T AR AL SIS TE . R A BO2E 2 938015 Al () |19
TCso 58l +Xof BGRR P 2 PR 5 B AL AR FH IR T B0 28t 56 3 A3t Bk (a)
(] TCso R <Xt erbB2 it 2 14 P Al e 13 0 AL A FH IO 0 A0 P 1 TCo 2503t 5 RS 4 2130
RS (d) TS E MCET 40 Hu 5 P erbB2 B R AL AR F I HIVE R I) 1C,, 204 -

[1595] KA
[1596]
SEERE T 1C, (1 M) IC5 (1 M) ICs (B M)
R (a) : R (a) : W (d) :
%} EGFR B& 2, %} erbB2 BRE %} erbB2 B
RN AW | RSO | REEEAE
RRACVER D | MRIGERTHD | BRIAEH 4
HIEH HIEH HIEH
21 0.414 0.002 0. 009
28 0. 197 0. 002 0.112
104 1. 876 0.017 0. 021
[1597]  ARJBH 5 — 5 44 T —Fh b 3BT SO T 1 nds bk Ayr A= A sl HemT 25 A i 6

AN LG A (K m] 25 F OB Bl A I 25 AL 540

[1598]
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IR S P VR AR LV T 4 BRI R BIRIORE 2 ) ) AT DA IE T R FH T X
(B AnFLE B BRI  SOK PR sl M R BRAEE ) IB R N TS 2510 (9 4y
FNFFR AN Pk KBRS Z ) VRIS RN AT 4 251 20 (a0 43 IR 40 i R B K )
BE W LA B b es 258 2 O DR i R ik P B2 T SO P 25 24 1R 7K 1 B3 ot e v B
HHTEBA 2R .

[1599] AU BH AL G4 mT LU 712 FHBRAR R A b AT J 0 ) 30 24 FH R TR 371k 3
3o B, FHF CIRAYH R0 A 4 mT A & ) an — B sk 22 P (50 BHIRTN) Rk IR/ Bl ph
J&3 1)

[1600] 5 —7Fhak 2 Pl 7 AH 45 G f il £ 58— 550 20 10355 1k i 2 1A 50 0 TR AR AR T ¥ 7
(%) 2 AR i 25 29 IR AR IEAT R A o 0, FH T TIRZE 2451 1 10570388 755 £, 549 4 0. 5mg
0. 5g (FIEEHIY 0.5 & 100mg, #1401 % 30me) 538 B AIH L HCE R VR -4 s P
3]s JIT U 35 P 3 B R R = T LU B A E R4 5 24 98%.

[16011  FIFyay7 BCTiRs B i rg X T ms menbk Ay A= 420 19 50 B9 Bl 1 AR K AR 408 0 P ol
P 27 JE ), RELARS T U 55 Vo PR ek SR ™ B R L B A e 3 TR A WS I S D R 4 24 i ke 1k
174k

[1602]  {EK T 977 BB H i fe A o 1 flonds by 26 e, L4825 06 H 57 il b 11
U1 0. Img/kg 2 75mg/ kg AE, W1 F 75 B 1TE AT LLLL Ay EI50 E T T 4 25 . U B ok
AR 45 T ARG . PR, 0 a0, T bk N 25 2 5, T P ) R L A )
W1 0. Img/kg & 30mg/kg MK EE . FALIH, XFFWR N5 241 &, A FH (550 &8 [ A 481 4t 0. 05mg/
kg & 25mg/kg PR . {H2, PLidk CUIRES 25, Rl 2 DUR SR ST B CUIRER 25 A7 57 23
I 54 0. bmg % 0. bg AR B KIS Y o

[1603]  FATRIAK P4 &) LA UG AEHUE M, U IX PG 2 L erb-B, F
Sl EGFR J HLEE KR H 2 erbB2 52 (A% 2 BRUSIAIN v M = 2R 1) o hAh, AR R B (1)
A WNT erbB2 52 AP 2 R IR K 40 0 320 326 /R % 2L I S BRI, 40 EGER % 2l BRI 11
By SZBAE Y BA 70 X erbB2 2 AR 2 R 8, FHon] LLLUE LA erbB2
7 VR % A T ST [ B 6o L T PR g L BGFR J LT3 A % ek B 385 37 e V2 2 FARARR 10 i
TR o LA WIRRE R T B MRS erbB2 52 AR A BR B , I Rt vl F T4 8Uh
ST U erbB2 BRAN IR o BRI, FUIAS & BH 546 &4 m] T8I A AR AT erb-B, ¢ il 2
erbB2 57 VR S BRI I SR A T B 0 43 F HE A S e B R 20 O, RIZAL &9 mT T
1 ZE B2 2K G T TR B R N P74 erb—B, 435 51 12 erbB2 5% (AR B & IR 1 B 30 6176 A
I, AR B AL S ERAE T — Ry S 40 M i 77 v, LR IE 0] erb—B, e A2 erbB2,
ZARBE BRI o AR B A RE IR T 7 AR erb—B, e il A2 erbB2 52 AR 2L
PG B P SR AR A R B A A R PSR/ BUT4 M T (pro—apoptotic)
N/ BRBTBEAE R o R AR T AR & B AL &4 ] FH - TS5 B0 7 1 28 X0 75 SR 31X 46 i
J68 20 JL I B8 A2 FUA7 T (915 5 5 Sob IR 5 LK erb—B, 7542 erbB2 52 M4 i 2 R S 11 1)
BB IR o PRI, YO AR R BH 40 &) ] I 4 g p A VR AR FiRdT A/ BRTR
VI 2 e AR P o IR RO R £ B9 14 Rt BT A1 IR ES A2 (BPH) Bl Ik SR AT A4 L
KRS, IF HAR S erb-B, BRI erb—B2 5% (KT 42 BRIk MG IR 5 (A 0 8d o %% B PR BR
G bR T LA i AT 2 2R A 45 S S AR | T 22 O MR R B R, O HLIE A
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FESCRIE, WIS i B E - /CONS LG5 < Sl E B 30 18 AL S S SRR i
JUUIAT R e B0 S O SE R AR L/ IR 970 i S BRSSP 1 = AR B
T o

[1604]  MRHE A MRS — Ty i, HLHR 6 1 AR 2ty o T (e Mk 2B 4 sl 3wl 25 T
o

[1605]  [ALM, AR A5 B (3 — Ty i, JLAR A T _ESCHT e SCRa Tty mes Wbk Ay 2B 4 sl
A2 R ERAE B2 AR S A AR A P AR BT AR TR 259 P B A

[1606]  HRHE A BIX—TJ7 MK o — MR AL, AR T — MhE TR BZ2RIG T IR L 3h )
NAR 7= A0 8 AR I 5 2, FCAL AR 45 B UL sh i FH A 280 (0 b SO s U T e
MR 2R B R 25 R 2

[1607]  AKH] 5 — Tyt 17— B A TR MY an AR A = AT ig AR R T
Vs MR AT T 2B B w2 H 1 o

[1608]  MRAEAK B s —ATr i, HAd it 7 _ESCHE Rl T g ek iy A= sl v 24
AR R AE T 5 A AR I sh W AR = A 50 AR R I 2590 B RS A B i AR A4
FE A ER B 2 F M erbB2 A2 VRS Z BRI AT 7= A2 1

[1600]  AR¥EA A I —J7 I o5 — MR AL, FLR I T —PhE R B%2RIG T 1R M 3h P
NAR = A0 R A A P 5 92, 6 rb B Ul B0 1 AR AR P2 0 BT 20 9l erbB2 52 4% i
SR B e R, LRSS B Ul i st HIAT 2 ) B SR e SRS T o mes AT 2B 4
s 2

[1610] AWM 5 — R T — B A FAER M B Y i A AR = AR g AR AR I T B9
Ve AR AT 240 B EG T 24 P 5, e rb B PR e A A 2 0 e s 7 Fh R erbB2 52 R
IR BB A o

[1611]  AKB Sy — w7 _ESCHT & SCR T nes M AT 25 40 sl T 24 F 1) 2 )
1 TR 7 A B 4 B erb—B, RS A2 erbB2 A2 M S IR I A 5 15 s B B 2 1
(i BT 3 S (R JeehE ) KI5 b IR A

[1612]  ARHEA K BIIZ—J7 MK o5 — MR, FLAR G T —Fiih Ty /5 B8R 7 (1R 5h )
A0 NAL 1 B 8 73 H erb—B, R il i erbB2 52 A4 2 R I /3 A BB~ I O (51 ik
LTI S IREAE ) 1T i, HOR RS B Ul i sh A RIAT 2o B S PE SO T R ek AT
PRS2

[1613] AW o —J7 At T — M 677 SR B0 & 2 1 erb-B, Ff Al i erbB2 321K
P BRI A1 T (R B 2 D0 (9 ik B 8 R e e ) 3T e bR i A2 P el EE ]
ZIHI R

[1614]  MRAEAKEI S5 —AT5 1, Hd it T ESCHE R T i nd MEmbk iy A= sl v 24
HI B b AE il 5% H IR s 771X L0 3 UM 48 M Hg A 1015 5 5 9 3R P BT KRS erbB2
5 ATt 2 R T 14 D TR BB PR R 1 250 b R R

[1615]  ARIEA A I —J7 I o5 — MRk, SR 6 T —Ph iRy slif Ty 7 B 2RIA 77 1R
I PN AR P IZ LT 3 R A0 M R AT/ AT I T A 3 R T S erbB2 32
AR S 2 TR T P 90 A1 SBCJR F PPJRE 1) 3k, LA AR 45 P Ui R s it FH AT 280 1) B S P s S
AT AR R B ] 25 T o
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(16161 AW 5 — 5t 4R 46 7 — Bl A T S s 77 ik L8563 S0 8 40 M g 2B R/ siA
WSS e S BRI K erbB2 52 VR 1% 2 1 B A 70 FRRACRK FR) SR 1 2K T F e IR
"E ST 2R L o ARIE A B 55— L, LR T B SCHTE SCRY T n A AT
Ay T 24 i SR AR ) A% TR erbB2 A2 UM SR SR 4 F I 29 b i R
(16171 MRIEA I HIIZ— T3 11 (10 55— MRAE, LB AL 17— MO /5 22836 77 1L i 3h 4
AARME erbB2 52 (A 2 R S T T 60 77 ik, A3 45 B v iR sh e P A 288 g B S
58 SCIR T PR R AT 2 ) sl R 2 1

[1618] ARGy — Ty mft 7 —Fi ] 520 erbB2 32 AHs 2 IR S 1 k5 A R 2 T frgmdg
MR 2R B R 2 R 2

[1619]  MRAEAK B T3 —AT5 1, Hd it 7 B30 R T o nd Membk iy A= el e v 24
FH R ERAE ) 26 F T HR AL PR erbB2 S HIAE A I 254 P (KR o

[1620]  R¥EA A HIIX—J7 I o — MR AL, FLR A T —FiOh 75 B%2RIG 7 1R M 3h 7
NARMEIEFENE erbB2 SBEINHI1E I A T7i5  FRHESS B il Ish it A7 280 i B Se g X
2T e b T A A s ] 2 H

(16211 AR5y — gt 7 —FiH 32 (L 6 erbB2 S il £ HI A3 T 10w aeipf
T B sl i k.

[1622]  “iLEFEME erbB2 FlEAMHI1E M " Ha 02 3K T AW EIRAT AL Y0 erbB2 52 1R B 2 R
2807 B L i B 5tk o AN BT — 224 S Ry Sl X6 erbB2 52 A4 Y 2% 7 LU XTI
b S R L L erb—B B2 A U IR B » e 1) A2 BGER P PR g (0 2 SEL i o il 2
P T B ARG TCs LN RIBAE (Blhnst + L& e st 59 & #4545 A
TNEXTA N erb-B2 SRR AL AR RIFNHIVE R B9 LR etk & 24 B —erbB2 A ik (i
%o d) 1 1C,, fEL 515 F NS 40 e b BGRR WA AL A1 T RV FH L34 KB 20 i BGPR B R
AR RS (R o) 1R TG, JEAT LB ) , AR IR FE I erb-B2 JBENHIFIX erbB2 52
PRI BRI 1) 28007 B BGER Mz R I 24 g v 2220 5 A, ik 2220 10 i, SEAE 22
/B 100 £

[1623] AR5 — Tt 1 b SCp s SO T onds bk AT 224 sl w24 T 10 6 76 )
MR REhE, Nk B 0 2 R MR R b ELR S R B BE i /NS FLES L &5
W BB S 5B P SRS AT iDL A e T R L O TR R/ I L i
FURR B BERS2 U TR 7~ 5 RS B e B A i 254 7 B 2

[1624]  ARAEAAK WX —J7 MK o — MR AL, FLAR O T — PR Ty /5 B2 280877 (KR 5) )
AN NI AE, 91 A0 9 22 5 PR R U ELR I R BRI /ONS EL B Ei
IEN 7N NS RCTNY EN = N AR N T RN TN TN A I b = o= TR N 723N LN
FR S B2 S AL PR = RS B (AT I 11 7 ¥k, ML 25 BT U ) s 0 it AT 2
B SCHT E SCIC T e e T A= ) s H ] 25 TR

[1625] A By —Jrm gt 17— M iR 7 e iE, Bl anik B B 2 R s SR e
B B E I /ONSFLBs S L B S s A B SRS i UL
TCEE OISR R R/ S L AR BT SR ORI L R AR B e g
AT (e AT R sl n] 25 F R

[1626] L SCHrE SCHIHTRE AL AR T W] LA A ME— 7 VR BT SR 5 3 A A B e e
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WRAT LE A, 3 AT A B T R B80T ST o AT ] S — R ek 2 AN BB
%U H

[1627] 40 BTk ISR, Y6 T7 BRI 1 16 97 R 2 0 i 7 7 & 1K) K/ b SR R AR BT R T T
[R5 2 5 2 AR DL S T S5 R S AR BT AT AR A

[1628] b 3CHTE SLHIPUIG A V67 AT LA BLER— 7 v (10 % X4 I FH B o A i I 10 e s
TN, 1B T] LS K s T R B80T 87 o %2807 nl B HE —Fhall 2 Bl Kprih s
7 i

[1620] (i) HL¥GA: / Jubhsss 25 UL R LAl 4, =y e J8g 2 v BT F B9 40 5, an ke e 57 (43
WA AR B0 RBEBE R BT RIE O R T IR AT B e M A SRR ) B (4
T P TR 591 a0 R I S L 5 0 R e v RO N e R o B L PPN | BT B R R
TR HUEPUER (BIERRPUE RN ER X ER 2 RLE FAER KFK
B AR 2R/ R -COEAF RS R) huf 5021450 (B8 8 APy
KB KB KR R K I LR S R A R A B ) s R b R
TR (i an R LGRS (epipodophyllotoxins) WHKFEIA TR JETH 2T BE
FOWTRE BERI B, )

[1630]  (ii) 40 Ml anPisE R 2y (bS8 25 FEIm K SF TR ¥ 25 Ja i & 25
iodoxyfene) MEWZ A2 AR T (I QITRAENTHE ) VhUMER R 25 (BN LR & iz Atk . Je
KR FIBE R PR TA 22 ) o LHRH F5 505780 LHRH 35357 (A1) 40 -, 2 B b L 25 TA B AR R A7 < i
RO ZRE (IS R PR 2 ) 5 B B ) (A0 B e ke it e vorazole FIAK
VESEI ) 1 5 a — I JR BN HIF) an JE A0 AR

(16311  (iii) PP 40 MR 2802555 (M8 04 e B 1 I i 5] 0 5 37 2 =) At A PR B 41
Y PO T S AR D BEFD IR )

[1632]  (iv) AEAEAIFZhaediilsn, 4 aniZ 3 i) s A R Hiik AR 52 450
K (B HT —erbB2 Fdhk 1 Pt [Herceptin™] FIHL —erbB1 FLikPhZ 5 o [C225]) = )E
ST B T T O )5 % 2 R YA B D T R R 22 R/ = R Y D Tt ), 91 e 3R B AR KA
TIEADHIFR (4540 EGFR Ji P56 2 FR S 0 oI55 G N- (3~ & —4— AT ) —7- 4R 2L —6-(3- 19
IBRAR TR 2802 ) W Wbk 4~ Ji% (gefitinib, AZD1839) . N-(3- LsRFEXRE )-6,7- = (2- F
AL GRS ) WMk —4- % (erlotinib, 0SI-774) 1 6- M EEZZE -N-(3- &l —4- F K
) T (3— IR 4RI ) MEMIbk —4— i (CT 1033)) , 9 fun i /SRR AT A A R DR 7 e 1 1)
33 H 48] 4 40 B A A R R P kIR

[1633]1  (v) LI A B0 s 6 100 ) il 45 P B2 AR R 7 I PR B ) s (8 an e il 37
P B2 41 i AR K R B AR DR B BT [Avastin™], 46 &4 4o [ Br & ) i WO 97/22596., WO
97/30035, WO 97/32856 F1 WO 98/13354 1 it X LA &4 ) UL AGE I H e AL R AE
LAY (BRI E IR a v B 3 ThRERIPNHIFRIFUMEfl T (angiostatin)) ;
[1634]  (vi) MEHRFFIWATHE EIT A4 FALEE Fr &R HiE W0 99/02166.W0 00/40529.WO0
00/41669, WO 01/92224 WO 02/04434 LK W002/08213 i AFFHIALA YD 5

[1635]  (vii) R SU¥7 ¥, flanik£etg o)+ b 1i fr 41 B A5 0997325, Wi ISIS 2503, —Ff g X
Pl —ras(anti-ras antisense) ;

[1636]  (viii) ZEERYTF L, RLHEH) QAR T ZL R 4n ik 4T p53 84T BRCAL B BRCA2 1#) /7
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IR\GDEPT i (HEIAl — € [ IR RT R 250077 ) ik 84 H o e Fd 2 ik g i i e 4% 17
it BN R R T I ) 7 s AR 8 n 53 R AL T BRSO RO 52 A ) D7 VRN £ b2 T
BRIk A

(16371 (ix) $fesyids, CL M0t 118 o A8 i Jed 240 M 9 2 st P PO 8 R R AR P 75 9%, 2
PR 7 A o 32 20 A 35 4 SOk — e 240 4 8 S IR 1 AT 4 4 1 1
T— 40 0 T Jse LA PR 77 955 A5 P 4 1 G 3 0 D 2 4 M X — e R RO LR SR 4 ML ) 77 9%
50 P A0 DR — P G F) 4 PR R 1) 3k DA B A R ey e A IR T ik

[1638]  iZZRHKE VAT AT LUE DR & 9677 24003 R I WU s SZ 25 25K AT o 2 RA &7
it AR AL 350 Y T A (A BT PR A 5 DR T JEC Bt 10 ) VT A R 25
CRERIP

[1630]  R¥EA A KX — Ty i, LA it 17— PR & S0 SCIR T (e el T A= ) A
I I T EAE (K L SCRT 7 S 3 S BB R 7 IR 245 i o

[1640] BRI LS E BN R0 HRMzY C(RAEAN) KET ), ER R
AT /7 2] erbB 52 UK % 2 IR T VR AT Ol o IRLSE, ] AR I o S A
Wk o 1) 2 B EE R R AT A T2 24 B2 T ) 28 B 2 b i

BAEXLHEAR

(16411 IAENE T 1 PRy 5 R i) Pk S 491 X6 A e B R4 T U B, L rhy, BB i B, A5 00
[1642] (1) RFERVIRICA (CC) A RAH B s E 2/ EiR SN R, B 18-25°C
70 [ IR N AT I

[1643]  (ii) A ML A2 FH KO BRBEUFAT T8 1) s 37 00 728 R A FH T o 78 R A AR I8
(600-4000 M ;4. 5-30mmHg) "~ FH 5% 1 4% 80°C IHHRIEAT ¥

[1644]  (iii) CA3VETR M2 A0 AR B i A A 8 5 2 (54l (TLO) S e fk IRt b afiAT
1] 5

[1645]  (iv) MEH M TLC F / B AT LC-MS Sext e sk #E AT il , 3 ELA 25 HH 1) S B
[N AE A T AT UL

[1646]  (v) 4= HA A NHENR F 2R (WR) J6ikfn / sl pnssdl s (vi) g5t
ICRAAE A T AT U B, JF B — 8 21X S8 mT LR ok B i R I R AR FBCR s
R E 2 R R T AT DUE R AT 4

[1647]  (vii) Frgh HH () NMR 2085 0 3= ERHIE (diagnostic) FiFH 6 fHEIER, Hi2 LIH
XTTAEA AR Y R IERERE (TMS) 1M & & H T 28 (ppm) (R7E 4 IR, BRAER: Ui B,
5 W H AR 7E 300MHz T A 25 A S5 K (DMSO-dy) 1B ¥ 545 1 A8 N 4 s -
s, FRUGE sd, X0GE st, —EIE 5q, DY sm, 2 EIE b, BRI ;

[1648]  (viii) A5 g HoA HAH B & A ST BRALHIRT S

[1649]  (ix) WHILLE]ZDIAR AR (v/v) 25 HI sH0

[1650]  (x) Bt/ A 70 L FARAF I ML 7 RE & DAL 2 i B (CD) 77 U H B B2 B K 5T
(direct exposure probe) IBATHI ;H P PR &2l i F&d ED RER &
(FAB) BYHIMES (ESP) SKR5EHIN 25 H T m/z {8 sl W AR S Fon BHA R 10 8 1 s 3F BB
A v B A5 0 P 5 | B B e (M) T, AR I AL a1 M i ok
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W5 B AR BB R 1 A M- FR Rl e R P AR R R T

[16511  (xi) BRAERERIUE I, 15 WAL AXTFREUR AR A/ 8t I 7 AL G A AT IR
fift ;

[1652]  (xii) 7E& kiR 4 55 mir i <L s) Hh Bl AHACL 1 O A, P R 2B B i =&
it 8 Hh By S B S ) 22 R R B A i

[1653]  (xiii) ATH BRI S N A2 AE CEM Discover ™ fit & sy 5 CEMMarrs fi &
P IEATI 5

[1654]  (xiv) il 4% M RBAH (L2 (HPLC) S27E Gilson {X#% EAE T 4 4F T b7
E/‘J H

[1655]  #F :21mmx10cm Hichrom RPB

[1656] W& A /K +0. 1% = AL,

[1657] W5 B : ZJE +0. 1% =B R

[1658]  Jfii# :18ml/min

[1659]  IZATIIE] : 15 738, Horr 10 7308024 5-95% B BREUEN

[1660] Y%K :254nm, #7354 10nm

[1661]1  VE&TAFA :2. 0-4. Oml ;

[1662]  (xv) —HAEH THKHES -

[1663]  HATU 0 (T- BAGRIF =M —1- ) -N, N, N' , N/ — PYFEfR
[1664] #5 (uronium) FNHUVEEREREL 0

[1665]  THF SN

[1666]  DMF N, N= L Il

[1667]  DMA N, N- 3L 2T

[1668]  DCM AL

[1669]  DIPEA N, N- RN O

[1670]  DMSO B LA 5

[1671]  IPA FrEE s

[1672] ¥ LTk

[1673]  SEjiEfs) 1
[1674]  N-{2-[(4-{3— & —4- (nbwg —2- L 4 0k ) ARGk | memebk —-5- 3L ) /38 ] &

& -N- R W%
| =
Y N
/N\//\ HN
N
A

[1675]
\
% :N/

[1676] % HATU(197mg) « — 5 N & Z J (0n 1), B B8 (2210 1) FIN-[3- & —4- (it
WE —2- LA ) RO 1-5-[2-( AL IE ) L4 ] EMembk —4- fi% (150mg) £E DCM (20m1)
IR G INLRE 2 N o BZESTE A 7K AR JE K AT Vi R L B Sk dq . R R
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FEGEEREAT 44k, F DOM-5 % R AR A e o), 15 21 B 4 A4 T2 X i bs ik &4 (114mg,
69% ) ;NMR

[1677]1  Jt i (DMSO-d6) 1. 95 (s, 3H), 3. 00 (s, 3H) , 3. 89 (t, 2H) , 4. 48 (m, 2H) , 5. 29 (s, 2H) ,
7.18(d, 1H),7.24(d, 1H) , 7. 35 (m, 2H) , 7. 59 (m, 2H) , 7. 72 (dd, 1H) , 7. 85 (dt, 1H) , 7. 96 (d,
1H) , 8. 46 (s, 1H) , 8. 58 (m, 1H) ,9. 70 (bs, 1H) ;i MH478. 5.

[1678]  #f HVEACGAM BT N-[3- & —4- (ki —2- FE A ) R ]-5-[2-( FEEE)
LR ] WEMIRR —4- FEHI S WTR

[1679]  # DMF (0. 2m1) N A 5- & —3,4— 5 —3H- MMtk —4— i (1. 64g) 76 VA% FE S
(10m1) HREE A - ZIR B YLE 80°C N HiHE N 6 /Nat o il ik 258 kb R AE R MY T
IR S P (20m]) —EALHE . W ITIT 0 B A N 21 58 23T 78 P I v A R 1R
24 (50ml) (FFUK (50g) FH DCM (50m1) HIVE-EY)H , MTTAE 15 HLIR B IR B K T 5 C YR
FE b BB S 8 Ok, T ki, 79 2018 4% ) 4- 20 -5 FRPEE bk (1. 82¢,99% ) 5
W HAEAS AT A4 A5 0 T 2E AT 4 A S NMR D63 (CDC15) 7. 35-7. 45 (m, 1H) , 7. 85-7. 95 (m,
2H) ,9. 0 (s, 1H).

[1680] {4 4— G —5— FMEMENK (6. 75g) MAZIATE LN 3- A —4- (2 nbre L 4L )
R (9. 27g, tn WO 96/15118 [ySLjtafs] 15-21 (VERE w) ik IBAE3R1S ) 76 TPA (200m1)
(RIS, HF R IR (B T HRE I 8 /NI o AT VA ) R BN BEIRLFE — B0, e
HR R R ] A 8 FH A B 8 o e AT T8 o B A i N 21 50 %6 AR /K% (400m1)
HAZIR G DAL A i Ak s fid . 18k /O ImAZ K (0. 880) 135 VL
1, FHHAIR GRS LR R L. WP in A K (300m1) FFH] DCM(600m1) %R -G 9k
ATZRL . BZAR K, SR 5 FHERAHAT VR SR Ja i AT 08 . Tl 28 R B 5550149
B —Fh 4, H Z 8 B8 VYRR 7 Ot VR P PR RO L AT UTUE , 15 2K Ul A4 T8
I N=[3- G —4- (kR —2- FEFPASE ) ZRIE 15— JmEmkipk —4- iz (6. 75¢,48% ) ;

[1681]1 NMR O i (DMSO-d6)5. 3(s,2H),7.2-7. 3(d, 1H), 7. 35-7. 5 (m, 2H) , 7. 5-7. 65 (m,
3H), 7. 8-7. 95 (m, 3H) , 8. 55 (s, 1H) , 8. 55-8. 6 (d, 1H) ,9. 1-9. 2 (bs, 1H) ;JFil# MH" 381.
[1682] &4kl (60 % AL T8~ 4 3 H (1) 43 HUAA, 0. 63g) N A 2 A7 T DMA (25m1) H (%)
2-( FAEE ) ZEF (0.95ml), 15— 7 -5 (100 1 1) FIN-[3- G0 —4- (nEig —2- R4 ) 2E
5= -5 MM —4- % (1. 5g) I IZNVAE 100°C R I 2 /N o A% O VA AT,
AL K SR KE 42 pHT =80 N /D B AR R SN 7K VR, T I — Rt v, Sk i,
ARG X AT e . B R B A ST 44k, H DCM-5% FEE /7N 2 /K AR A pEi
51, 205 [ A 20 N=-[3- & -4- (ipme —2- BRI ) K& I-5-[2-( FRERE) 4
AL ] Wk —4- Jiz (0. 27g,45% ) ;

[1683]  NMR O% i (DMSO-d6) 2. 40 (s, 3H) ,3. 02 (t, 2H) , 4. 35(t, 2H) , 5. 28 (s, 2H) , 7. 12(d,
1H),7.25(d, 1H),7.31(d, 1H), 7. 37 (m, 1H) , 7. 57(d, 1H), 7. 71 (dd, LH) , 7. 85 (m, 2H) ,
8.10(d, 1H),8. 51 (s, LH),8. 58 (m, 1H) , 10. 57 (bs, 1H) ;JFiil MH" 436. 5.

[1684]  SCjtEfs] 2

[1685]  FH T-SKJife] 1 Fividk 77 iEARACAR 7325, o 2 110 s PAeobk b5 368 B ) PR BB AT S Y, 15 3]
x I PRI EY) -

[1686] £ I
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[1687]
o} o.__a
z R ~
R HN R
R* N
o
N
[1688]
FEl Q' R? R R® R® 7
F1
[1] 2— nikmE 3 cl1 | H H 3L k=7t
[2] 2— ML e A Cl H H B TR
[3] 2— ML e 3 Cl (R)— F 3 H AL F 3L
[4] 2- nimE A cl1 | H (R) - HI% H H
[5] 2- nimE A cl | H (R) - F% H OH
(6] 2— MEmE 3 Cl H H H H
[7] 2- ML e 5 cl (R)— FI3E H FH 3 H

[1689]  [1IN—{2-[(4—{3— % —4- (MtmE —2- LRI ) RNGH | mempibk —5- 55 ) 2] &
52— A -N- AR SRR . R B A SRR R A N-[3- S —4- (ki —2- JE AL )
AR 1-5-[2- ( FEREIE ) L5AE ] mE bk —4- i (st 1, GRS 24 BT i e
FEGIAF T ) BEAT RN AT Hill 28 R 52% sNMR Dt
[1690]  (DMSO-d6) 3. 00 (s, 3H), 3. 23 (s, 3H) , 3. 90 (t, 2H) , 4. 04 (s, 2H) , 4. 50 (¢, 2H) ,
5.29 (s, 20), 7. 17(d, 1) , 7. 23(d, 1H) , 7. 35 (m, 2H) , 7. 59 (dd, 1H) , 7. 72 (dd, 1H) , 7. 85 (dt,
1H),7.99(d, 1H),8. 45 (s, 1H) , 8. 58 (m, 1H) , 9. 70 (bs, [H) ;i MH 508. 5.
[1691]  [2IN-{2-[(4—{3- & —4-(nLmg —2- T F AL ) KL | Wemgupk —5- 3% ) A2 ]
L ) 2- ( ZHEEES ) -N- AL Al . bl N, N- R B N-[3- & —4- (it
Mg —2- FEFAAEE ) R J-5-[2-( I EIE ) L5 IE T Wemdupk —4- Jiz (il 28 s efal 1,
AR H A PTIR ) AT I SR AT H & R 13%
[1692]  NMR )% 3% (DMSO-d6) 2. 68 (s, 6H) , 3. 05 (s, 3H) , 3. 97 (m, 2H) , 4. 05 (s, 2H) , 4. 53 (m,
2H), 5. 29 (s, 2H) , 7. 19(d, 1H) , 7. 26 (d, 1H) , 7. 37 (m, 2H) , 7. 60 (d, 1H) , 7. 65 (d, 1H) , 7. 54 (¢,
1H),7. 86 (dt, 1H) ,8. 02(d, 1H) , 8. 50 (s, 1H) , 8. 58 (m, 1H) ,9. 70 (bs, 1H) ;JFiiE MH'521. 6.
[1693]  [3IN-{(2R) —2-[ (4—{3— & —4— (NtmE —2- FEFH 4L ) ARIEEE | mempk —5- 2% ) 4%
LT NI F-2- S N- PR AWEE ). kR A SEEE R AT N-[3- & —4- (nipng —2- &
AL ) gk 1-5-[(IR) —1- Ik —2- ( S IE ) L50E 1 W maibk —4— i e Wi DA 31 %% 1)
W HITT s BUl MH 522. 4.
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[1694]  HI {F A2 46 A Bl 19 N-[3— @& —4- (b mg —2- 58 P4 3% ) K2 ]-5-[ (IR -1-
H -2 (PR ) L%USE ] MMtk —4- e il 25 T Bl

[1695] ¥4 (2R)—2- LIRS &bt (13. 76g) MBI N- AR —2— 4% —1- JiZ (25m1) FH =3
AR PREE (111) (100mg) 7E W&kt (100m1) VR B 1 HEA H AR 48 5 k4 140°C
INFAT NI o BRI LR IR GG R AR YIAEIK (100m]) FIZPR L (200ml) 2 [RJEEAT 43
Bl o B NAE ) THR RS2 T B 2050, A 2 A e X ny @R -1-L Gz (F
) @A ] N 2- B (8.88,29% )

[1696] NMR Y61 (CDC1,) 1. 20 (d, 3H) ,
2. 33 (s, 3H) , 2. 27-2. 46 (m, 2H) , 3. 05 (m, 1H) , 3. 23 (m, 1H) , 3. 88 (m, 1H) , 5. 19-5. 29 (m, 2H) ,
5.90 (m, 1H) ;i M'129,

[1697]  FH 5 SZifs) 1 Bk iy Tl &6 N-[3- 5 —4- (nikig —2- JE A0 ) 0 ] -5-[2-(
BRI ) GRS ] MMk —4- B EAR LR AR QR -1-[ N (FF3E) & ]
W —2- BE 5 N-[3- 5 —4- (ke —2- AR ) -3 1-5- Mk —4- Jleib AT R M, 15 2]
5-{(R) —2-[ KN () &5 1-1- FREOHEE | -N-[3- & —4- (ke —2- RRHEE)
2RI ] WEMRIR —4- Ji, WA 53%

[1698] NMR Jt i (DMSO-d6)1.45(d,3H),2. 17 (s,3H),2. 92-3. 07 (m, 2H) , 4. 93 (m, 1H) ,
5.00(d, 1H),5.10(d, LH),5.30(s,2H),5. 64 (m, 1H), 7. 20-7. 40 (m, 4H) , 7. 58 (m, 2H) ,
7.71(dd, 1H), 7. 85(dd, 1H), 7. 98 (m, 1H) , 8. 47 (s, 1H) , 8. 58 (d, 1H) , 10. 32 (bs, 1H).

[1699]  FH 5 T 1i SE it ) 4-11 (A2 46 A BE 19 il 285 ) o B ik J7 E AR LI 7 i
5-{(IR) —2-[ MNZE () 25 1-1- FRE OHE | -N-[3- &l —4- (ke —2- RRHEE)
ARGk ] MEMEk —4- N2 AR OB / KPR AR R = (=088 ) 88 (D) BIE O0 ~ 1EAT i,
P33 N-[3- 5 —4-(nikwg —2- LA ) 285 1-]-5-[(IR) -1- F& 2- (AR ) L5
B Ik —4- i, R R 15% s S 450, [4IN-{(1R) -2-[ (4- {3— & —4- (nikmg —2- %
FRAREE ) JRHGE | bk —5- 28 ) 483 1-1- AL 43 ) AWkhe . id¥s 5- ([ (2R) —2- &
FENEE ] A P -N-08- G -4 (nibme —2- ZE AL ) RO ] bk —4— R RIS R IEEAT S B
RHFAT il & WA 99%

[1700] NMR Y% 3% (DMS0-d6)1.20(d,3H),1.70(s,3H),4.2-4. 3 (m, 2H) , 4. 4 (m, 1H) ,
5.35(s,2H),7.3-7.6(m,6H),7.8(m, 1H), 7. 85-8. 00 (m, 2H) , 8. 15(d, 1H) , 8. 6 (d, 1H) ,
8.8 (s, 1H) ;i MH'478.

[1701] AR R 5-{[ (2R —2- 2L EE 1 405 1 -N-[3- & —4- (HERg —2- FEH 4
J ) ARSE ] MR —4- i FH S S 1 Pl RO VAR T (N-[3— & —4- (b ie —2—- 2%
L) R ]-5-[2- (AR ) L8 ] Mk —4- JZrdiles ), @il R -)-2-%
5= —1- INEERI N-[3- 5 —4- (nibhe —2- LA ) 2R3E 15— M etk —4— fZ g AT R N ke adt
AT, LL63% e 49 21 5- {[ (2R) —2- 2 Lk ] 400k | -N-[3— & —4- (HErg —2- &
L) AR ] MMk —4- %

[1702] NMR i (DMSO-d6) 1. 20 (d, 3H) ,
3.4 (m, 1H) ,4.0(t, 1H) , 4. 2(dd, 1H) ,5. 3 (s, 2H) , 7. 1 (d, 1H) , 7. 2(d, 1H) , 7. 3 (m, 2H) , 7. 6 (d,
1H),7.7(m,2H),7.9(m, 1H),8. 25(d, H),8.5(s, 1H),8. 6 (d, 1H) ;Jiik MH" 436.

[1703]1  [BIN-{(1R)—2-[(4—{3- &l —4- (ML mE —2— J& P 4005 ) AL 2L | s mpipk —5— 3% )
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AR I-1-FRLE ) -2-RBELEIE . Bl LBERM - {[CR)-2- = LW ] &
55 N-[3- Gl —4- (ki —2- FEFFAREE ) RAE ] bk —4— fcdb AT BN R T il 45 11, R
N 93% ;

[1704]  NMR % 3% (DMS0-d6) 1. 20 (d, 3H) , 3. 6-3. 8 (m, 2H) , 4. 3 (m, 21) , 4. 5 (m, 1H) , 5. 35 (s,
2H) , 7. 25-7. 60 (m, 6H) , 7. 80—7. 95 (m, 3H) , 8. 00 (d, 1H) , 8. 60 (d, 1H) ,8. 6 (d, 1H) , 8. 75 (s,
1H) ;i MH™ 494.

[1705]  [6]N—{2-[(4—{3— & —4- (MLmE —2- LRI ) NG | mempbk —5- 25 ) A2k ] &
) OB . AIDEESIR Y 5- (2- FIE CEIE ) -N-[3- G —4- (kg —2- FEF AL ) K5 ]
WA ARITER —4— AT SN SRBEAT il 25 1), W3 63 % s NMR Dl

[1706]  (DMSO-d6) 1. 78 (s, 3H) , 3. 62 (m, 2H) , 4. 34 (t, 2H) , 5. 29 (s, 2H) , 7. 14 (d, 1H) ,
7.24(d, 1H), 7. 35(m, 2H) , 7. 57 (m 2H),7.72(t,1H),7.87 (t, 1H),8.01(d, 1H),8. 25 (bs,
1H) , 8. 48 (s, 1H) , 8. 59 (m, 1H) 9. 87 (bs, 1H) ;JEiE MH™ 464.

[1707]  HERCIEM B 5- (2- FE LA ) -N-[3- & —4- (kg —2- L FEE ) K ]
W ARk —4— JiZ 2 FH TS ) 1 A kil 46 N-[3- & —4- (iibie —2- FEFR 4L ) 21 ]-5-[2-(
L) LA ] Wbk —A- i BTIR AR A 7 v SR I SRR N-[3- S —4- (Tt
WE —2- B FFAR AL ) RS 15— FE MRIRR —4- b AT e B RUEAT i £ 1, B 49 %6 IR AT 3
5—(2- @IE LA ) -N-[3- 0 —4-(nkhe —2- FEPAEE ) -3k 1 mEmpipk —4- Ji% ;

[1708] NMR i (DMSO-d6) 3. 12(t,2H), 3. 29 (2H # Kk £ /K F ), 4. 28 (t,2H) , 5. 28 (s,
oH),7.12(d, 1H), 7. 21 (d, 1H) , 7. 34 (m, 2H) , 7. 57 (d, 1H) , 7. 71 (m, 2H) , 7. 87 (¢, 1H) , 8. 23 (d,
1H),8. 51 (s, 1H) ,858(d, 1H) ;JfiiE MH422.

[1709]1  [7IN-{(2R) —2-[(4—{3- @&l —4- (WL Mg —2— J& P 4005 ) AN 2 | s mpipk —5— 3% )
AR NI I -N- L O . B RS BE R 5 N-[3- S —A- (b eE —2- R AR ) R
2 ]-5-[AR) -1- FEE 2- ( FEEE I ) S5 ] W Meipk —4- fie ( JL o4 sl 2-3 Py
) AT I NRBEAT 45 LA 50 % FIBCRAF RN T A5 8L S8 sNMR K% (CDCLy) 1. 47 (d, 3H) ,
2.00(s,3H),3.00(s,3H),3.45(m, 1H), 3. 93 (m, 1H) , 5. 00 (m, 1H) , 5. 25 (s, 2H) , 6. 98 (m, 2H) ,
7. 40 (m, 1H) , 7. 49 (m, 1H) , 7. 59 (m, 2H) , 7. 70 (m, 1H) , 7. 90 (s, 1H) , 8. 53 (s, 2H) , 9. 82 (bs,
1H) ;JBiiE MH'492. 5.

[1710]  SCjtEfe] 3

(17111 2- 3208 -N- B3 -N-{2-[ (4-{3- A& —4-(mbng —2- JL 4R 28 ) R HG At | s mge
Wk —5- 2L ) L] LR OB

[1712]

~ ]
/N\/\
? N
NN
)

[1713]  Kf 2- B 5k N-[2-({4-[4- F 5 -3- WL 9l 0k ] mds e bk —5- 6 ) 056 ) &
B J-N- FEE S (100mg) «ERIR S5 2 (60mg) AERIRH (120mg) £E DMEF (5ml) k4T
PBEFE, LI 18- e -6 (10mg) o RFi% S W AE SR FOHEFE 2 Ko fEE A MRS DMF, [ 3
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A (5ml) , ARG %IRRT DM (2x5m1) AT AEHL . €1y 4] 1% DOM 4443 474l
th, 1 2.5-5% 10 © 1 DCM/ A5 0. 5% 27K (0. 880) 1) FEEAE AP ii 5] o X3 B i 26 o3 3k
AT75 R ¥ 5 R DCM/ LBEUTVE » 759 33 3 Ll 7% X A5 87 4) (28mg, 23% )
[1714]  NMR ) % (DMSO-d6, 100 ‘C ) 2. 29 (s, 3H), 3. 00 (s, 3H) , 3. 90 (t, 2H) , 4. 16 (s, 2H) ,
4.50 (t,2H) ,5. 20 (s, 2H),7.01(d, 1H),7. 16 (d, 11) , 7. 34(d, 2H) , 7. 51 (m, 2H) , 7. 55 (d, 1H) ,
7.79(t, 1H),7.83(td, 1H),8. 41 (s, 1H),8. 57 (d, 1H) , 9. 62 (s, 1H) ;Fiil MH 474.

[1715]  FVERIEM B 2- BRI N-[2- ({4-[4- B5E -3- PRI ] v menbk —5- 2 )
AL ) L3 1-N- I LB Hl & R AT

[1716] % 4— S0 —5— HME Mebk (6. 76g) WA T N BE (200m1) o (o] HHh A 4- 2
5 -2- KR (5.008) o KHiZIRAWAERIGL N N 2 /AN, 415 D03 H —Fh o ] 14
fEZIR A WA H R ISR IF I8 i pE e AR [ A o Az A A T 2 I AR (500m1)
K (100ml) FHRGDH, 53— M EWEHE . EMmZIDIFE T 00N, B g A 20K
(0. 880, 10m1) B Ak, {E1FULVE tH— Pk M (I Ao K i IR A 4 B 28 e 4 22 A 16 FR T 4
BB 22 ISR, T3 B T /KB TR B = izl S H sl
ok PR [ A, FH Q1R S BRAI B JE AR L MERE P H PO, T, 19 B R o [ A4 T U 2-
5 —4-[(5— FmEmenbk —4- &) 22 ] KXWy (8. 18g,82% ) ;

[1717] NMR S 3% (DMSO-d6) 3. 30 (s, 3H) , 6. 78 (d, 1H) , 7. 28 (m, 2H) ,
7.38(dd, 1H),7.57(d, 1H),7. 78 (m, 1H) , 8. 43 (s, 1H) , 8. 88 (d, 1H) , 9. 22 (s, 1H) ;_ J& ¥
MH'270.

[1718] % N- FIIEZ(JE 4/ (0. 80g) 7£ DMA (Bml) A VAR IR RIS AL E (60 %4 T-H )
T AR B, 0. 43g) 7E DMA (20m1) H TR A o B s N FE 30 2080, A8 5 T LR A
15— 7if =5 (50mg) , RS N 2— F3E —4-[ (5 JRME bk —4- 3% ) &(2E 1 K%y (1. 00g) o K i%
RVAE 110°CF I 2. 5 /NI o A% 5 VA AT, AN AL B v AR R FL B8k 4 o ) o
0N VLR TR S BV R, e M — ol s, ok o 8 ot L kAT WA, /K PR35, T LR LB
HATUTUE , 3B G EATE N 2- FSE —4- ({5-[2- ( FSEEIE ) L5 ] memmk —4- 25 )
A ) My (0.60g,50% ) ;

[1719] NMR J£i% (DMSO-d6) 2. 16 (s, 3H) , 2. 38 (s, 3H) ,
3.01(t,2H),4.32(t,2H),6.87(d, 1H),7.07(d, 1H),7. 18(d, 1H), 7. 45(d, 1H) , 7. 65 (dd,
1H) , 7. 66 (t, 1H) , 8. 41 (s, 1H) , 10. 36 (s, 1H) ;JJil M'325.

[1720] 4 CFEER (100mg) 7E DMF (2ml) ARG INE] 2- I —4-({5-[2- ( FEAEE)
LARFE ] MEMk —4- 55 ) EFE ) ZKWY (400mg) 7E DMF (4ml) A (¥ F - 1R S i
54350, ARG, M N HATU (519mg) 7E DMF (2m1) o (I s 0 A TR AE B B VR B T
FE 16 /NS RSB LR IR Y . K i R W) K AT A B, YUUE tH — il Gl A, 8 ik g
HHAT W, FK P, B EE G A K 2- Bk -N-[2- ({4-[4- 5k -3- AR
W IARIRR —5— Fk | 4L ) 2k 1-N- I A WbiE (406mg, 86% ) ;

[1721] NMR St (DMSO-d6) 2. 15 (s, 3H) , 2. 94 (s, 3H) , 3. 87 (m, 2H) , 4. 04 (s, 2H) ,
4. 48 (m, 2H) , 6. 81 (d, 1H), 7. 20 (dd, 1H) , 7. 25 (d, 1H) , 7. 35 (m, 2H) , 7. 92 (t, 1H) , 8. 64 (s,
1H) ,9. 46 (s, 1H) , 10. 49 (s, 1H) ;JFiE M'383.

[1722]  SZjEfH) 4
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(17231 5 SCHEW] 3 Bk iR AR i, Real Bl 4- (4- FRIb Al At ) W mebk b5 4
I Q' -CH~L" BRI A MBEAT SO, TS B R 2 s e &9, b @ 23K 2 iy
feoE WAL EDE B L RSN ER 2 TR b e g 1K R I o

[1724] K2
[1725]
o
\/j\o HN
N/)

[1726]
}—‘?% Ql RS R4 RG Z
il
[1] 2— MEEIE FAIL H ep-e OH
[2] 1,3 BEM: —4- FL FAIL H FAZL OH
[3] 5— FAFESIEm: —3- 3L FAIL H FAIL OH
[4] 2— ML IE B Cl (R) - FA3L H SIEag-e
[5] 2— N IE HE Cl H AR OH
[6] 3- B Cl H FA 2L OH
[7] 1,3 MEM: —4— 3= Cl H AL OH
[8] 6— FAIEALNE —2- 3% Cl H FAIL OH
[9] 2— MEEIE Cl H FAIL OH
[10]| 2- AikmedE Cl (R) - FI3& H H
[11]] 2- nikmest Cl (R) - FI3& FAIL OH
[12]] 2- niprRsE Cl (R) - FI% FAIL OH
[13]| 6- FAZEALmE —2- 3% Cl (R) - A% FAIL OH

135



CN 101787019 A WO B 115/192 7T

Jrs | Q R’ R’ R® Z
F

[14] | 3- FaREE Cl (R) - 2L gk OH
[15]| 1,3-thi zol-4- 3& Cl (R)— F 3k P 35k OH
[16] | 6- FAZEmLnE —2- % Cl H SiE-S H
[17] | 2- sk Cl H SiErS H
[18] | 3- Jzcdk Cl H SiErS H
[191| 1,3- meEme —4- 5 Cl H G H
[20] | 2- mErgdE Cl H R H
[21] | 2- nikrgdt Cl (R) - 2 H OH

[1727]  [1]2- 3258 -N- L -N-{2-[ (4- (3- A2k —4- (kiR —2- R AR ) 2RI ) g
Wk —5- &) AIL ] 4K OB . ik 2- BRI N-[2- ({4-[4- 3L -3 I IEHEIE ]
Wbk —5— % b SRR ) LR 1-N- IR S R R R L e —2— 5 P MR EAT S SR IEEAT
7o LA 34% WA 3 T e A B TE X IR )

[1728]  NMR O i (DMSO-d6, 100 “C ) 2. 26 (s, 3H) , 3. 00 (s, 3H) , 3. 92 (t, 2H) , 4. 16 (s, 2H) ,
4.51(t,2H) ,5. 26 (s, 2H) , 7. 05(d, 1H) , 7. 16 (d, 1H) , 7. 35(d, 1H) , 7. 52 (m, 2H) , 7. 69 (t, 1H) ,
8. 40 (s, 1H) ,8. 60 (d, 1H) ,8. 64 (d, 1H) , 8. 81 (s, 1H) ,9. 63 (s, 1H) ;JELE MH™ 475.

[1720]  FHAERRIEM R FRARRIL AR —2— J5 R A il 45 a0 T Ik

[1730] EOC T, — - % - NI (1751 1) FIPREEEE 80w 1) Ens) 2- (FILH
F) -tk (110mg, Hi#4 4 Anales De Quimica 1979, %5 899 BUTIR ) 78 DCM (5ml) 1K)
B AR, A N i 2 R IR LB RE 30 8P, AEE A R RR 2 DOM FFEANEAT HE— b 4lifk
(R 00 A8 TS AR AR

[1731]  [2]2- 320 -N- AL -N-{2-[ (4~ {3— A& —4— (1, 3— WEM: —4- JE AR IE ) K )
Wk —5— 25 ) Ak ] 43k T Ok . Tk 2- Ik -N-[2- ((4-[4- ROt -3- R
g ] WM —5- S | IR ) 4k ]-N- I AW 4- (U ) - e ER IR R IEAT S R
AT 455 BL 20 % R4S 2 T A EE ATE bR )

[1732]  NMR Of 3% (DMS0-d6, 100 ‘C )2. 23 (s, 3H) , 3. 00 (s, 3H) , 3. 91 (t, 2H) , 4. 08 (s, 2H) ,
4. 49 (t,2H) ,5. 25 (s, 2H) , 7. 07 (d, 1H) , 7. 16 (d, 1H) , 7. 34 (d, 1H) , 7. 50 (m, 2H) , 7. 68 (m, 2H) ,
8.41 (s, 1H),9. 07 (d, 1H) ,9. 63 (s, 1H) ;JE1E MH'480.

[1733]  [3]2- #23E -N- L -N-(2- {[4- (3- K —4-[ (5 FIEFREM: —3- FE ) R4 ]
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RS ) MEMIbR -5 L ] AL T 43k ) SWbi% . Wi 2- A3 -N-[2- ({4-[4- R -3-
SR HL | MEmpbk —5- S | 3L ) 43 1-N- FIEE ARG 3- (R Ak ) -5 AR I Sk
AT S RIEAT i85 LA 30 %6 IS4 21 1 3 K 0 [ A4 T 2 Fm i =4

[1734]  NMR ) % (DMSO-d6, 100 ‘C ) 2. 22 (s, 3H), 2. 41 (s, 3H), 3. 00 (s, 3H) , 3. 92 (¢, 2H) ,
4. 05 (s,2H) , 4. 48 (t, 2H) , 5. 15 (s, 2H) , 6. 28 (s, 1,7. 05(d, 1H) , 7. 16 (d, 1H) , 7. 34 (d, 1H) ,
7. 48 (m, 2H) ,7. 68 (t, 11), 8. 42 (s, 1H),9. 62 (s, 1H) ;JHiE MH478.

[1735]  [4IN-{(2R)—2-[(4—{3- Sl —4- (ML meg -2 J& 4258 ) AL 2L | s bk —5- 22 )
AR NE ) 2- FEE OB . @i N-LCR) —2-({4-[3- A —4- AR ] e me
Wbk —5- 2% | AL ) NIE 12— FEZE SR ME RN Bh IR i 2% FR AT IO N R AT i) &, R Ky
43% ;

[1736] NMR i (DMS0-d6) 1. 19 (d, 3H) , 3. 10 (s, 3H) , 3. 21 (dt,
1H),3. 72 (m, LH), 3. 77 (s, 2H) , 4. 93 (m, LH) , 5. 29 (s, 2H) , 7. 22(d, 2H) , 7. 24 (d, 2H) , 7. 32 (d,
1H), 7. 36 (dd, 1H), 7. 58 (m, 2H) , 7. 71 (t, lH) , 7. 86 (td, 1H), 8. 15(d, 1H),8. 19 (t, LH) ,
8. 47 (s, 1H),8.59(d, 1H) ,9. 97 (s, 1H) JEiil MH'508.

[1737]1  FIERGEM B N-[ (2R) —2- ({4-[3- S —4- FRIEEARNEEL ] wemenk —5— 2% } 455 )
NEE 1-2- PSS CWERZ HI )24 40 R AT -

[1738]  F S S2ifsl 1 il & N-[3- & —4- (nbhe —2- P ) &5 J-5-[2-( FEZEE)
LA ] eIk —4- Ji ) BT iEARAR T e (R) —1- & & —2- NS 2- 3 -4-[ (5— %
W Ik —4— FE ) 2L ] oKWy (LA s 4-4, BRI A BTl ) AT ROV, B
64% MR R T 4- ((5-L(IR) —2- & J& —1- FIL L 5U0E 1 mEmpmpk —4- 26 | 2038 ) —2- &R
M

[1739] NMR % i (DMSO-d6) 1. 39 (d, 3H) , 2. 88-3. 03 (m, 2H) , 3. 72-3. 85 (m, 1H) , 6. 95 (d,
1H),7.15(d, 1H) , 7. 29(d, 1H) , 7. 45-7. 52 (m, 1H) , 7. 69, (t, 1H) ,8. 05 (s, 1H) , 8. 45 (s, 1H) J&
i MH'345.

[1740]  FH 5 sEgtife) 3 CRR R B RE i 45 ) BTk 77 B AR LI 7 64 4- ({(5-[ (1IR) -2 &
B -1 I CAIE ] Wbk —4- 3 b 2 ) —2- SRRy B AR R IEAT RO, BA 83 %6 11K
FAFH) T N-[(2R) —2- ({4-[3- & —4- BRI RN ] wemenpk —5- 2% ) 428 ) N2 1-2- 5
e LW

[1741]  NMR D% i (DMSO-d6) 1. 4(d, 3H),3. 1 (s, 3H), 3. 35-3. 45 (m, 1H) , 3. 72-3. 85 (m,
3H) , 4. 95-5. 05 (m, 1H) , 7. 05 (d, 1H) , 7. 31 (d, 1H), 7. 4 (dd, 1H) , 7. 48 (d, 1H) , 7. 81 (m, 1H) ,
7.95(t, 1H), 8. 25(t, 1H) ,8. 8 (s, 1H) , 10. 39 (s, 1H) , 10. 74 (s, 1H) JFif# MH" 417.

[1742]  [5IN-{2-[(4—{3- & —4- (MLmE —2- FLPEIE ) ARNGIE | empibk —5- 25 ) A0k ] &
B b -2- RHE -N- P AWEIG . G R R AR N=-[2- ({4-[3- | —4- BRI R IZ I ]
Wbk —5— 3%} AR ) L3 12— BRIk -N- L SBL G AT RN R IHEAT A5 R 6696
[1743]  NMR Y 3% (DMS0-d6) 2. 96 (s, 3H) , 3. 91 (t, 2H) , 4. 04 (d, 2H) , 4. 26 (t, 1H) , 4. 40 (¢,
2H) , 5. 28 (s, 2H) , 7. 14(d, 1H) , 7. 22(d, 1H) , 7. 32(d, 1H) , 7. 35 (m, 1H) , 7. 57 (m, 2H) , 7. 70 (m,
1H),7.86 (m, 1H),7.95 (s, 1H), 8. 42 (s, 1H) , 8. 58 (d, 1H) , 9. 73 (bs, 1H) ;Jiiil MH'494.

[1744]  FAERGEM R N-[2- ({4-[ (3— 5 —4- FRFEARIL ) &5 ] wementk —5— 2% | 400%)
L 1-2- F2HE -N- R SR 1l 46 an S BTk -
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[1745]  FH 5 SEf) 3 il 2% 2— B 5L —4- [ (5— i m meibk —4— 2% ) & 3% ] 25 ik 77 V2 4H
U 7505 4- S -5— MMk 5 4- 205k —2- SUR By UEAT N, L 85 %6 Iy i 43 31 T
2— & ~4-[ (5— FEMEIbR —4- 35 ) (3L ] 2Ky 5

[1746] NMR Jt;id (DMSO-d6) 6. 97 (d, 1H) , 7. 38 (dd, 1H) ,
7.42(dd, 1H),7.59(d, 1H),7. 73(d, 1H) , 7. 81 (dd, 11) , 8. 51 (s, 11) ,9. 03 (d, 1H) , 10. 07 (bs,
1H) ;J5i% MH290.

[1747]  FH5 5208400 3 4% 2- F2E —4- ({5-[2- ( FIEEIE ) L5k ] msmdenpk —4- ik } 28 )
250 BT IR T AR T 2- G —4- [ (5— MMk —4- 2% ) 28 ] Ky 5 N- FREAE L
BEHEAT N, DL 96 % RIS 2 T 2- & —4-(5-[2- ( FEEIE ) LEFEE ] Mk —4- 5 )
) KW

[1748] NMR % if% (DMS0-d6) 2. 41 (s, 3H),3. 05 (t,2H), 4. 36 (t, 2H) ,6. 97 (d, 1H), 7. 12(d,
1H),7.31(d, 1H), 7. 63 (1H, dd) ,7. 70 (t, 1H) , 7. 96 (s, 1H) , 8. 47 (s, 1H) 10. 47 (bs, 1H) ; J& i
MH'345.

[1740]  FH 5 SEjtifhl] 3 Prik JriEAH AR 72 2- &l —4- ({5-[2- ( 2Ea 2t ) S50 1
etk —4- 2} AR ) KM 5 CEERRIEAT RV, LL 58 % R4 R T N-[2- ({4-[3- & 4- 1%
FEORRGHL ] MMk —5- 3 ) EEE ) L5 ]-2- R -N- L AW ;

[1750]  NMR )% i (DMSO-d6) 2. 96 (s, 3H) , 3. 90 (t, 2H) , 4. 05 (m, 3H) , 4. 41 (t, 2H) , 6. 97 (d,
1H),7.14(d, 1H) ,7. 34 (m, 2H) , 7. 70 (t, 1H) , 7. 79 (d, 1H) , 8. 40 (s, 1H) , 9. 64 (s, 1H) ,
10. 00 (bs, 1H) ;JE % MH'403.

[17511  [6IN-(2—{[4-(3- %l —4-[ (3 J ¥ ) 2L ) KM ) wempipk —5- 2% ] 53 ) &
) -2- FRAE N- PE OB . bR 3- 30N AR UM N=-[2- ({4-[3- & —4- FAE R NZ 2L ]
W Rk —5— 2 | 480 ) £k 1-2- B3k -N- FIJE S WEHZ AT e MR IEAT il 4 5 LA 59 % i
1320 T FRd= )

[1752] NMR Sti (DMSO-d6, 100°C ) 2. 91 (s, 3H) , 3. 83 (t, 2H) ,
3.99(bs, 3H) ,4. 42 (t, 3H) ,5. 17 (s, 2H) , 7. 00-7. 30 (m, 6H) , 7. 36 (m, 1H) , 7. 50 (dd, 1H) ,
7.63(t, 1H),7.89(d, 1H) ,8. 38 (s, 1H) ,9. 62 (bs, 1H) ;JE1E MH511.

[1753]  [7IN-{2-[(4-{3— G —4- (1,3~ WE Wg —4— JL A4 28 ) 2K Jig 5 | s me g —5- 2% )
A R 2- R N- B OB . B 4- 5T 3 ) -1, 3 WE Mg 2 g A
N-[2-({4-[3- &l —4- PR RHEHL ] wempubk —5— 5L ) 4008 ) £ 12— 15 N- R Wt
HHAT RN SR BEAT 5145, UL 54 % (IR AR 3 T AR =4

[1754] NMR St
(DMSO-d6, 100 °C )2.99(s,3H),3.91(t, 2H) ,4. 07 (bs, 3H) , 4. 50 (t, 2H) , 5. 34 (s, 2H) ,
7.17(d, 1H),7. 30 (d, 1H) , 7. 36 (d, 1H) , 7. 59 (dd, 1H) , 7. 72 (m, 2H) , 7. 96, (d, 1H),8. 46 (s,
1H) ,9. 08 (d, 1H) ,9. 70 (bs, 1H) ;& MH'500.

[1755]  [8IN-(2—{[4-(3— & —4-[ (6— FAZEnbmg —2—- 2% ) FIAEEE ] B ) memmpk —5- 2L ]
AL} 43 -2- O -N- AL SR . B FREIES (0. 034ml) = Zf% (0. 077ml) F1 (6- FF
FEMEmE —2- 35 ) FEE (44mg) [ITR-GHAE DCM (10m1) AR BEpE— A o FH IR IR L 25 IR 40 IF 1)
FErR N DMF (20m1) 5 48 )5 ) Fe b N N-[2- ({4-[3- Gl —4- IR AL | we mkipk —5- 2L )
B ) O ]-2- B -N- R A% (125me) FIRRIRAN (150mg) FEKZIR S WHiHE 2 Ko
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PZR WA, A I AIK (50ml) FHHZIE-G Y DOM(60m1) AT 2L KA HY)
T IR L LA, i R ) B A AT 44k, H DOM-10% F 1 (2M 287K ) AT 3ER
133 B A AT AR B &) (99mg,54% ) 5

[1756] NMR ;3
(DMS0-d6, 100 °C )2.50(s,3H, 4 DMSO F& j& ), 2. 99 (s, 3H), 3. 92(t, 2H) , 4. 06 (bs, 3H) ,
4. 49 (t,2H),5. 22 (s, 2H), 7. 13-7. 26 (m, 3H) , 7. 37 (m, 2H) , 7. 57 (dd, 1H) , 7. 72 (m, 2H) ,
7.98(d, 1H), 8. 46 (s, 1H) ,9. 70 (bs, 1H) ;JFi% MH508.

[1757]  [9IN-{2-[(4—{3— & —4- (MtME —2- L4 ) ZRNGIE | mempibk —5- 25 ) A2k ] &
B} -2- BE -N- PR AENE . Bib ek -2- L PR 5 N-[2- (4-[(3- & -4- #&
FEARHE ) AL ] MMk 5- 2L | AL ) &3 1-2- BRI N- I QAT I N R IEAT I
25 LA 60 % HIWCRAZ B T AR

[1758] NMR i (DMSO-d6,
100 °C )2.99(s,3H),3.91(t,2H),4. 07 (bs,3H) ,4. 49 (t,2h),5. 37 (s,2H) , 7. 17(d, 1H) ,
7.29(d, 1H),7.36(d, 1H) , 7. 60 (dd, 1H) , 7. 72 (t, 1H), 7. 99 (d, LH) , 8. 46 (s, 1H) , 8. 64 (m,
2H) , 8. 50 (s, 1H) ,9. 72 (bs, 1H) ;JFi MH495.

[1759]1  [10IN-{(2R)—2-[ (4—{3— & —4-(mbmg —2- FE 4L ) -G | e Mk —5- 2% )
AL INE ) Wb . ik N-[(2R) —2- ({4-[3- S —4- FRRE R G dh 1 v bk —5- 2% + 4%
) L ] CBRA LR S 7% B ST SN RIFAT il &, W o 76 %

[1760] NMR ¢ 3% (DMSO-d6) 1. 40(d, 3H), 1. 78 (s, 3H) , 3. 39 (m, 1H) , 3. 62 (m,
1H) , 4. 87 (m, 1H) , 5. 29 (s, 2H) , 7. 21-7. 40 (m, 4H) , 7. 57 (m, 2H) , 7. 71 (t, 1H) , 7. 87 (m, 1H) ,
8.12(d, 1H),8. 22 (t, 1H),8. 49 (s, 1H),8. 58 (d, IH) , 10. 00 (bs, 1H) ;JFiiff MH" 478.

[17611  FAE A2 46 # B 19 N-[(2R) —2- ({4-[3— 0 —4— 52 F% A% Jlg 55 1w me bk —5— ik
AR N ] Sl 28 T S S 3 ) A 2- Rk -N- R -N-{2-[(4-{3-
S -A-(mbwe —2- FE AT ) R SE b e etk —5- 3 ) AR ] &KL SBEIE Bk U7 vk
AL J7 ¥ 4-((5-[(IR) —2— & 2 —1- AL S5 2 1w mepk —4— 2 } &2 ) —2- K
My (L85 i SE ) 4-4 Frid ) 5 S IR AT ROV SR HEAT 45 1, DL 28 % IR AR B T
N=[(2R) —2— ({4-[3- S —4— FRBE R G 1 bk —5- 2 } 4608 ) TNZE ] QB

[1762] NMR i
(DMS0O-d6) 1. 40 (d, 3H) , 1. 78 (s, 1H) , 3. 40 (m, 1H) , 3. 62 (m, 1H) , 4. 87 (m, 1H) ,6. 99 (d, 1H) ,
7.23(d, 1H),7.31(d, 1H) , 7. 41 (dd, 1H), 7. 71 (t, LH) , 7. 97 (d, 1H) , 8. 22 (t, 1H) , 7. 49 (s,
1H),9. 99 (s, 1H), 10. 02 (s, 1H) ;JFi M 387.

[1763]1  [11IN-{(2R)—2-[ (4—{3— & —4- (NitmE —2—- FL A4 ) RILE | memipk —5— 2% ) 4%
51 NEF2- R -N- PR OB . Bk N-L QR -2-({4-[3- & —4- BIERRE 1 ¥
PARbR —5- 2 AR ) NZE 12— 0% -N- FOE SRR N Eh IR B 25 S AU AT IO N SR AT il 4
KKK 61%

[1764] NMR 3 (DMSO-d6,
100 °C )1.44(d,3H),2.99(s,3H),3.51 (m, 1H) , 4. 07 (m, 2H) , 4. 13 (m, 1H) , 5. 12 (m, 1H) ,
5.28(s,2H) , 7. 23 (m, 2H) , 7. 34 (m, 1H) , 7. 60 (m, 2H) , 7. 70 (t, 1H) , 7. 85 (t, 1H) , 8. 08 (d, 1H) ,
8. 47 (s, 1H) ,8. 58 (bd, 1H) ,9. 87 (bs, 1H) ;JF i MH'508.
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[1765]  FHAERIEM B N-[ (2R) —2- ({4-[3- G0 —4- PRI AR | bk —5- 2 } 4828 )
2 1-2- BRIk -N- FIE S WRRE (1) 2 W R ATiA

[1766] 4% 2— G —4-[(5— 5 M Mg bk —4- 255 ) 2028 ] XM (20) N B E47 48 B+ 11
QR -1-[ N FE (L) 3L 1 T8 —2- W% (2. 24g, Hoihil 4 ansc ) 2-3 Ak ) £F DMA (100m1)
RS ALl (60 % A7 T30 173 B, 692me) P IR HAZIB G W A 110°C ik 16
NI o BRZIR A B ARG, ARG ) A I N TR BR A A (200m1) I F DCM (300m1)
AT B B AU F Sk Bk, 08 IR0 I s ik 4, 15 vk R W (B vk ali Ak,
DCM-10% FFEE /2N 2K AE el ), 753 2 i e AT X H) 4-L 6-{ AR —2-[ MmN & (FFE5E)
Ak ]-1- RO | bk —4- g8 ) 2k ]-2- EUREY (1.88g,68% ) 5

[1767] NMR i (DMSO-d6) 1. 43 (d, 3H) , 2. 17 (s, 3H) , 2. 54 (dd,
1H), 2. 97 (m, 3H) , 4. 94 (m, 1H) , 5. 00 (dd, 1H) , 5. 10 (dd, 1H) , 5. 63 (m, 1H) , 6. 98 (d, 1H) ,
7.18(d, 1H) , 7. 29 (d, 1H) , 7. 42 (dd, 1H) , 7. 69 (t, 1H) , 7. 84 (d, 1H) , 8. 44 (s, 1H) , 10. 01 (bs,
1H), 10. 26 (s, 1H) ;J5iil MH399.

[1768] B &A= (= 2RFLBE) 8 (1) omg) AT 4-[ G-{UR) -2-[ #HAFEE (FE)
AL ]-1- BECHE ) ek —4- ) &E 1-2- 5UKM B4img) FELHE /K (B 1 1,
Aml) H R, I8 S O R O ZIR A P IR 130°C I 10 4380, BAHIR A
W) P B A H (0 EAT AL 3 3 F T /oM K N P AT R, 43 304 10 [ A 2
2- A ~4-({5-[(IR) ~1- P& —2- ( HILEIE ) L5 ] MMk —4- 3% | &(3E ) K%y (776mg,
100% ) ;

[1769]  NMR )% 3 (DMSO-d6) 1. 40 (d, 3H) , 2. 33 (s, 3H) , 2. 87 (m, 2H) , 3. 29 (1H #% & 3% 7
K ), 4.88(m, 1H) ,6.97(d, 1H),7. 14 (d, 1H), 7. 28 (d, 1H) , 7. 55 (dd, 1H) , 7. 68 (t, 1H) ,
7.95(d, 1H) , 8. 45 (s, 1H), 10. 51 (bs, 1H) ;JEi% MH 359.

[1770] &M EL N-[@QR) -2-({4-[ (3 & —4- B IE K IL ) 20 58 ] s bk —5- 26 1 44
55 W J-2- Ak -N- IR AW o B S S 3 A 2- Ak -N-[2-({4-[4- %
Bk -3- FEIRHGSE T eIk —5- 5 ) 0% ) 23k 1-N- F3E ZBERG ATk 7 AR O ok
2- & ~4-({6-[(IR) ~1— FIFE —2- ( FFLEEL ) L5 ] ek —4- F | &I ) Ky 5 L1
FRIEAT SR AT 4% 19, LA 57 % RGBT N-[(2R) —2- ({4-[3- & —4- BRI ]
Wk —5- 2L ) AHIE ) TR ]-2- R4k -N- AL OBk ;

[1771] NMR Y53 (DMSO-d6) 1. 39 (d, 3H) , 2. 91 (m,
1H),2.97 (s, 3H), 3. 39(dd, 1H) , 4. 04 (d, 2H) , 4. 16 (m, 1H) , 4. 39 (m, LH) , 5. 08 (m, 1H) ,
6.98(d, 1H),7. 27 (m, 2H) , 7. 47 (dd, 1H) , 7. 70 (t, 1H) , 7. 97 (d, 1H) , 8. 43 (s, 1H) , 9. 85 (s,
1H),9. 99 (bs, 11) ;JHil MH'417.

[17721  [12IN-{@R)—2-[(4-{3- & —4-(mt mE -2- & B 5 ) X fg &} ¥ w
Wk —5— 3% ) AR ] N EE J-2- BRI N- L AW i . E ook ke —2- S L TR R B R
N-[(2R) —2- ({4-[3- &l ~4- FR AR et | wemdembk —5- 2 } 462 ) TR ]-2- &L N- L &
R BEA T B2 SR BAT 114, A 20 % (RISCRAS 3 T bR =4

[1773] NMR St
i (DMSO-d6) 1. 41 (d,3H) , 2. 98 (s, 3H) , 3. 42 (dd, 1H) , 4. 06 (m, 2H) , 4. 23 (m, 1H) , 4. 41 (m,
1H),5. 12 (m, 1H) , 5. 39 (s, 2H) , 7. 25-7. 38 (m, 3H) , 7. 72 (m, 2H) , 8. 15 (d, 1H) , 8. 48 (s, 1H) ,
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8.68(d, 2H),8. 87 (s, 1H),9. 96 (s, 1H) ;JFif MH'509.
[1774]1  [13IN-((2R)—2-{[4-(3- & —4-[(6— FAEmb e —2- 3% ) FIAE ] ARG ) e
Wk —5- & ] 3L ) NEE ) -2 Bk -N- HIE S WERG . B S ) 4-8 (AE A T R
fealg (6— FFLnbmE —2- 25 ) FER) Frdk iz 77 2ok (6- Entne —2- 2% ) AfE S
N-[(2R) —2- ({4-[3- & —4- FRIE Rl ] wemeimpk —5- 25 ) 4608 ) TN ]-2- 23k -N- Ik &
R EAT S A BEAT ) 4%, LA 48 % HIWCRAZ R T R A=)
[1775] NMR 61 (DMSO-d6) 1. 40 (d, 3H) , 2. 50 (3H, # DMSO f& & ) »
2.98 (s, 3H),3.37(dd, 1H) ,4. 06 (d, 1H) , 4. 22 (m, 1H) , 4. 41 (t, 1H) , 5. 10 (m, 1H) , 5. 26 (s,
2H) , 7. 20-7. 30 (m, 3H) , 7. 33 (d, 1H) , 7. 37 (d, 1H) , 7. 67 (dd, 1H) , 7. 70-7. 80 (m, 2H) , 8. 15 (d,
1H), 8. 48 (s, 1H) ,9. 95 (s, 1H) 3JEiE MH'522.
[1776]  [14IN-(@CR)—2-{[4-(3- & —4-[B- % ¥ &) & H ] X g X&) ¥ »
Mk —b5-JE ] AL NE)2-REN-FREOB . Bk - P E)-3- 52
N=[(2R) —2— ({4-[3- 50 —4- R R AL ] mempipk —5- 2% } 408 ) N ] 2- BRI -N-FE L
WERGEAT S N R BEAT 4%, LA 61 % (KBRS T =)
[1777]

NMR 't
i (DMS0-d6) 1. 40 (d, 3H) , 2. 98 (s, 3H) , 3. 37 (dd, 1H) , 4. 06 (d, 2H) , 4. 22 (m, 1H) , 4. 41 (¢,
1H),5. 11 (m, 1H) , 5. 28 (s, 2H) , 7. 19 (m, 1H) , 7. 22-7. 38 (m, 5H) , 7. 47 (m, 1H) , 7. 68 (dd, 1H) ,
7.72(t, 1H),8. 13(d, 1H), 8. 48 (s, 1H) ,9. 94 (s, 1H) ;JFiil MH" 525.
[1778]1  [15IN-{(2R) —2-[ (4—{3— & —4-(1,3— WE % —4- L AL ) R R AL mE m
Wk —5— Ik ) AL ] INEE T 2- Rk -N- AL MR . Tk 4- CRUP3E ) -1, 3— M b
FIN-L(2R) —2- ({4-[ (3— G0 —4— FRFERNGHL ] e mpipk —5- 2% } 4% ) N2 ]-2- Jd N-
5 G AT R SR IEAT il 45 LA 61 % RICRAF 2 T bRl =4
[1779]1 NMR )¢ i (DMS0-d6)1.41(d,3H),2.98(s,3H),3.38(dd, IH),4. 06 (d, 21),
4. 22 (m, 1H) , 4. 42 (t, 1H), 5. 11 (m, 1H) , 5. 34 (s, 2H) , 7. 28 (d, 1H) , 7. 34 (m, 2H) , 7. 69 (dd,
1H),7.73(t, 1H),7.82(s, 1H) ,8. 12(d, 1H) , 8. 48 (s, 1H),9. 18(d, 1H) ,9. 95 (s, 1H) ;_JE il
MH'514.
[1780]1  [16]IN-(2—{[4-(3— & —4-[(6— FEEMLIE —2- 2 ) FIARCSE ] 2R IGaE ) wmkinpk —5— 2% ]
AL ) -N- PR 2 . T Szt 4-8 (LR JRAT R PR (6— I REAnE —2- 3% )
FRILHE ) Pk (6 FZENERE —2- 25 ) FIRERI N-[2- ({4-[3- & —4- BRI RIEE ]
W Ielbk —5— 2% } AL ) L3k J-N- O SR AT I BV EAT i) 45, LL 67 % IRSCRAF 2 T A%
A
[1781] NMR St
i (DMS0-d6) 1. 94 (s, 3H) , 3. 06 (s, 3H) , 3. 27 (s, 3H) , 3. 84-3. 96 (m, 2H) , 4. 35-4. 45 (m,
2H),5.24 (s, 2H),7. 16 (d, 1H) , 7. 20-7. 27 (m, 2H) , 7. 32-7. 40 (m, 2H) , 7. 58 (dd, 1H) ,
7.70-7.79 (m, 2H) , 7. 92 (d, 1H) , 8. 45 (s, 1H) , 9. 74 (s, 1H) ;)Fiil MH'492.
[1782]  FERS AR E N-[2- ({4-[ (8- A —4- AR &AL ] mEmpitk —5- 3%} 28 ) &
5 ] -N- L SWE I 25 Pl
[1783]  F 5 5jifsl 3 il & 2— F2 3k -N-[2- ({4-[4- }2 % —3- FIBEoRNGIE ] gk —5- i }
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L) FE ]-N- PR OB PR T FEAR A B 1 B R 5 2- S —4- ((5-[2- ( FZEa %)
LR ] EMEk —4- ik b 2 S ) SRy (LA WS ] 4-5, PR Sl Pl ) 2T R
V., LA 56 %6 HICRAG 3 T FR 24

[1784] NMR ;i
(DMSO-d6) 1. 96 (s, 3H) , 2. 48 (s, 3H) , 3. 84 (m, 2H) , 4. 36 (t, 2H) , 6. 96 (d, 1H) , 7. 14 (d, 1H) ,
7. 32 (m, 2H) , 7. 70 (m, 2H) , 8. 40 (s, 1H) , 9. 62 (bs, 1H) , 10. 01 (bs, 1H) ;JEif MH 370.

[1785]1  [17IN-(2-{[4-(3- & —4-[(2- T ) AR ] FMEE ) mempnpk —5- J& ] 42
LFE)N- PR W . @ 2- SOFER S N-[2- (4-[ (8- & —4- FREE R I A 1w e
Wk —5- 2 t AL ) &FE ]-N- L SR RZ AT e VR IFAT il £, LA 71 % IR AT 2 T Al
v

[1786] NMR % ii% (DMSO-d6) 1. 94 (s, 3H),3. 05 (s, 3H), 3. 89 (t, 2H) , 4. 40 (t, 2H) , 5. 27 (s,
o) ,7.17(d, 1H), 7. 22-7. 39 (m, 4H) , 7. 41-7. 48 (m, 1H) , 7. 56-7. 65 (m, 2H) , 7. 73 (dd, 1H) ,
7.90 (d, 1H) , 8. 44 (s, 1H) ,9. 74 (s, 1H) ;JHi MH'495.

[1787]1  [18IN-(2-{[4-(3- & —4-[(3- T T3 ) HEE 1 M ) mempenpk —5- J& ] 402 |
L) -N- RO G . Wk 3- HCR IR N-[2- ({(4-[3- & —4- BRI A i I ] v e
Wk —5— 2 } AL ) £FE ]-N- AT IRONRIEAT il 4%, LL 80 % I Z1T 3] T AR

[1788]  NMROYif# (DMSO-d6) 1. 94 F1 1. 97 (% H K s, —#2 A 30, 2. 90 fI3. 05 (F H A s, —
HEA 3H),3. 89 M 3. 9L (K H A t, —HE A 2H),4. 40 F1 4. 55 (% H A t, —#H 2H), 5. 27 (s,
2H) , 7. 14-7. 27 (m, 3H) , 7. 29-7. 39 (m, 3H) , 7. 45-7. 51 (m, 1H) , 7. 53-7. 60 (m, LH) , 7. 73 Fll
.76 (K HHN t, K 1H),7.91 F18.04( &K H N d, —H A 1H),8.45 F18.50( K HH s,
—#H 1H),9. 73 F 9. 77 (& H N s, —#H LH) ;5 MH'495.

[1789]  [19IN-{2-[(4-{3— & —4- (1,3~ WEMk —4- FLHIARIE ) JRMES | e mpibk —5- 2% ) 4%
] CH T -N- R O . B A- CRUF R ) -1, 3— WM N-[2- ({4-[3- & —4- 2%
NG ] Wb -5 3L | AL ) L5 T-N- I ARG IEAT SN R BT ) 4%, DL 67 % RBCR
1320 T FRE )

[1790]  NMR J% % (DMSO-d6)1.94 Fl1 1.96 (% H A s, —#2 K 3H),2. 90 1 3. 05( % H N
s, —AE K 3H),3.89 FI3.92( % H N t, —# N 2H),4.40 F14.55( &% H K t, —& K 2H),
5.35(s,20),7. 16 F1 7. 24 (% AR d,—HH 1H),7.34 M 7.37( KB H d, —&H 2H),7. 56
F7.59( % AHdd, —H A, 7.73F7.76(F AR t, —# N 1H),7.83(s, 1H),7.90
M8 02( K AN —HH 1H),8.44 F18.50( &% A K s, —&H 10),9. 16(d, 1H),9. 73 Fl
9.76 (% AN s, —N 1H) ;JRiE MH484.

[1791]  [20IN-{2-[ (4-{3— & —4-(WtME —2- FEP 4L ) ANEIE | mempipk —5- 2L ) 4% |
CFE Y -N- FIL 2B . ek PR —2- S EE ()& s ) 4-1, EAEARHE)
il £ BTIR ) A N-[2- ({4-[3- S —4- FelE R i dh ] mempipk —5- 38 | 468 ) & 1-N- L
WERGEAT S SR BEAT 4%, LA 60 % RIS R T AR =4

[1792]  NMROGi# (DMSO-d6) 1. 94 F1 1. 96 (% H K s, —#2 A 30, 2. 90 fI3. 05 (K H A s, —
HEA 3H),3. 89 M1 3.92( & H A t, —HE A 2H), 4. 40 F1 4. 55 (% H K t, —#H 2H), 5. 40 (s,
2H),7. 16 F1 7. 24 (& H A d, —& K 1H), 7. 29-7. 39 (m, 2H) , 7. 58 F1 7. 60 ( & H Ny dd, —i&
KW, 7. T3 R 7.76 (£ H R t, — 4K 1H),7.93 M 8.05( % H A d, —iH N 1H),8. 44 Al
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8.51( % HAMNs, K 1H),8.68(d, 1H),8.69(d, 1H),8. 87 (s, 1H),9. 74 F19. 77 (&K H K s,
— A 1H) ;JFE MH'479.

[1793]1  [21IN-{(2R)—2-[ (4—{3— @l —4- (Nitmg —2— FL AP AL ) RNEHL | ek —5— 3% ) 41
T HHE ) 2- BRI TR . BB N-[ (2R) —2— ({4-[3- 5 —4— FLFE IR ML IE ] ws bk —5— 5 )
SUE) NS J-2- FR 0k ST ORT #h 8 e 2% L UEAT IR SR AT il 2%, LL 61 % I 3R 13 21 T 4%
et/

[1794] NMR i
(DMS0-d6) 1. 39 (d, 3H) , 3. 45-3. 47 (m, LH) , 3. 70-3. 83 (m, 3H) , 4. 86—4. 99 (m, 1H) , 5. 29 (s,
2H),5. 48 (t, LH) , 7. 20-7. 27 (m, 2H) , 7. 28-7. 39 (m, 2H) , 7. 54-7. 64 (m, 2H) , 7. 71 (t, 1H) ,
7. 87 (t, 1H),8. 11-8. 21 (m, 2H) , 8. 48 (s, 1H) , 8. 59 (d, 1H) , 9. 98 (s, 1H) JFiil MH'494.

[1795]  FAERGEM B N-[ (2R) —2- ({4-[3- S —4- RIEARNEE ] wemenpk —5—- 2% | 455 )
P2 1-2- FR IR BRI W R T aA

[1796]1  F 552t 1 ) & N—-{2-[ (4-{3— &l 4-(mbmeg 2- L) RKIL 5 T e
Wbk —5— 3% ) I ] L3 -N- 3L WL vk T AR 7 4- (- (IR —2- &= -1-
FECARTE ] EER —4- ik} 2Tk ) —2— SRy (LA an SE e 4-4, B RS £ BTk )
5 2 BT SN, LA 61% IR E] T ARy

[1797] NMR 3¢ ji
(DMS0-d6) 1. 39 (d, 3H) , 3. 70-3. 80 (m, 3H) , 4. 90-4. 97 (m, LH) , 7. 0(d, 1H), 7. 26-7. 31 (m,
2H),7.41(dd, 1H),7.75(t, 1H),7.92(d, 1H),8. 16 (t, 1H),8. 53 (s, 1H), 10. 09 (s, LH),
10. 15 (s, 1H) JEi MH403.

[1798]  SCjitifs) 5

[1799]  N—{2-[(4-{[3— & —4- (nmbmg —2- FEFAP AL ) R5E ] &0 | nmemgembk —5- 2% ) 462 ]
L} -N- LFE LB

[1800]

=N

&
[18011 4 N-[3- 5 —4-(ntme —2- L P4 ) RKE J-5-[2-( LHEAHE) CHE ] m
bk —4- fi& (58mg) 7E DCM(3m1) ' H L BE5 (15mg) F1 DIPEA (39mg) BEAT ALFEIF¥s Hobi bk —
W, O AHZ S IR AT A4k, B DOM & 10 9% 7N I o 0 (K DOM v s EAT e, 78
H ZBFBEAT I B 5, 19 3 N—-{2-[ (4—{[3- & —4- (nkmg —2- FL 4L ) 2R3E ] &3k ) mEm:
Wk —5- 3L ) I ] 23 ) -N- I (39mg,61% ) ;
[1802]1 NMR Jt i (DMSO-d6) 1. 12 (t,3H),1.98(s,3H),3. 37-3. 42 (m, 2H) , 3. 87 (t, 21) ,
4.39(t,2H),5. 31 (s, 2H), 7. 16 (d, 1H) , 7. 22-7. 28 (m, 1H) , 7. 33-7. 39 (m, 2H) , 7. 55-7. 61 (m,
2H) , 7. 71-7. 75 (m, 1H), 7. 87-7. 91 (m, 1H) , 7. 94 (d, 1H) , 8. 45 (s, 1H) , 8. 61 (d, 1H) , 9. 80 (s,
1H) ;J5i MH'492.
[1803]1  HAEAZLEM B N-[3- &l —4- (HEng —2- I ) 5 J-5-[2- (22 ) &
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UL ] bk —4— JE RS BT

[1804] & % (150m1) FEAL%N (60 %, A T, 3. 15g) HEAT AL, 5 F vk 4 il
AL 10°Co 43 /M T A In AN N=[3- & —4- (nikng —2- FE AL ) 2R3E 1-5- Hnds i
Wbk —4— i CAnSEiif) 1, AREAREEH S Bk A SRIR 10, 12) IR ZIR-SW4E 120°C
L NI G b IR L BRI RIK / AE AR (1.5 T ) A, OB R IR LT
T, 133 2-[(4-{[3- & ~4-(nikme —2- FE AL ) AL ] 2038 ) mEmgibk —5- 2 ) 4638 ]
I (12.6g,95% ) ;

[1805]

NMR % 3% (DMSO-d6) 3. 89-3. 98 (m, 2H) , 4. 33 (t, 2H) , 5. 27 (s, 2H) , 5. 37 (t, 1H) , 7. 13 (d, 1H) ,
7.23(d, 1H) , 7. 31-7. 38 (m, 2H) , 7. 57 (d, 1H) , 7. 68-7. 75 (m, 2H) , 7. 83-7. 90 (m, 1H) , 8. 26 (d,
1H) , 8. 54 (s, 1H) , 8. 58 (d, 1H) , 10. 41 (s, 11H) ;JFi MH" 422.

[1806]  ZEMERILIE T, AT E B #EI 2-[ (4-{[3- & —4-(nkhe —2- FEFPHIL ) FE ]
FIE T MRk —5- 3K ) S IE ] 4T (20g) 7E DCM(200m1) A1 THF (200m1) HH %58 A E
WL (20m1) o RJG, SIS AE I T INH 2 /NI o BRI TR HIFHE =i e, 79 31 4
b R 5- (2- LA IE ) -N-[3- &0 —4- (NEiE —2- FE P4 IE ) ZE3E ] e mhpk —4- Ji%
(25g,98% ) ;

[1807] NMR % i (DMS0-d6) 4. 20-4. 40 (t,2H) , 4. 60-4. 80 (t, 2H) , 5. 40 (s, 2H) ,
7.20-7. 60 (m, 3H) , 7. 60-7. 80 (m, 3H) , 7. 90-8. 10 (m, 3H) , 8. 60-8. 70 (d, 1H) ,8. 9 (s, 1H) ,
10. 65-10. 83 (bs, 1H) ;JHil MH'441.

[1808] % 5-(2- Gl LA 2L ) N-[3- G —4-(nbwe —2- LA EE ) 2158 ] v ek —4- iz
(0. 400g) 1 & Ji% (1.2g) £E 50 °C N Ik B, SR J5 A 5 185 V2 0 2 8 i AT 44k, HI DCM
£ 10 % TN FEE TP 2 1K) DOM S V3R AT U W, 19 21 N-[3- & —4- (kg —2- ZE 408 ) 2%
5 ]-6-[2-( ORI, ) LA ] WMk —4- fi% s g MH 450,

[1809]  SZjffs] 6

[1810]  N—{2-[(4-{[3- & —4- (nkmg —2- FEF 4L ) R5E ] &0 | memenbk —5- 3% ) 4A2E ]

ZA% }_N_ ZA;;IE —2- ;SI;;I‘EZAMHQ
\/@
N
|

[1811]
?\fo o
SN~ hf’[::::[:c
' ‘Qr’L§N
P

[1812]  H SEEMRAMIN-[3- & —4— (nikwe —2- B AL ) 2R3 1-5-[2- (L= E ) L5 HE ]
Wbk —4- fie (ansgafl o, At RHR il PR IR AT 2 ) B S 1 Frid Rk,
LL 70 % R AT 2] T AR B &9

[1813] NMR Y538 (DMS0-d6) 1. 10 (t, 3H),
3.29-3.45(m, 2H) , 3. 80-3. 95 (m, 2H) , 4. 10 (s, 2H) , 4. 30-4. 55 (m, 2H) , 4. 42 (t, 1H),
5.30(s,2H),7.18(d, 1H) , 7. 22(d, 1H) , 7. 30-7. 40 (m, 2H) , 7. 60 (d, 2H) , 7. 70-7. 78 (m, 1H) ,
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7.82-7.92(m, 1H),7.95(s, 1H),8. 43 (s, 1H) ,8. 60 (d, 1H) ,9. 80 (s, I1H) ;JEi MH" 508.
[1814]  SCjfafs] 7

[1815]  N-{2-[(4-{[3- G —4- (nbhe —2—- FL A 4IE ) 2R38 1 20E | mEmpipk —5- 3% ) 400 ]
L -N- T L%

[1816]

&
\j’D o] \N|
AN N/[::I:m

XN

7
[18171  FI N-[3- & —4- (e —2- P4 ) RKE J-5-[2- (NI ) CHE ] em
Wbk —4— &R S e S S b BTk IR AR, L 70 %6 A3 21 T btk 54
[1818] NMR Y63 (DMS0-d6) 0. 82 (t,
3H),1.53-1.59(m,2H) ,1.97(s,3H),3. 27 (s, 2H) , 3. 86 (t,2H) ,4. 39 (t, 2H),5. 31 (s,
20),7.17(d,1H),7. 25(d, 1H) , 7. 33-7. 39 (m, 2H) , 7. 58-7. 60 (m, 2H) , 7. 71-7. 75 (m, 1H) ,
7.87-7.91(m, 1H),7.95(d, 1H),8. 45 (s, 1H) , 8. 60 (d, 1H) ,9. 80 (s, 1H) ;JFii# MH 506.
[1819]1  FA/E & 46 A KL I N-[3- & —4-( b g —2- A ) K& J-5-[2-( N R
) CASE ] WM —4- Jig 2 sEHE 5 (R AE R R HI S ) TR A 5-(2- LA
55 ) -N=[3- 30 —4- (HbRg —2- FEPFAIE ) AHE ] mEmubk —4- ik (nsEitifs) 5, B aa A4 BEE il
P PTRIBFEDAT T ) TP LR BEAT )45 1 5 By MH 464
[1820]  sZjfifs 8
[1821]  N—{2-[(4-{[3— & —4- (nmbmg —2- FEA AL ) AR08 ] &0 | nemgempk —5— 2% ) 460 ]
LFk }-2- FHEE N- NI W%

[1822]
7
polle as
A N cl
NN
7
[1823]  H LBEMRAIN-[3- 5 —4— (nikwe —2- B AL ) 2R3t 1-5-[2- (IR ) L8]
Wbk —4- fie (ansgafe) 7, A BRI BRI FE AT ) ) B S 1 iR KR AE,
L 26 % KR AT 2] T AR 8 &4
[1824] NMR Y 1i% (DMS0-d6) 0. 84 (t, 3H),
1.53-1.65(m, 2H), 3. 26 (t, 2H) , 3. 95 (t, 2H) , 4. 14 (d, 2H) , 4. 38 (t, 1H) , 4. 47 (t, 2H) ,
4.53-4. 58 (m, 1H) ,5. 36 (s, 1H) , 7. 24 (d, 1H) , 7. 31 (d, 1H) , 7. 39-7. 44 (m, 2H) , 7. 63—7. 67 (m,
2H) ,7.76-7.81 (m, 1H) ,7.92-7. 96 (m, 1H) ,8. 05(s, 1H),8. 51 (s, 1H) ,8. 66 (d, 1H) ,9. 87 (s,
1H) i MH 522.
[1825]  Sijfsl 9
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+
[1826]  N-{2-[(4-{[3- S —4- (MEhE —2- R AL ) A3L ] U0k | ek —5- 2L ) 48 ]
LA} -N=- SRR %L ZHh

[1827]
“
O (o] N
Y \
N\/\ /©i
\( 0 N ¢l
7 Y
/N/J

[1828]  F N-[3- %l —4-(mtmg -2 BHFEE ) K& J-5-[2-(RNERE ) LHE ] Em
Wbk —4— &R S e S S 5 BTk IR AR, DL 49 % A3 21 T bR tb 59

[1829] NMR i (DMSO-d6) 1. 19 (d, 6H) ,
2.07(s,3H),3.77(t,2H) ,4. 06-4. 14 (m, 1H) , 4. 34 (t, 2H) ,5. 31 (s, 2H) , 7. 21 (d, IH),
7.27(d, 1H),7.32-7. 39 (m, 2H) , 7. 57-7. 63 (m, 2H) , 7. 69—7. 75 (m, 1H) , 7. 86-7. 91 (m, 1H) ,
8.01(d, 1H),8. 46 (s, 1H) ,8. 60 (d, 1H) , 10. 00 (s, 1H) ;JEiE MH'506.

[1830]  FAEAC WA B N-[3- & —4-(nibwe —2- B PR ) & I-5-[2-( RN ER
) CRSE ] WM —4- 2 sE R 5 (R RN HI S ) BT A 5-(2- ML
55 ) -N-[3- 3 —4- (HbRg —2—- FEPAIE ) A0S ] mEmeubk —4- ik (st 5, B ah A4 Bk il
TR IEFESRAT ) ) A5 IR AT il 25 1) 5 BTl MH' 464

[18311  SEjifs) 10

[1832]  N-{2-[(4-{[3- G —4- (nbhe —2—- FL A4 ) 2R3E 1 208 | mEmipk —5- 3% ) 400 ]

LFE ) -2 B Fk -N- RN I A%
[1833]
L
?\770 /l:::I:O \N
\‘r’N\v/”‘ N cl

NN

=
[1834]  F SBEMRAN N-[3— & —4- (Eme —2- B ) R ]-5-[2-(RINERE ) L5
HE ] WMk —4- i CUnSEi) 9, B PR A BT IR IS FEAS 1 ) B S 1 Tk
5, L 11 % IR AR 2 T AR &9
[1835] NMR ;i3 (DMSO0-d6) 1. 19 (d, 6H) , 3. 81 (t, 2H) ,
3.93-4.01 (m, 1H) , 4. 14-4. 18 (m, 2H) , 4. 35—-4. 47 (m, 3H) , 5. 31 (s, 2H) , 7. 21-7. 29 (m, 2H) ,
7.32-7.40 (m, 2H) , 7. 56-7. 63 (m, 2H) , 7. 70-7. 76 (m, LH) , 7. 86-7. 91 (m, 1H) , 8. 04 (s, 1H) ,
8. 47 (s, 1H),8. 60 (d, 1H) , 10. 02 (s, 1H) ;JEiE MH522.
[1836]  SLjfs] 11
[1837]  N-J& A A& -N-{2-[(4-{[3- S —4- (b wg —2- FL A4 2L ) 2R3 ] 2 2k )

Wk —5- %) Ik ] L5k} LB
[1838]

e

i)

H
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e
. o
AN~ N cl
NN
e
[1839] A 5-[2-(MNZEEIE ) L5 1-N-[3- @ —4- (nbmg —2- FEFASE ) 2R3E ] memg
Wk —4— Rl SRR E S 5 Pk IGERAE, L 47 % IR AS 2 T FRditb &4 5
[1840] NMR J£i% (DMSO-d6) 1. 95 (s, 3H) , 3. 86 (t,
2H) , 4. 02-4. 06 (m, 2H) , 4. 38 (t, 2H) , 5. 07-5. 18 (m, 2H) , 5. 31 (s, 2H) , 5. 82-5. 92 (m, 1H) ,
7.14(d, 1H) , 7. 25(d, 1H) , 7. 32-7. 40 (m, 2H) , 7. 55-7. 61 (m, 2H) , 7. 70-7. 75 (m, 1H) ,
7.86-7. 93 (m, 2H) , 8. 44 (s, 1H) ,8. 61 (d, 1H) ,9. 76 (s, 1H) ;Jiil MH 504.
[1841]1  HIMERGEM B 6-[2- (RN R I ) L8 E I-N-[3- —4-(nkrg 2-EH
AEE ) ZREL ] MERRIRR —4- fE R S E R 5 CREGMRH I ) BT IEE A 5- (2- R L5
55 ) -N-[3- & —4- (nikmg —2- R ) R0 ] memenbk —4- & (dnseiifs) 5, B aa Ak 6l
PP IRTBAEIRAZ ) ) FAG TR AR AT )46 14 5 i MH'™462.
[1842]  SLjfs] 12
[1843]  N-J& N 2 N-{2-[(4-{[3- & —4-(nbme —2- & F A 3L ) K& ]
Wk —5- %) AR ] 4%} -2- BRI AW

X

NN N al
B
@

[1845]  H CBEMRAN 5-[2- (SN ZEZ AL ) LAZE J-N-[3- 5 —4-(nikhe —2- FFEE ) K
FE ] WEMRIRR —4- fie (s 1L, AR R A T BT IR SRR SRAT ) ) B S 1 Tk
[RI3RAE, BL 24 % B39 2] TAR LG

[1846] NMR Y53 (DMSO-d6) 3. 79-4. 19 (m, 6H) ,
4. 38-4. 63 (m, 3H) , 5. 06-5. 19 (m, 2H) , 5. 31 (s, 2H) , 5. 69-5. 90 (m, 1H) , 7. 16 (d, 1H) , 7. 25 (d,
1H), 7. 33-7. 39 (m, 2H) , 7. 56-7. 63 (m, 2H) , 7. 70-7. 76 (m, 1H) , 7. 86—7. 91 (m, 1H) , 7. 98 (s,
1H) , 8. 45 (s, 1H) , 8. 61 (d, 1H) ,9. 80 (s, 1H) ;JEiE MH™ 520.

[1847]  SLjfsl 13

[1848]  N-{2-[(4-{[3- G —4-(nbhe —2—- FL A4 ) ZR3E 1 &0 | memipk —5- 38 ) 4600 ]
LFE T -N- NN St

[1849]

B} o

i)
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[1850]  FH N-[3— &l —4- (MEmg —2- FEHAREE ) KK J-5-[2- (M NREE ) LHEE ] em
Wk —4— &Rl SRR E S 5 Pk IGERAE, DL 38 % U A3 2 T Frditb &4 5

[1851] NMR ;i
(DMS0-d6) 0. 76-0. 82 (m, 4H) , 2. 06 (s, 3H) , 2. 76-2. 83 (m, 1H) , 3. 87 (t, 2H) , 4. 42 (t, 2H) ,
5.31(s,2H),7.19(d, 1H),7. 26 (d, 1H) , 7. 32-7. 40 (m, 2H) , 7. 56-7. 61 (m, 2H) , 7. 70-7. 75 (m,
1H), 7. 86-7.92 (m, 1H),7.94-7.96 (m, 1H) , 8. 45(s, 1H),8.60(d, 1H),9. 76 (s, 1H) ;__ Ji i
MH'504.

[1852]  FAEMCUWHE M B N-[3- & —4-(nibme —2- B P42 ) x 3 1-5-[2- (RN &R
) LA ] WEmibk —4- Ji R an s b CEGEM BIIHIRE ) Bk I 5- (2- LA
55 ) -N-[3- 34— (Cnibhg —2—- FEPARIE ) N5 ] mEmenbk —4- fie (ansSEitfsl) 5, B ah A4 RE
TR EFESRAT) ) R R IEAT #4515 BT MH 462,

[1853]  SKjitifsl] 14

[1854]  N-{2-[(4-{[3- G —4-(nbhe —2—- FL A4 ) 2R3E 1 208 | memipk —5- 3% ) 4600 ]

L} N- IR HE —2- R L

[1855]

éﬁﬂ

[1856]  FH SBEMRAN N-[3— &l —4- (MEmE —2- FHFAERE ) KE ]-5-[2-(MNEREE ) L5
FE ] WEMRIRR —4- fie (s 13, AR RHRI A T BT IR SRR SRAT IR ) B S 1 BTk
(R34, LA 19 % R Z19 3] T AR &4

[1857] NMR S (DMSO-d6) 0. 73-0. 80 (m,
4H) , 2. 73-2. 80 (m, 1H) , 3. 90 (t, 2H) , 4. 24 (s, 3H) , 4. 44 (t, 2H) , 5. 31 (s, 2H) , 7. 20 (d,
1H),7.25(d, 1H), 7. 35(d, 1H) , 7. 36-7. 40 (m, 1H) , 7. 57-7. 62 (m, 2H) , 7. 71-7. 76 (m, 1H) ,
7.86-7.92 (m, 1H) ,8. 01 (d, 1H),8. 46 (s, 1H) , 8. 61 (d, 1H) , 9. 80 (s, 1H) ;JEil MH520.

[1858]  SLjfs] 15

[1859]  N-{2-[(4-{[3- G —4-(nbhe —2—- FL A4 ) 2R3k 1 &0 | memipk —5- 38 ) 4600% ]
LFET-N-(H N ) OB

[1860]
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s, ST

[18611  F N-[3—- %l —4-(ntmg —2- AR ) K& J-5-2-[(MNEFE) &&E ] 4%
B b WERIER —4- R SIS SR S 5 Pl ()R A, BL 58 % I EAS B T AR A

[1862] NMR ;i
(DMS0-d6) 0. 16-0. 27 (m, 2H) , 0. 36-0. 52 (m, 2H) , 0. 97-1. 06 (m, 1H) , 2. 00 (s, 3H) ,
3. 24-3. 29 (m, 2H) , 3. 93-4. 02 (m, 2H) , 4. 33-4. 56 (m, 2H) , 5. 31 (s, 2H) , 7. 13-7. 18 (m, LH) ,
7.21-7. 29 (m, 1H) , 7. 31-7. 40 (m, 2H) , 7. 54-7. 62 (m, 2H) , 7. 69-7. 79 (m, 1H) , 7. 86—7. 92 (m,
1H) , 7. 93-7. 96 (m, 1H) , 8. 44 (s, 1H) , 8. 61 (d, 1H) ,9. 81 (s, 1H) ;JEilk MH'518.

[1863]  H/ERUGM R N-[3- & —4- (nikmg —2- ZEFEIL ) KA 1-5-2-[ (R REFIE)
I ] CEEIE Y MWK —4- R WSz ) 5 GRIBM R ) TR FEH 5- (- " &
L) N-[3- S —4-(nbmg —2- LA ) R3] etk —4- iz ( anseiedsl 5, & aa kMR
i35 TR AL IRAF I ) F0 (AR EL ) ekib AT #4515 MH476.,

[1864]  SLJfs] 16

[1865]  N-{2-[ (4-{[3- G —4- (nbhe —2—- FL A4 ) 2R3k 1 208 | memipk —5- 38 ) 400% ]
LFE T -N-( N EE S ) —2- J2 3L OB i%

[1866]
o) “ |
kfo /@O \N
A\/N\.«/\ "q cl
(L)
G

[1867]1  FH LFER AN N-[3— & —4- (ke —2- AR ) A& J-5-(2-[(MNEFE) &
gk ] L Y Wbk —4- f (SRR 15, MBI & A FTIR IRRE SR AR 1 ) R S
B 1 FTid IHEAE, DL 23 % KGRI 2] T FR 8 &4

[1868] NMR Jf; i (DMSO-d6)—0.04-0. 04 (m, 2H) , 0. 13-0. 29 (m, 2H) , 0. 74—0. 83 (m, 1H) ,
2.98(d, 1H) , 3. 66-3. 80 (m, 2H) , 3. 85-3. 93 (m, 2H) , 4. 12-4. 32 (m, 4H) , 5. 08 (s, 2H) , 6. 95 (d,
1H),7.02(d, 1H) ,7. 09-7. 17 (m, 2H) , 7. 30-7. 40 (m, 2H) , 7. 47-7. 54 (m, 1H) , 7. 63-7. 68 (m,
1H) , 7. 73-7. 82 (m, 1H) , 8. 21-8. 29 (m, 1H) , 8. 37 (d, 1H) , 9. 62 (s, 1H) ;JFilk MH 534.

[1869]  SLjfsl] 17

[1870]1  N-{2-[(4-{[3- G —4-(nbhe —2—- FL A4 ) 2R3k 1 &0 | mempipk —5- 38 ) 40 ]
LHE F-N- T R %

[1871]
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"]
Yo ~ NP
D/ Moo T g
‘ N
=

[1872]  F N-[3— &l —4- (MEmg —2- AL ) RE J-5-[2- (M T REE ) LHEE ] em
Wk —4— J&Fl SRR B S 5 Pk I ERAE, L 42 % IR AS 2 T FRditb &4 5

[1873] NMR Y6 i
(DMS0-d6) 1. 50-1. 65 (m, 2H) , 2. 01 (s, 3H) , 2. 12-2. 21 (m, 4H) , 3. 94 (t, 2H) , 4. 28—4. 38 (m,
3H),5.31(s,2H),7.19(d, 1H) ,7.26(d, 1H),7.32-7.40(m, 2H) ,7.57-7.62 (m, 2H) ,
7.69-7.76 (m, 1H) , 7. 86-7.91 (m, 1H),7.97 (s, 1H) ,8. 45 (s, 1H) ,8. 60(d, 1H) ,9. 90 (s, 1H) ;
JiiE MH 518.

[1874]1  FIAERR MBI N-[3- & —4-(nbme —2- P ) RxE I-5-[2-( T HER
) LA ] wEmkibk —4- Ji R an s b CEGEM B HIRE ) Bk I 5- (2- LA
55 ) -N-[3- 3 4= (Cuibhg —2—- FEPARIE ) A58 ] mEmenbk —4- fie (AN sSEitfsl) 5, B ah A4 RE Tl
TR AEFERAT T ) RN T JRIFAT #4515 BT MH 476,

[1875]  SEjifs) 18

[1876]1  N-{2-[(4-{[3- G -4 (nbhe —2—- FL A4 ) ZR3E 1 208 | memipk —5- 38 ) 400 ]

LFE }-N- T 5 -2- BRI O
[1877]
%
L
]

Lo oo
Q/N\,/\ N/@C
Ry SN
S N';
[1878]  F SBERRAN N-[3— &l —4- (MEmE —2- LA ) KE ]-5-[2- (M TEEAE ) L%
S ] WEMRIRR —4- fie (ISR 17, AR RHRI A TR ISR ) R S 1 TR
PBAE, Bl 22% 15 2 T R 59
[1879]1 NMR O % (DMSO-d6) 1. 49-1. 65 (m, 2H) , 2. 08-2. 27 (m, 4H) , 3. 97 (s, 2H) , 4. 12(d,
2H) , 4. 20-4. 29 (m, 1H) , 4. 32-4. 43 (m, 3H) , 5. 31 (s, 2H) , 7. 21 (d, 1H), 7. 26 (d, LH) ,
7.33-7. 40 (m, 2H) , 7. 57-7. 63 (m, 2H) , 7. 71-7. 76 (m, 1H) , 7. 86-7. 92 (m, 1H) , 8. 02 (s, 1H) ,
8.47 (s, 11),8.60(d, 1H) ,9. 92 (s, 1H) ;JFil# MH'534.
[1880]  SLjfsl 19
[18811  N-{2-[(4-{[3- G —4-(nbhe —2—- FL A4 ) ZR3E 1 &0 | mempipk —5- 38 ) 40% ]
LH }-N=(1- FIEIRIE —4- 2% ) LB
[1882]

150



CN 101787019 A WO B 130/192 7T

L
PO S O
O/N\/\ N o
OE
2
[1883]  FI N-[3- & —4- (ntbme -2 FE 4L ) 2R3E 1-5-{2-[ (1- FEERmE —4- 3% ) & ]
LR T ERRIER —4— A LU E S SR 5 TR IR AR, DL 41 % MBCRIS 3 T ARSI A
W
[1884] NMR Sl
H (DMS0d6) 1. 62-1. 90 (m, 4H) , 2. 09 (s, 3H) , 2. 15-2. 43 (m, 4H) , 2. 79-3. 13 (m, 3H) ,
3.76-3. 83 (m, 2H) , 3. 86-3. 92 (m, LH) , 4. 30-4. 47 (m, 2H) , 5. 31 (s, 2H) , 7. 21 (d, 1H),
7.26(d, 1H), 7. 32-7. 40 (m, 2H) , 7. 57-7. 61 (m, 2H) , 7. 69-7. 75 (m, 1H) , 7. 86~7. 92 (m, 1H) ,
7.98-8. 00 (m, 1H) , 8. 46 (s, 1H) , 8. 61 (d, 1H) ,9. 95 (s, 1H) ;i MH 561.
[1885]  FHAEAT U A4 L1 N-[3- & —4- (nibng —2- ZE AL ) 258 1-5-{2-[ (1- L0k
e —4-Jk ) 20k ] CEUIE T WEMIbR —4- it n ST 5 (RIGM BHKHI ) FTiR AR AR
5-(2- W LRI ) -N-[3- & —4- (nbmg —2- FEFFAEL ) 2R3 ] wEmenbk —4- Jiz (WIsE it 5,
FARLET R 1 46 TR I RESRAT A ) A (- FSEWRIE —4— JORBEAT HIA 1Y 5 it MH'519.
[1886]  SLjfs] 20
[1887]1  N-{2-[(4-{[3- & —4- (nthg —2- FEHAEE ) 58 1 2058 | wemenpk —5- 256 ) 45 ]

23} -N=-( PUA —20- Mg —4- 38 ) 2B
[1888]

2

\(0 /@O \N I

O’N\/\ N cl
(o} XN

@
[1889]  F N-[3— % —4-(nibhe —2- ZEHAIE ) K% 1-5-[2- (P& —2H- kg —4- =& )
LR ] W WRIbR —4— FE R 2 B SUE S SE ) 5 TR BRI, LL 68 % AR B T bRk &
Y
[1890] NMR Ol
3 (DMS0-d6) 1.49-1. 71 (m, 2H) , 1. 75-1. 98 (m, 2H) , 2. 11 (s, 3H) , 3. 36-3. 45 (m, 2H) ,
3.78-3. 96 (m, 5H) , 4. 26—4. 46 (m, 21) , 5. 31 (s, 21) , 7. 22(d, 1H) , 7. 26 (d, 1H) , 7. 33 (d, 1),
7.35-7.40 (m, 1H) , 7. 56-7. 63 (m, 2H) , 7. 69-7. 75 (m, LH) , 7. 86-7. 91 (m, 1H) , 7. 99-8. 03 (m,
1H), 8. 46 (s, 1H) ,8. 61 (d, 1H) ,9. 98 (s, 1H) ;JEilk MH'548.
[1891]1  FHPERCGAPIRMP N-[3- &l —4- (nibmg —2- LA ) R4 ]-5-[2- (PU& —2H- it
Mg —4- 2L ) LSS ] WE Wb —4— i an SE ) 5 (UG R A% ) BT IR i B A
5-(2- AW LA HE ) -N-[3- G0 —4- (mbhe —2- FE AL ) 2R3 ] wempibk —4- fie (ansciidsl 5,
ASUEFRHR 45 TR IR RESRAS A ) FHIDYS —2H- nHLAE —4— Fie AT 45 10 3 B MH'506.
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[1892]  Sijiafs 21
[1893]  N—-{2-[(4-{[3— G —4— (Hkig —2- FLFFAIL ) ZR5E ] &3 | memenpk —5- 2% ) 36 ]

Lk} -2- FAE N- (VIS —2H- Wik —4- 2% ) 2k
\/(tl
<
N
1

[1894]

‘fYo 0

N~ N’l:::I:c
>

[1895]  FH & T R AT N-[3— & —4-(mb mg —2- 55 A 40 8 ) =R 0k ]-5-[2- (Y & —2H- ik
MR —4- FE 20k ) L5 ] Mk —4- ik (NSt 20, AR LEAHBHRIH S o BT I RTS 1)
S 1 TR IERE, L 12% 33 T bt 59
[1896] NMR ;i3
(DMSO—d6) 1. 53-1. 69 (m, 2H) , 1. 77-2. 07 (m, 2H) , 3. 34-3. 42 (m, 2H) , 3. 73-3. 92 (m, 5H) ,
4. 14-4. 25 (m, 2H) , 4. 31-4. 54 (m, 3H) , 5. 31 (s, 2H) , 7. 21-7. 29 (m, 2H) , 7. 32-7. 40 (m, 2H) ,
7.57-7. 63 (m, 2H) , 7. 70-7. 76 (m, 1H) , 7. 86—7. 91 (m, 1H) , 8. 03 (s, 1H) , 8. 47 (s, 1H) , 8. 61 (d,
1H),9. 99 (s, 1H) ;JFiE MH'564.
[1897]  SLjfs] 22
[1898]  N-{2-[(4-{[3- G —4-(nbheE —2—- FLAI4UIE ) 2R38 1 208 | memipk —5- 38 ) 46008 ]

LFE}-N-(2- BRILLFE ) Ll
[1899]

Z

\\T70 | (6) \N
o/\/N\/\? T/@m

IXRrTRN

L)
[1900] A 2-({2-[(4-{[3- & —4-(mkhE —2- FEP4RIE ) 208 ] 208 ) ek —5- 25 ) 44
] O B ) O OWEREE R SLRER 5 BT REERE, DL 21 % GRS B T FR L&
W
[1901] NMR i (DMS0-d6) 2. 00 (s,
3H),3.43(t, 2H), 3. 54-3. 59 (m, 2H) , 3. 88-3. 97 (m, 2H) , 4. 41 (t, 2H) , 4. 85 (t, 1H) , 5. 31 (s,
20) ,7.16(d, 1H),7.25(d, 1H),7.33(d, 1H),7.35-7.40(m, 1H),7.57-7.62 (m, 2H) ,
7.70-7.75(m, 1H) , 7. 86-7.92 (m, 1H), 7. 96 (d, 1H) , 8. 45 (s, 1H) ,8. 61 (d, 1H) ,9. 83 (s, 1H) ;
JEiE MH'508.
[1902] ARG AR 2- ({2-[ (4-{[3- S —4- (nbmg —2- FE4E ) A0 ] 20k | g
bk —5- 55 ) Ik ] AR m AR ) SEER s 5 CRIBH R A ) Pk iR R
5-(2- W LAIE ) -N-[3- F —4- (MERE -2- ZEFPAIE ) 2R3 ] mEmpubk —4- fiz (4nsgiids) 5,
UG R 45 TR ISR SRAG Y ) AN 2— 3k LR AT HI 45 1 5 JFi MH 466,

152



CN 101787019 A WO B 132/192 7T

[1903]  SEjfsl] 23

[1904]  N-{2-[(4-{[3- G -4 (nbhe —2—- FL A4 ) 2R3% 1 20 | mEmipk —5- 3% ) 4008 ]
LHE -2- BRI N-(2- RIEELK ) L%

[1905]

JiI

/\/N\/\
fkf”

[1906] ¥ 2-({2-[ (4-{[3- & —4- (khe —2- FEFFAIE ) 3 ] &00E ) wementk —5- 3% ) 4%
5] CHE Y AR CFE CAnsEil) 22, B R § S T TR B FERTF R ) (0. 208g) 1E
DCM (10m1) H H 4 (2- 3 —2- FARLZE) BE (0. 091g) FDIPEA (0. 173g) AT ALFEFF6 3L
ikt 30 38k AN TN FEES I (20m]) R ZEEBFESA . BZIR AR
HH o Bk T 44k, HT DOV 22 8% 7N AR P I DOM ¥ iR EAT R B, LA 30 % [
133 T AR G 5

[1907] NMR i (DMSO-d6) 3. 37 (t, 2H) , 3. 56 (t, 2H) , 3. 95 (t,
2H) , 4. 11-4. 17 (m, 2H) , 4. 25 (t, 1H) , 4. 44 (t, 2H) , 4. 91 (t, 1H) , 5. 31 (s, 2H) , 7. 17 (d, 1H) ,
7.25(d, 1H) , 7. 32-7. 40 (m, 2H) , 7. 59 (d, 2H) , 7. 70-7. 76 (m, LH) , 7. 86-7. 91 (m, 1H) , 8. 00 (d,
1H), 8. 46 (s, 1H) , 8. 61 (d, 1H) ,9. 85 (s, 1H) ;JE1E MH™ 524.

[1908]  SLjfsl] 24

[1909]  N-{2-[(4-{[3- & —4- (nkmg —2- FEF 4L ) 2KIE ] &L | memnph —5- 26 ) 4L ]

LHE T -N-(2- FEF R ) W%
\/(j
« |
N

[1910]
Y . L
NN ol

[1911]  FIN-[3-%l —4-(nkie —2- AL ) & 1-5-{2-[(2- FERECE) 2] LA
Bk b WEMRIER —4- R SRR SR S 5 BTl (KA, BL 30 % I ERAG B T AR AL A

[1912] NMR ;3
(DMS0-d6) 1. 99 (s, 3H) , 3. 24 (s, 3H) , 3. 46-3. 51 (m, 2H) , 3. 52-3. 57 (m, 2H) , 3. 88-3. 98 (m,
oH) , 4. 37-4. 43 (m, 2H) , 5. 31 (s, 2H) , 7. 17 (d, 1H) , 7. 26 (d, 1H) , 7. 34 (d, 1H) , 7. 35-7. 40 (m,
1H),7.55-7. 63 (m, 2H) , 7. 71-7. 78 (m, 1H) , 7. 86-7. 92 (m, 1H) , 7. 94 (d, 1H) , 8. 46 (s, 1H) ,
8.61(d, 1H),9. 86 (s, 1H) ;J&if# MH'522.

[1913]  FAEEZ MBI N-[3- & —4- (nibmg —2- FE P43 ) a3 1-6-{2-[(2- L
) W] QB WM —4- R W s 5 CREAMEHIRS ) Pl IREE A 5- (2-
LA ) -N-[3- & —4- (kg —2- FEAIE ) 2R3k ] mEmpibk —4- fi& (anseiafl 5, &Gk
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F 2% BT IRFESRAT G ) R (2- AL 4L ) R BT HI4&1  iUi MH 480,
[1914]  SEZjiEfs] 25
[1915]  N-{2-[(4-{[3— G —4— (kg —2- FEFFAIL ) 5L ] &2 | bk —5- 2% ) 3 ]
LHE Y -2- BRI -N-(2- FEECE) ol
0
N
|

[1916]
b g

- Ry SN

(AP

N
[1917]  HH SEEFR AN N-[3- & —4- (nbmg —2- LA ) K& J-5-{2-[ - FEECE)
BRI ] LRI EMk —4- B (s 24, BRIEFRHG 4 TP TR ASRE SRR ) s
JERF] 1 TR IERAE, LA 27 % RICR SR T bRtk 54
[1918] NMR i (DMSO-d6) 3. 18 (s, 1H) , 3. 24 (s,
2H) , 3. 48 (s, 3H) , 3. 55-3. 60 (m, 1H) , 3. 86-3. 98 (m, 2H) , 4. 10-4. 15 (m, 2H) , 4. 32 (t, 1H) ,
4. 43 (t, 1H) ,4.51-4. 57 (m, 1H) 5. 31 (s, 2H) , 7. 17(d, 1H) , 7. 25 (d, 1H) , 7. 33-7. 40 (m, 2H) ,
7.57-7.63(m, 2H) , 7. 71-7. 76 (m, 1H) , 7. 86~7. 91 (m, LH) , 7. 99-8. 05 (m, 1H) , 8. 46 (s, 1H) ,
8.60(d, 1H) ,9. 84 (s, LH) ;JEi MH'538.
[1919]  SEjifs) 26
[1920]  N—{2-[(4-{[3- & —4- (nmbmg —2- FEAP AL ) 5L ] (08 | nmemgembk —5- 28 ) 462 ]
L} -N=TH —2- e —1- I LW h%

[1921]
X . QC
N
\\/N\/\i‘/'r\ cl
NP
e
[1922]  FIN-[3- & —4-(nigne —2- JEHESE ) KL 1-6-[2- (N —2- f -1- HEIH ) 45
FE ] WK —4- A LIS R St 5 B AR, CL 53 % MIRCRIS 2 T AR A
[1923] NMR 't i
(DMS0-d6) 2. 03 (s, 3H) , 3. 27 (s, 1H), 3. 93-4. 04 (m, 2H) , 4. 24-4. 32 (m, 2H) , 4. 43 (t, IH)
4, 56-4. 63 (m, 1H),5. 31 (s,2H),7.13(d, 1H), 7. 25(d, IH),7.34(d, 1H), 7. 35-7. 41 (m, 1H),,
7.52-7.63(m, 2H) , 7. 70-7. 79 (m, 1H) , 7. 86—7. 93 (m, 2H) , 8. 44 (s, 1H) , 8. 61 (d, 1H) ,9. 69 (s,
1H) ;JFi% MH'502.
[1924]  FIVERCEEM B N-[3- G —4- (Hibng —2- FL 4L ) KIL 1-5-[2-(TH —2-pe-1- %
RWIE ) LEIE ] Wbk —4- 2 ansEiE ) 5 (RRGEMRHIEE ) T IEER] 5-(2- " &
L) -N=-[3- G —4-(nigng —2- FLFASL ) ZR5L T Mtk —4- fiz ( ansEitifs) 5, i iss R
Tl 25 TR I FESRAS G ) AT —2— B —1- FoRUEAT #2441 5 i MH'460,
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[1925]  SEjfs] 27

[1926]  N—{2-[(4-{[3- & —4- (nbmg —2- FEAP AL ) 58 ] &0 | nmemgempk —5- 28 ) 462 ]
LHE Y -2- B FE -N- T —2- e —1- FE LI

[1927]

[1928]  FH SEERRAN N-[3- & —4- (Mkig —2—- FEHAIE ) 258 J-5-[2- (N —2- e —1- BE5
gk ) LI ] MMk —4- fE (SRR 26, BLEM RGP BTIRANEE RIS ) ER ST
B 1 BB fIEEAE, BL 26 % RIS 2 T AR 8L &4

[1929] NMR 3% (DMSO-d6) 3. 98 (s, 2H) , 4. 16 (s, 2H) ,
4. 28 (s, 2H) , 4. 47 (s, 1H) , 4. 55-4. 66 (m, 1H) , 5. 31 (s, 2H) , 7. 12-7. 21 (m, 1H) , 7. 25(d, 1H) ,
7.32-7. 40 (m, 2H) , 7. 59 (d, 2H) , 7. 70-7. 78 (m, LH) , 7. 86—7. 92 (m, 1H) , 7. 97-8. 06 (m, 1H) ,
8.43-8.51 (m, 1H) , 8. 61 (d, 1H) ,9. 76 (s, 1H) ;JFil MH'518.

[1930]  SLjfs] 28

[1931]1  N-{2-[(4-{[3- S —4- (nbhe —2—- FL A4 ) 2R3E 1 208 | memipk —5- 38 ) 400% ]
LFE }-2- FRIE N- AR TA R RE

[1932]
ifo /©:O \N
A~ cl
A A
¢

[1933]1  H 2- FRIENRAI N-[3- & —-4-(nibhe —2- R E ) & J-5-2-(FEAEE)
LKL ] WEMRIRR —4- fie (AnSEEfe) 1, BRI A T BT IR ISFESRAS IR ) EER ST 1 P
B EIERLE, UL 56 % KIBCRAZ 2] T A8 &9

[1934] NMR J£3% (DMSO-d6) 1. 08 (d, 3H) , 3. 11 (s, 3H) ,
3.82-4. 12 (m, 2H) , 4. 36-4. 47 (m, 3H) , 4. 52-4. 72 (m, 1H) , 5. 31 (s, 2H) , 7. 18 (d, 1H) , 7. 25 (d,
1H),7.34(d, 1H), 7. 35-7. 40 (m, 1H) , 7. 52-7. 62 (m, 2H) , 7. 70-7. 76 (m, 1H) , 7. 86-7. 91 (m,
1H) , 7. 94-7. 97 (m, 1H) , 8. 44 (s, 1H) , 8. 61 (d, 1H) ,9. 75 (s, 1H) ;JEi% MH'508.

[1935]  sLjsifsl] 29

[1936]  N-{2-[(4-{[3- 5 —4-(nbhe —2- FL A4 ) 2R3k 1 &0 | memipk —5- 38 ) 400% ]
LFE T -N- 3L - DU —2- F B

[1937]
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Cp el

A NG N cl

|

[1938]  FHPYSIMEI —2— FIRRAN N-[3— &l —4- (MEmg —2- R4S ) K% J-5-[2- (&R
HE) CEIE ] MEME —4- Ji CAnsEREE 1, BRI A T BT IR SRR SRAS 1)) TR S
| ATl (4 4E, DL 89 % IBCRAZ B T AR 8L 54

[1939] NMR i
(DMS0-d6) 1. 64-1. 94 (m, 4H) , 3. 09 (s, 3H) , 3. 57-3. 70 (m, 2H) , 3. 82-3. 97 (m, 2H) , 4. 42 (¢,
2H) , 4. 60—4. 66 (m, 1H) , 5. 31 (s, 2H) , 7. 16 (d, 1H), 7. 23 (d, LH) , 7. 33(d, 1H) , 7. 35-7. 39 (m,
1H) ,7.52-7. 57 (m, 1H) , 7. 59 (d, 1H) , 7. 70-7. 75 (m, 1H) , 7. 85-7. 91 (m, 1H) , 7. 92 (d, 1H),
8.42 (s, 1H),8.61(d, 1H),9. 70 (s, 1H) ;JFif MH'534.

[1940]  sLjfH] 30

[1941]  N-{2-[(4-{[3- S —4-(nbhe —2- FL A4 ) 2R3k 1 &0 | bk —5- 38 ) 40% ]
LFE TN, 1- — F L R = i

[1942]

N
/T\ l\\u
P

[1943]  F 1- FZEMRZR AN N-[3— Sl —4- (nibme —2- AP AR ) R J-5-[2- (R EE )
LAEEE ] WEIRR —4— fii (AnSEEfe) 1, BRI A TR IRAE ) EE R S 1 BTIR
EAE, BL 38% #1521 T itk &4

[1944] NMR J;3 (DMSO-d6) 1. 55—1. 68 (m,
3H) , 1. 92-2. 03 (m, 2H) , 2. 12 (s, 2H) , 3. 29 (s, 6H) , 3. 87-4. 03 (m, 2H) , 4. 40-4. 61 (m, 2H) ,
5.31 (s, 2H) ,7.17(d, 1H) , 7. 22(d, 1H) , 7. 33(d, 1H) , 7. 35-7. 39 (m, 1H) , 7. 57-7. 63 (m, 2H) ,
7.69-7. 75 (m, 1H) , 7. 86-7. 91 (m, 1H) , 8. 05 (d, 1H) , 8. 43 (s, 1H) , 8. 60 (d, 1H) ,9. 76 (s, 1H) ;
JEIE MH™ 547.

[1945]  SLjfsl 31

[1946]  N-{2-[(4-{[3- G —4-(nbhe —2- FLA4IE ) -3k 1 &0 | memipk —5- 38 ) 40% ]
23V -2- I N, 2- — FILTNELZ

[1947]
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L
O/K(O /@:O SN
Ao N cl
A
L
NG
[1948] A 2- F23E —2- FZENERAT N-[3- &l —4- (hibie —2- 4L ) KI J-5-[2-(F
R ) LT ] Wbk —4- iz (ansEiE) 1, ARk 4 BT ISR SRIS 11 ) RS
HEB 1 ATIRERE, A 39 % HICRIS B T hr@iib 54
[1949] VR ¢ i
(DMS0-d6) 1. 20 (s, 6H) , 3. 34 (s, 3H) , 3. 89 (s, 2H) , 4. 43 (s, 2H) , 5. 27 (s, 1H) , 5. 31 (s, 2H) ,
7.18(d, 1), 7. 24(d, 1H) , 7. 32-7. 40 (m, 2H) , 7. 53-7. 57 (m, 1H) , 7. 58 (d, 1H) , 7. 70~7. 76 (m,
1H),7.86-7.91 (m, 2H) , 8. 43 (s, 1H) , 8. 59-8. 61 (m, 11) ,9. 75 (s, 1H) ;JFil: MI" 522.
[1950]  SEjifs) 32
[1951]  N-{2-[(4—{[3- & —4- (nkwe —2- ZEFAEIE ) I ] &8 | MMk —5- 2% ) 45 ]
LFE 1= B3t -N- FISEIRTA ot PP I

[1952]
ye
2(0 X,
° X
|

0
A
i: N (o
N

e
[1953]  HI 1- FREEFR S R AT N-[3- 50 —4- (HEmE —2- ZE AL ) 2R3 1-5-[2- ( I3k
L) LHEIE ] WMk —4- fE (s 1, ARG A TR AR SR AT 1 ) R S
B 1 BT A, BL 54 % BCRAZ ) T FR 8 &4
[1954] NMR i
(DMS0-d6) 0. 68-0. 80 (m, 4H) , 3. 30 (s, 3H) , 3. 84-3. 96 (m, 2H) , 4. 37-4. 49 (m, 2H) , 5. 31 (s,
2H) , 6. 16-6. 23 (m, 1H) , 7. 14-7. 21 (m, 1H) , 7. 24 (d, 1H) , 7. 32-7. 40 (m, 2H) , 7. 51-7. 56 (m,
1H),7.59(d, 1H),7. 71-7. 76 (m, LH) , 7. 86-7. 91 (m, 2H) , 8. 40-8. 47 (m, 1H) , 8. 61 (d, LH) ,
9.68-9. 75 (m, 1H) ;JFEiE MH 520.
[1955]  SEjifsl 33
[1956]  N'-={2-[ (4—{[3- & ~4- (nkmg —2- FEFPASE ) 3L ] 2058 | sk —5- % ) A28 ]
LHE TN, N - T R E B
[1957]
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[1958]  FH N- FIZEH 2R AN N-[3- & —4- (nEmg —2- FEF4EHE ) HKIE 1-5-[2- ( RS )
LAEEE ] WEMIRR —4- fi% (AnsSEEfe) 1, A RS A TR AR SRAT ) ) EER S 1
A EHEAE, BL 25 % KRS 2 T Fs b &4

[1959] NMR % i (DMSO-d6) 3. 06 (s, 2H) , 3. 30 (s, 6H) , 3. 90 (t, 2H) , 4. 33—4. 42 (m, 3H) ,
5.31(s,2H),7.16(d, 1H) , 7. 24 (d, 1H), 7. 34 (d, 1H) , 7. 35-7. 40 (m, 1H) , 7. 53-7. 57 (m, 1H) ,
7.60 (d, 1H) , 7. 70-7. 75 (m, 1H) , 7. 86=7. 92 (m, 1H) , 7. 93 (d, 1H) , 8. 43 (s, 1H) , 8. 61 (d, 1H) ,
9. 74 (s, 1H) ;JFHE MH'507.

[1960]  SCjtfs] 34

[1961]1  N-{2-[(4-{[3- & —4- (nikmg —2- FEAAEE ) R | &8 | bk —5- 28 ) 482 ]
-3 B N, 2, 2- = R BRI

[1962]
Moo o K
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P
[1963] f 3- ¥ & —2,2- — 1 J& A B2 F1 N-[3- & —4- (L mg —2- & A 4 3L ) 2R
e 1-5-[2-( FRAEFE ) LT ] WEMbR —4- % Cansiim) 1, BaGA BRI 2% BT ik i) 3
FE) BRI 1 TR IERAE, LL 25% RIIBCRIG R TR &9
[1964] NVR
Y 3 (DMSO-d6) 1. 07 (s,6H) , 3. 15(s,3H) , 3. 35 (d, 2H) , 3. 91 (t, 2H) , 4. 41-4. 48 (m, 3H) ,
5.30(s,2H),7.18(d, 1H) , 7. 224 (d, 1H) , 7. 34 (d, 1H) , 7. 35-7. 39 (m, 1H) , 7. 56-7. 61 (m, 2H) ,
7.71-7.76 (m, 1H) , 7. 86~7. 91 (m, 1H) , 7. 98 (d, 1H) , 8. 45 (s, 1H) , 8. 60 (d, 1H) ,9. 81 (s, 1H) ;
JEIE MH'536.
[1965]  SZjtafs] 35
[1966]  N—{2-[ (4-{[3- & 4~ (nfmg —2- FLFAESL ) KA ] & A | Wemenbk —5- 2% ) &3 ]
LFE ) -3- AL -N- R EEZ (AZ12240261)
[1967]
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[1968]  HI 3- FRAE VIR AN N=-[3— G —4- (NbmE —2- HL A2k ) A3k 1-5-[2- ( a4t )
LSk ] WEWRIRR —4- Jig CAnseHa] 1, i an g Rk il o b AR RO ) B S 1 Brik i)
#RAE, UL 24% HOBCRIT 2N T hrditb &4

[1969] NMR 1 (DMSO-d6) 2. 13-2. 26 (m, 2H) ,
2. 65-2. 79 (m, 2H) , 3. 30 (s, 3H) , 3. 87-3. 97 (m, 2H) , 4. 13~4. 25 (m, 1H) , 4. 34-4. 61 (m, 2H) ,
5.31(s,2H),7. 15(d, 1H) , 7. 25 (d, 1H) , 7. 32-7. 39 (m, 2H) , 7. 53-7. 57 (m, 1H) , 7. 60 (d, 11) ,
7.70-7.76 (m, 1H) , 7. 86-7. 92 (m, 2H) , 8. 42 (s, 1H) , 8. 61 (d, 1H) , 9. 70 (s, 1H) ;/Fi% MH'508.
[1970]  SEjitifil 36

(19717 N={(28) 2-[(4-{[3- T —4- (MLhe —2- FEFSAE ) 2R3k ] & | g —5- 2% )
] NEE T LB

[1972]
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[1973]  HESERFN 5[ (1S) -2 &(FE —1- FHE L5 FE 1-N-[3- & —4- (nipme —2- FEF4ESE)
IR ] WEWRIR —4- i EE A S 1 TR R R, DL 60 % IS B T AR A
[1974] NMR i3 (DMSO-d6) 1. 40 (d, 3H) ,
1. 80 (s, 3H) , 3. 40 (m, 1H) , 3. 62 (m, 1H) , 4. 85 (m, 1H) , 5. 30 (s, 2H) , 7. 23 (m, 2H) , 7. 30 (d, 1H) ,
7.36 (m, LH),7.57 (m, 2H) , 7. 71 (t, 1H) , 7. 87 (td, 1H) ,8. 12(d, 1H) , 8. 22 (t, 1H) , 8. 49 (s,
1H) , 8. 58 (d, 1H) , 10. 00 (s, 1H) ;JfiE MH'478.
[1975]1  FAERWGEM B 5-[(1S) —2- &5 —1- I L4E J-N-[3- 5 —4-(nkhg —2- £ H
AL ) ZRIE ] MMk —A- R LR BT -
[1976]  F (S)-(+)—1- 24 & —2- A BE R 5- & -N-[3- & —4- (b mg —2- L 4 2 ) 2R
BT WM —4- Jie (AnSEEAE) L, ARG AR A TR ISR SR AR ) R S 1 (i
WEM R 28 ) T IR I ER AR, DL 46 % AR B T 5[ (1S) 2- & & -1- IR O
5 1-N-[3- 3 —4- (ke —2- FERAEEE ) 2R3k 1 mMEmpipk —4- Ji% ;
[1977] NMR 3¢ ji
(DMS0-d6) 1. 39 (d, 3H) , 2. 96 (m, 2H) , 4. 79 (m, 1H) , 5. 28 (s, 2H) , 7. 17 (d, 1H) , 7. 21 (d, LH) ,

7.29(d, 1H),7.35(m, 1H) ,7. 56 (d, 1H) , 7. 64 (dd, 1H) , 7. 70 (t, 1H) , 7. 86 (dt, 1H) , 8. 20 (d,
1H) ,8. 48 (s, 1H) , 8. 58 (d, 1H) , 10. 60 (bs, 1H) ;Jiilk MH™ 435.
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[1978] Sty 37

[1979]  N-{(2S)-2-[(4-{[3- & —4- (kg —2- FL RS EE ) KA ] &L | MMk —5- 3% )
EAE ] NI 1 2- BREOWERE

B

[1980]
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[1981] L EERRFN 5-[(1S)—2- &2 —1- A L2 1-N-[3- & —4-(bng —2- 2 F 4
55 ) REL ] bk —4- i (sl 36, AL AR PRI A TR ARAE SRAT 1) ) TS S 1
FTIR (F31E , L 47 % RIS 3 T PR 8L 5 5

[1982]  NMR J% i (DMSO-d6) 1. 20 (d,3H), 3. 41 (m, 1H), 3. 74 (m, 1H) , 3. 78 (d, 2H) , 4. 92 (m,
1H) ,5. 29 (s, 2H) , 5. 48 (t, LH), 7. 23(dd, 2H) , 7. 31 (d, 1H) , 7. 35 (m, LH) , 7. 58 (m, 2H) ,
7.70 (t, 1H),7. 87 (td, [H),8. 13(d, 1H) ,8. 17 (t, 1H) ,8. 47 (s, 1H) , 8. 58 (d, 1H) , 9. 98 (s,
1H) ;)R MH 494.

[1983]  sLjitifsl 38

[1984]  N'-{(29)-2-[(4-{[3- & —4- (nkhg —2- FLAEEL ) R ] &0k | wEmknpk —5- 25 )
] AR )N, N - SR H A

[1985]
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[1986] HI N, N- —HEH B A 5-[(1S) —2- & & -1- FIE L5 E I-N-[3- & —4-(nit
WE —2- JL AL ) RO T mEMebk —4- i (An Sty 36, AR LRAF BHRI 2 o BT ISR RTS 1)
S 1 TR ERAE, DL 49% [R5 3 T bR &4 ;

[1987] NMR 3% (DMSO-d6) 1. 38 (d, 3H) , 2. 07 (s,
6H) , 2. 80 (s, 2H) , 3. 41 (m, 1H) , 3. 73 (m, 1H) , 4. 93 (m, 1H) , 5. 29 (s, 2H) , 7. 23 (m, 2H) , 7. 30 (d,
1H),7.35(t, 1H), 7. 58 (m, 2H) , 7. 70 (t, 1H) , 7. 86 (td, 1H) , 8. 12 (m, 2H) , 8. 47 (s, 1H) ,
8.58(d, 1H) ,9. 96 (s, 1H) ;JFi% MH'521.

[1988]  SLjsfsl] 39

[1989]  N-{(28)-2-[(4-{[3- G —4- (mbhg —2- FL 4T ) R3E ] 2008 | mEmdenk —5- % )
FIE ] A ) -2- PRI OE L

[1990]
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[1991]  F AR ZEESIRAN 5-[ (1S) —2- &2 —1- AL L4 E J-N-[3- & —4-(nikhg —2- £ H
k) 2RI ] nEmenbk —4- g (st 36, ALAA AR e b BT A RIS 1K ) EE AR S
B 1 FTid IEEAE, BL 53 % KRS 2] T AR 8L &4

[1992] NMR St (DMSO-d6) 1. 39 (d, 3H) , 3. 20 (s, 3H) ,
3. 40 (m, 1H) , 3. 72 (m, 1H) , 3. 75 (s, 2H) , 4. 93 (m, 1H) , 5. 29 (s, 2H) , 7. 23 (m, 2H) , 7. 31 (d, 1H),
7.58(m, 2H) ,7. 70 (t, 1H), 7. 86 (dt, 1H) , 7. 95 (s, 1H), 8. 12(d, 1H),8. 19 (t, 1H) , 8. 47 (s,
1H) , 8. 58 (m, 1H) ,9. 97 (s, 1H) ;JFil MH 508.

[1993]  sLjfs] 40

[1994]  N-{(2S)-2-[(4-{[3— S —4-(ntmg —2- FE KL ) K5 ] 25 ) e —5- 2% )
AR ] TN | 2- ( AR ) Bk

[1995]
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[1996]  F FFRABEEEBE IR AN 5-[ (1S) —2—- 2% —1- A A 1-N-[3- &l —4- (nkmg —2- %
FRARIE ) 2R3E ] msmaenbk —4— Fi& (ISR 36, R ahARHK 46 ATl AR AESRIS ) ) R S
JEB) 1 BT FIERE, BL 72 % RIBCRIS R T AR 8k 54
[1997] NMR
St (DMSO-d6) 1. 42 (d, 3H) , 3. 02 (s, 3H) , 3. 49 (m, 1H) , 3. 76 (m, 1H) , 4. 06 (s, 2H) , 4. 89 (m,
1H), 5. 28 (s, 2H) , 7. 22 (m, 2H) , 7. 34 (m, 2H) , 7. 56 (d, 2H) , 7. 72 (t, 1H) , 7. 86 (dt, 1H) ,
8.15(d, 1H), 8. 48 (s, 1H),8. 58 (d, 1H) , 8. 71 (t, 1H) ,9. 93 (s, 1H) ;JELE MH'556.
[1998]  sLjfsl] 41
[1999]  N-{2-[(4-{[3- G —4-(nbhe —2—- FL A4 ) o3k 1 &0 | mempipk —5- 38 ) 40 ]
LFE Y -2- BRI L%
[2000]
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[2001]  FH TN 5 (2— &Ik LA ) -N-[3— &l —4- (nibmg —2- JE FFA At ) R0 ] e
Wk —4- fi& CUnsEiife) 2. 6, EaEH R & T BT IR HSFESRAT 1) ) R S 1 TR R R,
L 60 % PRI R T AR E YD)

[2002]  NMR % if% (DMSO-d6)3. 71 (q,2H),3. 78 (d,2H) , 4. 36 (t, 2H) , 5. 28 (s, 2H) , 5. 49 (t,
1H),7.13(d, 1H) , 7. 21 (d, 1H) , 7. 32(d, 1H) , 7. 35 (m, 1H) , 7. 56 (m, 2H) , 7. 71 (t, LH) ,
7.87(dt, 1H) , 7. 98(d, 1H) , 8. 18 (t, 1H) , 8. 45 (s, 1H) , 8. 58 (d, 1H) , 9. 82 (s, 1H) ;_JE i MH
480.

[2003]  sEjfs] 42

[2004]  N'-{2-[ (4—{[3- & ~4- (nkmg —2- FEFPASE ) RIE ] 2058 | sk —5- % ) 8 ]
LHE N, N - T R H B

[2005]
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[2006]  F N,N- — R H R 5- (2- & HE L5 ) -N-[3- G —4- (nitmg —2- ZEHEE)
DRI ] Wbk —4- i (AnsEHEM 2. 6, LA PRI A TR ISFE SRS ) EE A ST 1
AEHERAE, L 31% FBCRAZ RN T AR 59

[2007]  NMR J% i (DMSO-d6) 2. 08 (s,6H) , 2. 79 (s, 2H) , 3. 68 (g, 2H) , 4. 36 (t, 2H) , 5. 29 (s,
2H) ,7.13(d, 1H) , 7. 21 (d, 1H) , 7. 34 (m, 2H) , 7. 55 (m, 2H) , 7. 70 (t, 1H) , 7. 86 (dt, 1H) ,
7.98(d, 1H),8. 11 (t, 1H),8. 45 (s, IH) ,8. 58 (d, 1H) , 9. 80 (s, 1H) ;i MH507.

[2008]  SEjifs) 43

[2009]  N-{2-[ (4-{[3- & —4- (nikmg —2- FEF L) KA ] & | memnpk —5- 2% ) 462 ]
43k Y -2- FEEIE L%

[2010]
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[2011]  F AR ES R RN 5 (2— 22k LA ) -N-[3- &l —4- (mbmg —2- AR ) K& ]
WaEARIIER —4- fie (ansEiafal 2. 6, RRaf phRHR il 4 Il IR AR SRAT I ) B S 1 Pk
5, BL 50 % [ 215 2 T AR S

[2012]  NMR O% i (DMS0-d6) 3. 20 (s, 3H), 3. 68 (m, 2H) , 3. 73 (s, 2H) , 4. 38 (t, 2H) , 5. 29 (s,
2H),7.14(d, 1H),7. 21 (d, 1H) , 7. 34 (m, 2H) , 7. 55 (t, 1H) , 7. 71 (t, 1H) , 7. 86 (¢, 1H) , 7. 97 (d,
1H),8. 17 (m, 1H) , 8. 44 (s, 1H) , 8. 58 (d, 1H) , 9. 81 (s, IH) ;JBiil MH'494.

[2013]  SEjtEfe] 44

[2014]  N-{2-[(4-{[3- 5 —4-(nbhe —2- FL A4 ) 2R3k 1 &0 | bk —5- 38 ) 460% ]
LFE } -2- ( EETRWIE ) LB

[2015]
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P
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[2016]  FH FRRABEEEREFR AN 65— (2- &AL LA ) -N-[3- S —4- (nibig —2- FEHFHEIRE ) & ]
W ARIIER —4— Jie (ansiifal 2. 6, ESah PR il & B R ISR SRAS 1K ) B R SIAg) 1 Pk
P, UL 51 % IR 2 TR 59

[2017] NMR S (DMSO-d6) 2. 99 (s, 3H) , 3. 74 (m, 2H) ,
4. 04 (s, 2H) ,4. 34 (t,2H) , 5. 29 (s, 2H) , 7. 13(d, 1H) , 7. 22(d, 1H) , 7. 35 (m, 2H) , 7. 55 (m, 2H) ,
7.71(t,1H),7. 87 (dt, 1H),8. 03(d, 1H) , 8. 46 (s, 1H) , 8. 58 (d, 1H) , 8. 76 (¢, 1H) , 9. 79 (s,
1H) ;5 MH'542.

[2018]  SEjfs] 45

[2019]  N-{(28)-2-[(4-{[3- G —4- (nmbhg —2- FLF4IE ) 38 ] 2008 | mEmdenk —5- %)
AL ] I ) -N- 3L AR

[2020]
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[2021]  FHESERFI N-[3- & —4- (ki —2- FEFR4RIE ) 2K3E J-5-[ (1S) —1- FJE —2- ( L4
) LEFE ] EMREIbR —4- % (NS 2. 3 F R- A, EAG AR 4% TR TR AR EE,
H (2S) -2- REMAE CHEIRIFHT ) TR ST | IR f3RAE, BL 51 % FRIRCRAS 3 T A5 84k
E 5
[2022]  NMROGiE (DMSO-d6) 1. 36 (d, 3H) , 1. 94 (s, 3H) , 3. 03 (s, 3H) , 3. 32 (1H, %% H20 &) ,
4. 20 (m, 1H) , 5. 08 (m, 1H) , 5. 30 (s, 2H) , 7. 23 (m, 2H) , 7. 34 (m, 2H) , 7. 57 (d, 1H) , 7. 68 (m, 2H) ,
7.87(dt, 1H) ,8. 11(d, 1H) , 8. 46 (s, 1H) , 8. 59 (d, 1H) , 9. 94 (s, 1H) ;JEilk MH492.
[2023]  SiZjtfhl] 46
[2024]  N-{(28)-2-[ (4-{[3— G —4- (nbhg —2- FLF4IE ) 58 ] 2008 | mEmdenk —5- %)
A ] NEE L 2- BRI N- R OB

[2025]
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[2026]  Ji] ZERRA N-[3- 40 ~4- (WEnE —2- BEAREE ) 08 1-5-[ (1) -1~ Ak —2- (
SERIE) LR vk —4— e (AISTHEM) 2. 3 R- LA, RRUARIRMI L £ TR R

AT ) ER SR 1 PR ERATE, B 53 % ORI T bR 8L 54
[2027]

NMR i
(DMSO-d6) 1. 39 (d, 3H) , 2. 96 (s, 3H) , 3. 36 (dd, LH) ,4. 04 (d, 2H) , 4. 21 (m, 1H) , 4. 37 (t, 1H) ,
5.09 (m, LH),5. 29 (s, 1H), 7. 25 (m, 2H) , 7. 35 (m, 2H) , 7. 57 (d, 1H) , 7. 65 (dd, 1H) , 7. 70 (t,
1H),7. 87 (dt, 1H),8. 12(d, 1H) , 8. 46 (s, 11) , 8. 58 (d, 1H) , 9. 93 (s, 1H) ;JF i MH'508.
[2028]  sEjsifsl] 47
[2029]  N'-{(2S)-2-[ (4-{[3~ & —4~ (nkhe —2- FLF4EEE ) ZRIE ] &AL | Wemipk —5- 26 )
SIE ] TRE TN, N, N - = IR s B
[2030]
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[2031]  F N, N- Z S H & MR N-[3- 5 —4- (kg —2- 4 ) K& 1-5-[(1S)-1-HF
i -2- (PRI ) LR ] Wemenbk —4- i (s pEfs) 2. 3 v R- XTI, AR aG R &
TR ISR SRS ) S 1 PR KIERAE, L 27 % R4S 21 T ARtk &4 5

[2032]  NMR J%: i (DMSO-d6) 1. 37 (d, 3H) , 2. 06 (s, 6H) , 3. 08 (s, 3H) , 3. 23 (dd, 1H) , 3. 25 (s,
2H) , 4. 26 (dd, 1H) , 5. 10 (m, 1H) , 5. 29 (s, 2H) , 7. 23 (m, 2H) , 7. 30 (d, 1H) , 7. 35 (m, LH) ,
7.56 (s, 1H),7. 68 (m, 2H) , 7. 87 (dt, 1H) , 8. 13(d, 1H) , 8. 44 (s, 1H) , 8. 58 (d, 1H) , 9. 90 (s,
1H) ;)& MH 535.

[2033]  sEjfsl] 48

[2034]  N-{(2S)-2-[(4-{[3— & —4-(ntmg —2- FE KL ) K5 ] 25 ) ek —5- 2% )
AL ] A T 2- B N- B OBZ

[2035]
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[2036]  FH A7 40 5 I IR R N-[3— & —4- (b g —2- 2% A 0k ) 2R 06 ]-5-[(19)-1-
HE-2- (IR L) L% ] WEmknbk —4- i CUnstif] 2. 3 o R iR A4, B UG R il 2%
TR SRS ) S 1 FTiRERAE, DL 39 % MR A3 21 T ARt &4 5

[2037]

NMR i (DMSO-d6) 1. 38 (d, 3H) , 2. 99 (s, 3H) , 3. 16 (s, 3H) , 3. 27 (1H, #% H,0 F&4iik ) , 4. 03 (s,
2H) , 4. 23 (m, 1H) ,5. 11 (m, 1H) ,5. 29 (s, 2H) , 7. 24 (m, 2H) , 7. 30 (d, 1H) , 7. 35 (m, 1H) , 7. 57 (d,
1H),7.65, (dd,1H),7.71(t,1H),7.86 (dt, 1H),8. 12(d, 1H),8. 44 (s, LH) , 8. 58(d, 1H) ,
9.90 (s, 1H) ;JEHE MH'522.

[2038]  SEjiifs) 49

[2039]  N-{(28)-2-[(4-{[3- G —4- (mbhg —2- FLF4IE ) R3E ] 2008 | mEmdenk —5- % )
AL ] TNEE ) N- 3L 22— ( SRR ) WY

[2040]
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[2041]  FH PPl G 2 9 R 0 N-[3- &0 —4-(mbwe —2- AR K ) K& 1-5-[(19)-1- F
52— (AR ) CAIE ] Wik —4- & (UnsEpif 2. 3 o R T BRAA, AR UGB R ) A%
o TR BRI ) A S 1 TR IR A, DL 61 % RERAS 2 T AR S

[2042]  NMR Jf i (DMSO-d6) 1. 38(d, 3H) , 2. 95 (s, 3H) , 3. 15 (s, 3H) , 3. 37 (dd, 1H) » 4. 30 (m,
1H) , 4. 41 (d, 2H) , 5. 11 (m, 1H) , 5. 29 (s, 2H) , 7. 24 (m, 2H) , 7. 30 (d, 1H) , 7. 35 (m, 1H) , 7. 57 (d,
1H),7.64(dd, 1H),7. 70 (t, 1H),7. 86 (dt, 1H),8. 11(d, LH),8. 45 (s, 1H) , 8. 58 (d, 1H),
9. 88 (s, 1H) ;JEi% MH570.

[2043]  SEjEfH)] 50

[2044]  N-{(2R)—2-[ (4-{[3- S —4-(ntlE —2- LK) K5 ] 2 ) et —5- 2% )
AL ] I ) -N- 3L AR

[2045]
N
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20461 F N-[ (2R)-2- ((4-[ (3- 4 —4- ¥3 36 % 35 ) &0 3 ] vk bk —5- 3% ) &L3E) 7

i%}N@%&M%ﬂ@ﬁ%%%:2%@%EE%%W41*%@%%%JWM%%W%
CEINE - aer/

[2047]

NMR ;3% (DMSO-d6) 1. 38 (d, 3H) , 2. 99 (s, 3H) , 3. 16 (s, 3H) , 3. 27 (1H, #% H,0 K&y ) , 4. 03 (s,
2H) , 4. 23 (m, 1H) ,5. 11 (m, 1H) , 5. 29 (s, 2H) , 7. 24 (m, 2H) , 7. 30 (d, 1H) , 7. 35 (m, 1H) , 7. 57 (d,
1H),7.65, (dd,1H),7.71(t,1H),7.86(dt, 1H),8.12(d, 1H),8. 44 (s, 11) ,8. 58 (d, 1H),
9.90 (s, IH) ;JFUil MH'522.

[2048]  HIVEAEIAFTELII N-[ 2R) -2- ({4-[ (3— 5 -4- FRALIRAL ) &AL | e Enk —5- Ik )
AL ) EE ]N- TR SR 25 R P

[2049]  HIBRERAN 2- S0 —4- ({5-[(IR) ~1- A3k —2- ( SEEAL ) L5AHE ] MMk —4- 3 )
RA) gy (WSehEd] 4. 11, @aPHRH 6l 5 b Brid AR IR 1 ) R SCEf) 3 CRInH R
il e ) b ATIR IR AT, LA 45 % IBCRAR 2] T N-L(2R) —2- ({4-[ (3- Al —4- BEEZIL ) &
B ] MR -5 Jk b AL ) AL J-N- L LR
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[2050] NMR i (DMSO-d6) 1. 37 (d, 3H) , 1. 94 (s,
3H), 3. 03 (s,3H),3.31(dd, 1H) ,4. 15 (dd, 1H) , 5. 06 (m, 1H) ,6. 97 (d, 1H) , 7. 23 (d, 1H) ,
7.29(d, 1H) , 7. 46 (dd, 1H) , 7. 69 (m, 1H) , 7. 95 (d, 1H) , 8. 42 (s, 1H) , 9. 98 (bs, 1H) ;_ J& il
MH'401.

[2051]  SEJEfH] 51

[2052] N-{(2R)-2-[(4—{[3- & —4-(1,3- W& M —4- 5L 1 40 Fk ) KL ] & &L ) e g
Wk —5- 2% ) 4L ] INEE J-N- B O BLi%

[2053]
S
SR s
NN

-

N
[2054]  H N-[(2R)-2-({4-[ (B3-S ~4- BB K I ) s L I ek 5- 55} HIE) W
5 ]-N- A CBE i (s itdsl] 50, B ah A BRI s h BT IR ISR IRAT 1)) FH A- (U 2L ) — &
e £ 1% £ T A5 S 3 T TR R ERAE, L 17 % ORISR T AR AL S

[2055] NMR -3
(DMSO-d6) 1. 36 (d, 3H) , 1. 94 (s, 3H) , 3. 02 (s, 3H) , 3. 30 (1H, #% H,0 F& 3K ), 4. 21 (dd, 1H),
5.09 (m, 1H) , 5. 33 (s, 2H) , 7. 29 (m, 3H) , 7. 70 (m, 2H) , 7. 81 (s, 1H) , 8. 08 (s, 1H) , 8. 47 (s, 1H) ,
9. 13 (s, 1H),9. 96 (s, LH) ;JBiif MH'498.

[2056]  SLJifh] 52

[2057]  N-((2R)—2-{[4-({3- & —4-[ (3- J ¥k ) A ] 2RI | &5 ) memmk —5- 2% 1 4%

3L} ) -N- IR O
[2058]

O O\Q\

SO O

- N C!

=N

)

N

[2050] A N-[(2R)-2-({4-[B- & 4- BERE) AL I w52} /HE) W
K ]-N- RIE LWl (anseitif) 50, ARLEA BRI HI o BT R IBFESRAS I ) A1 3— G R AE S E
53 S 3 TR TR I ERAE, LA 87 % IR AR T KRk &4

[2060] NMR i (DMS0-d6) 1. 36 (d, 3H) ,
1.93(s, 3H), 3. 04 (s, 3H), 3. 27 (1H obscured by H20),4. 22(dd, 1H) ,5. 07 (m, 1H) , 5. 25 (s,
2H) ,7.16(t, 1H), 7. 29 (m, 5H) , 7. 45 (m, 1H) , 7. 65 (dd, LH) , 7. 71 (t, 1H), 8. 09 (d, 1H) ,
8.46 (s, 1H) ,9. 93 (s, 1H) ;JFE 1% MH509.
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[2061]  SEjifsl] 53

[2062]  N-((2R) —2—{[4-({3- R —4-[ (2- | FHL ) HIE ] KA | &I ) Wempmk -5- 2L ] 4
) ) -N- PR 2 E

[2063]

[2064] HI N-[(2R)-2-({4-[ (B3-S ~4- BB ALK I ) & L I ek 5- 55} L) W
5 I-N- RO RE (CAnsEpE] 50, B PRI E A T TR IEFE SRR ) F 2- R AUE
S 3 T TR R, L T2% RS B T AR AL S

[2065] NMR i (DMSO-d6) 1. 37 (d, 3H) ,
1.94 (s, 3H) , 3. 04 (s, 3H) , 3. 30 (1H, % H,0 B& J& ) , 4. 20 (dd, 1H) , 5. 07 (m, 1H) , 5. 25 (s, 2H) ,
7.27 (m,5H) , 7. 43 (m, 1H) , 7. 59 (t, 1H) , 7. 67 (dd, 1H) , 7. 70 (t, 1H) , 8. 07 (d, 1H) , 8. 45 (s,
1H),9.93 (s, 1H) ;JFi MH'509.

[2066]  SLjsEfs] 54

[2067]  N-{(1R)—2-[(4-{[3- G —4-(nkwe -2 FL AL ) R5E ] &0 | v ek —5— 2 )
AL -1 IL 23 | -2- BRI -N- FIIE L%

[2068]
X
?\/) e IN/
,/& /Jlxﬁfl\
o N cl
N
7

[2069]  FHEhER 2 B3I N-[ (1R) —2—- ({4-[ (3— & —4- 25N 5E ) &2k ] we bk —5— 22

AL ) -1- PR CH ]-2- 15 N- P OWhIE B 2 St 3 ik ik, BL 8 % i %45

2 TAR B EY) 5

[2070] NMR D% i (DMSO-d6) 1. 19 (d, 3H), 2. 79 (s, 3H) , 3. 87-4. 26 (m, 3H) , 4. 38—4. 48 (m,

2H), 5. 11-5. 22 (m, 1H) , 5. 29 (s, 2H) , 7. 18-7. 25 (m, 2H) , 7. 32-7. 38 (m, 2H) , 7. 48 (d, 1H) ,

7.58(d, 1H),7.72(t, 1H) , 7. 87 (t, 1H), 7. 94 (d, 1H), 8. 44 (s, 1H) , 8. 59 (d, 1H) , 9. 58 (s, 1H) ;

JEE MH'508. 3.

[2071]  FAERC LGRS B N-[ (1R) —2—- ({4-[ (3— G —4- I RIL ) & FE 1 e menbk —5- 2L |

L) -1- B2 FE 1-2- BRI -N- I3 SRR ()45 R TR

[2072]  H] (2R)—2—-( AZEZ L) T —1- B# (41 Becker %6 A ., J. Chem. Soc. 1957, 858 ik

BRI ) 2 0 —4-[ (5— JMEmEbk —4- 3% ) 2058 ] 2Ry (WnsSEitifs) 4. 5, EaathkHK

25 Hh T IR AL SRAT Y ) B S 3 CGRIGHMEBHRIHI S ) Frid f#4E, BL> 100 % KficE
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B3 7T 2- W A-[G-{I@R) —2-( FHLEEL ) NIk ] 55 | MEMEmbE —4- 5L ) = ] 258
[2073]

NMR S
it (DMS0-d6) 1. 20 (d, 3H) , 2. 40 (s, 3H) , 3. 30 (m, 1H) , 4. 25 (dd, 1H) , 4. 35 (dd, 1H), 7. 00 (d,
1H),7.10(d, 1H), 7. 30 (d, 1H) , 7. 60 (dd, 1H) , 7. 70 (t, 1H) , 7. 90 (d, 1H) , 8. 50 (s, 1H) ;_J& i
MH'359. 1
[2074]  FH CBERRFN 2- G —4-[ (5-{[ (2R) —2- ( AL &L ) NZE ] 4% | e menbk —4- 25 )
AL ] Ry S ) 3 (A M ORI &) BT R B ER AR, DL 100 % Ui F A5 B T
N-L(IR) —2-({4-[ (3— 5 —4- AR ) 23 ] memdenbk —5- 55 ) 18 ) -1- FRECE ]-2- %
5= -N- I OB s il MH'416. 9.
[2075]  sEjEfs] 55
[2076]  N-{(1R)—2-[ (4-{[3- G —4- (nbhg —2- FLF4IE ) 2R3 ] 2008 | mEmdenk —5- % )
AIE ]-1- B OE F-N- I LBk

[2077]
RN
YO /Ej:o l N/
AN N o)
T3 r .
&

[2078]  FHERIR K B REEAN-[ (1R) —2- ({4-[ (3— 5 —4- JRIEREE ) &5 | ik —5- 2L }
AR ) -1- IR AL ] -N- I Sl IG 555 SIileds) 3 o Pk 8 DL 7% ISR AT 21 T bl
WEW ;
[2079]

NMR St
(DMS0O-d6) 1. 18 (d, 3H) , 1. 83 (s, 3H) , 2. 84 (s, 3H) , 4. 19-4. 43 (m, 2H) , 5. 14-5. 24 (m, 1H) ,
5.30(s, 2H) , 7. 16-7. 27 (m, 2H) , 7. 32-7. 38 (m, 2H) , 7. 45-7. 50 (m, 1H) , 7. 58 (d, 1H) , 7. 72 (¢,
1H) , 7. 87 (t,2H) , 8. 43 (s, 1H) ,8. 59 (d, 1H) , 9. 53 (s, 1H) ;JFilk MH492. 3.
[2080]  FHAERCUEM BHF N-[ (1R) —2- ({4-[ (3— &l —4- FREE KA ) 25 ] e mentk —5- & }
L) -1- AL 4FE T-N- FIE A BeRZ 1l & an S Fridk -
[2081]  FHEGIRA 2- 5 ~4-[ G- {[ QR)—2- ( FILEIE ) N ] 3L | Mk —4- 3% ) &
FE ] Wy CUnsSEifs) 54, ERUEA B H A Th BT IR AL SRS ) HE S 3 CGRAa AR
%) Pl AE, L 100 % IR E] T N-L (1IR) —2- ({4-[ (3—- & ~4- BHRFEL ) A& 1
Wbk —5— 2 | 4R IE ) —1- R 4 J-N- L ARG 5 i MH'401,
[2082]  siZjtfhl 56
[2083]  N-{(1S)—2-[(4-{[3- G —4- (nbhg —2- FLFF4IE ) 58 ] 2008 | mEmdenk —5- 2% )
BFE1-1- AL L3 ) -2- Bk -N- AL AWk
[2084]
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s O
A N/(:[CI

SN

A
[2085]  FHERER R B AR N-[ (1S) —2—- ({4-[ (3— & —4- FR 250N ) 22 ] wmeimpk —5- 2% |}
k) -1- B oA ]-2- B0t -N- L OG5 Sitifsl] 3 BTk 44, LL 57 % I ies
(CEINE A/
[2086] NMR Jf; i (DMSO-d6) 1. 20 (dd,3H),2.80(d, 3H) , 3. 10 (m, 1H) , 3. 80—4. 20 (m, 2H)
4.20-4. 50 (m, 2H) , 5. 15 (m, LH) , 5. 30 (s, 2H) , 7. 20 (m, 2H) , 7. 30 (m, 2H) , 7. 50 (d, LH) ,
7.60(d, 1H), 7. 70 (m, 1H) , 7. 80-7. 95 (m, 2H) , 8. 40 (d, 1H) , 8. 60 (d, 1H) ,9. 60 (s, 1H) ; J& ¥
MH'508. 2.
[2087]1  FHAERCIER B N-[ (1S) —2-({4-[ (3— & —4- I RTL ) & FE 1 e menbk —5- 2% |
IR ) -1- MR ZFE 1-2- BRI -N- ISR kR ()45 1 R TR
[2088] H (2S)—2-( FIELZFE ) A —1- [ (41 Chacchio 28 A ., Tetrahedron, 1995,51,
5689 PR IBFEIRTF () ) A 2— G —4- [ (5— FUME MEIpk —4- 2 ) 283k ] AWy (nsgif 4. 5,
AR & PR ARG ) B S 3 (R AR HI & ) Bk iR AE, LL>
100 % HICRIG R T 2- & —4-[ 6-{[(2S) —2- ( I FL ) NEE ] 5% ) MMk —4- 55 ) &
5] KW
[2089] NMR Y i (DMS0-d6) 1.20(d,3H),2.40(s,3H),3. 20 (m, 1H),4. 15(dd, 1H),
4.30(dd, 1H) , 7. 00 (d, 1H) , 7. 10(d, 1H), 7. 30 (d, 1H) , 7. 60 (dd, 1H) , 7. 70 (t, 1H) , 8. 00 (d,
1H) ,8.50 (s, 1H) ;Joiifs MH'359. 4.
[2000] M AR F 2- A —4-[ (5—{[(2S) —2-( HEEZ L ) NFE ] 5055 | e mmbk —4- 3% )
QK] KMy R S 3G R H ) iR R AE, DLA8 % e A R T
N-[(18)—2- ({4-[ (3 &l —4- FRIEARIL ) &L ] Wbk —5- I | 4808 ) -1- L 43 1 -2- %
5 -N- I OB sl MH'417. 3.
[2091]  sEjfs] 57
[2092]  N-{(1S)-2-[(4-{[3- G —4- (nbhg —2- FL A4 IE ) 2858 ] 2008 | mEmdenk —5- % )

Ak 1-1- FROHL ) -N- R Wi
\/@
(o] , =
N

[2093]
T, X
Aoy ol
‘ : SN :
g IN)

[2004]  HIRER A LA N-L (1) —2- ({4-[ (3— G —4- FRALAIL ) AL | M MEmpk —5- 2% }
k) —1- FEk 43 J-N- EE A BEE B A StE) 3 Bk i3, L 34 % FCRAG 2 T Ar
AEY
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[2095] NMR
i (DMSO-d6, 373K) 1. 20 (d, 3H) , 1. 85 (s, 3H) , 2. 80 (s, 3H) , 3. 00 (m, 1H) , 4. 30 (m, 1H) ,
4. 40 (m, 1H) , 5. 30 (s, 2H) , 7. 20 (m, 2H) , 7. 40 (m, 2H) , 7. 50 (d, 1H) , 7. 60 (d, 1H) , 7. 70 (t, 1H) ,
7.80 (m, 1H), 7. 90 (d, 1H) , 8. 40 (s, 1H) , 8. 60 (d, 1H) ,9. 60 (s, IH) ;JEilf MH492. 2.

[2096]  FHAERCUEM BHE N-[ (1S) —2- ({4-[ (3 & —4- BRI RIL ) 2 5L ] mEmnbk —5- & |}
A ) -1- BECH T-N- B S BERL 1 il 4 an B Pridk -

[2097]  FHESERA 2- G0 —4-[ G- {[ (29) —2- ( FFLEIL ) AEE ] SFE | MMk —4- 3% ) &
5] WMy CUnsEifs) 56, E UG RLE A Th BT IR ISFE SRS ) HE S 3 CEAa AR
) TR IERAE, UL 27 % IR AR B T N-[ (1S) —2- ({4-[ (3- &l —4- BRI HEL ) &L ] v
Wk —5- 2E | S ) -1- AR LS -N- R A WesE ;i MH™401. 3,

[2098]  sLjEfs] 58

[2099]  N-{(1S)-2-[(4-{[3- 5 —4- (nmbhg —2- FLF4IE ) 858 ] 2008 | mEmdenk —5- 2% )

HIL]-1- MR 12— &I N- PR 2%
S
O
N
|

[2100]
~
tfo 8]
/N\!_/\ N/@C

N

2
[2101]  FHERER 2 B I N-[ (1S) —2- ({4-[ (3— &l —4- FaiE i At ) 243k ] wmeipk —5- i }
A ) -1- R 1-2- B -N- A QWi 5 st sl) 3 A pirads 448 S L 39 % i
FAFEN T bR &) 5
[2102] NMR J; @ (DMSO-d6,373K) 1. 20 (m, 3H) , 2. 80 (s, 3H) , 3. 10 (s, 3H), 3. 90 (m, 2H) ,
4. 20 (m, 1H) , 4. 50 (m, 1H) , 5. 10 (m, 1H) , 5. 30 (s, 2H) , 7. 20 (m, 2H) , 7. 40 (m, 2H) , 7. 50 (d, 1H) ,
7.60(d, 1H) ,7. 70 (t, 1H), 7. 90 (t, 1H) , 7. 95 (s, 1H) , 8. 40 (s, 1H) , 8. 60 (d, 1H) , 9. 60 (s, 1H) ;
JEiE MH'522. 2.
[2103]  AHAEARRIEMEIF N-[ (1S) -2- ({4-[ (3 G 4~ BRI ) Z L ] e menpk —5- 3% |
ASE ) -1 BE O ]-2- FAEEE -N- 5 OB T DL R IR kAT -
[2104]  F AR ZEEEIRAN 2- S —4-[ (5 {[ (2S) —2- ( FAEE AL ) 2L ] S8 ) e mkipk —4—2%)
A5 ] AWMy (UnSETf 56, B PR H & T Ird BT I ) R S 3 (AR
5 ) ATIR I ERAE, L 49 % RIBCRISEI T N-[ (1S) —2- ({4-[ (3- & —4- IR EL ) &HE ]
W IARIbR —5— 2k ) 483k ) -1- R Hk 1-2- &I -N- AR Ol ;i MH429. 2,
[2105]  SEjEfH] 59
[2106] N-{(1S)-2-[(4-{[3- 5 —4-(ntme —2- FE KL ) K5 ] 25 ) e —5- 2% )
AL ]-1- B OHE }-2- B OB
[2107]
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o e
N\g/\o N/CEZI '

[2108]  FHERFR 7 H LA MIN-[ (1S) —2- ({4-[ (3 5 —4- JRIERIL ) &(IE | ik —5- 2E )
) -1 PR ]-2- B AW R S 3 il iR, L 57 % ICRAF 2 T F5
LA

[2109]

NMR 3 @ (DMSO-d6) 1. 23 (d, 3H) , 3. 64-3. 81 (m, 2H) , 4. 24-4. 36 (m, 2H) , 4. 45-439 (m, 1H) ,
5.29 (s, 2H) , 5. 45 (t, 1H) 7. 13-7. 23 (m, 2H) , 7. 35 (¢, 2H) , 7. 49-7. 53 (m, LH) , 7. 56~7. 59 (m,
1H),7.72(t, 1H) , 7. 87 (t, H) , 7. 99-8. 02 (m, 2H) , 8. 46 (s, 1H) ,8. 59 (d, 1H) , 9. 75 (s, I1H) ;J&
i MH™ 493. 95.

[2110]  AHERRIEM BN N-L(1S) -2- ({4-[ (3- &l —4- FREERE ) 2 ] wementk —5- 2 |}
AL ) -1- R 1-2- BRI AWl & W N ATid -

[2111] ] (2S)-2- & AN —1- BEAl 2—- S —4-[ (5— Ji e meibk —4— 55 ) 2058 1 KWy (fnse
Fa) 4. 5, UM EHE T & P TR ISR A3 ) R S 3 (R RHIHI % ) BTk i
P, LA 54 % P43 3 7 4-[ (5-{[(28) —2- AL N2 ] 4008 | memuip —4- 2% ) 22k 1-2- &
ENL

[2112]

NMR St
i (DMS0-d6) ;1.30(d, 3H),3. 30 (bs, 2H) , 3. 80 (m, 1H) , 4. 40 (m, 2H) , 7. 00 (d, 1H) , 7. 20 (d,
1H) , 7. 30(d, 1H) , 7. 50 (dd, 1H) , 7. 70 (t, 1H) , 8. 00 (d, 1H) , 8. 45 (s, 1H) ;JEii# MH'345. 1.
[2113] F 2 B 8 Ff14-[G-{[(2S)—2- & %= 4 3£ ] & &) s e mk 4- 3£ ) &
55 ]-2- SR B S 3 R R &) TR R AE, DL T3 % e G R T
N-[(18)—2-({4-[ (3— & —4- FRIERTL ) 2 IL ] Wbk —5- J5 } 40k ) —1- IR L3 ] -2- %
= ORI s MH'403. 0.
[2114]  SEJtifA) 60
[2115]  N-{(1S)-2-[(4-{[3- & —4-(nkhe -2- FE AL ) AL ] 22E | vtk —5- 2L )
Ak ]-1- FRECHE ) OBtk
[2116]

0 o M :
\f\/\ N/©:0|v©

SN

2
[2117] MR ER B AR N-L (1) 2 ({4-[ (3— G —4- FRALAHL ) AL | M Mempk —5- % }
L) -1- FL L3 ] B ER SR 3 BT i34, LA 63 % MHCRAF 21 T Al &
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[2118] NMR Ol
i (DMSO-d6) 1. 21 (s, 3H) , 1. 73 (s, 3H) , 4. 12—4. 30 (m, 2H) , 4. 33-4. 43 (m, 1H) , 5. 29 (s, 2H) ,
7.15-7.25(m, 2H) , 7. 35 (t, 2H) , 7. 51-7. 59 (m, 2H) , 7. 72 (t, 1H) , 7. 87 (t, 1H) , 7. 99 (s, 1H) ,
8.14(d, 1H),8. 48 (s, 1H),8.59(d, 1H),9. 80 (s, 1H) ;JFils MH'478. 0.

[2119]  FHAERCLEM B N-[ (1S) —2- ({4-[ (3— & —4- BRI ) 2 5L ] e mnbk —5- & |}
AL ) -1- R LI ] LB IH a0 T

[2120]  FHESFRAN A-[ (5-{[(2S) —2- FIEN I ] S0 | vemmk —4- 2% ) & 1-2- A M
(4 SEHtf) 59, EAf A BRI il 2% oh Tk AL SRAT 1 ) B St 3 (R IEM BRI H & ) B
A HERAE, LL> 100 % ORI R T N-[(1S) —2- ({4-[ (3- & —4- BRI ) &5 ]
Ik —5- 2% } I ) -1- B ] QWi itk MH'387. 0,

[2121]  sEjEfe) 61

[2122]  N'-{(1S)-2-[(4-{[3- & —4- (nkhg —2- FLA4EL ) RHE ] &AL | wEmkipk —5- 25 )
Ik 1-1- I 23 ) N, N - S H R

[2123]

[2124]  FIN,N- —FIFLHZ B 5- ([ (2S) 2 FIENEE ] AR L -N-[3- 54— (nikmg —2- 2%
FRAAE ) ZR3E T s mgenbk —4— i o 5 S 9] 1 PR 1R, L 42 % IICRAS 2 T AR 8L 64
[2125] NMR Y1 (DMSO-d6) 1. 21 (d,
3H) , 2. 05 (s, 6H) , 2. 60—2. 80 (m, 2H) , 4. 20—4. 40 (m, 2H) , 4. 40-4. 60 (m, 1H) , 5. 30 (s, 2H) ,
7.15(m, 1H) , 7. 22 (m, 1H) , 7. 35 (m, 2H) , 7. 54 (m, 2H) , 7. 70 (t, 1H) , 7. 90 (t, 1H) , 7. 98 (m, 2H) ,
8. 48 (s, 1H),8.59(d, 1H),9. 76 (s, 1H) ;JFil MH'521. 4.

[2126]  FHEEZMEHE 5-{[(2S) —2—- 2L EE 1 405 1 -N-[3- & —4- (ERE —2- FEH4
Fe) ZREL ] MRk —4- A A TR -

[2127]  FH (2S) —2— 2 FE N —1- BEAI N-[3— & —4- (nibiE —2- FE 4L ) 2R3% ]-5- mmeEm
Wbk —4— & CUnsSEiids) 1, AREA R Th BT IR AT ) B S 2. 4 (R R
il ) TR rEEME, LL51 % BRI T 5-{[(2S) —2- RN | I8 1 -N-[3- & —-4-(nlk
WE —2— FEFAEE ) ARk ] mEmpIbk —4- i Bl MH 436. 4.

[2128]  SLjfs] 62

[2120]  N'-{(2R)-2-[ (4-{[3- & —4- (nikmg -2- FEFEIE ) I ] 208 | mmpubk —5- 55 )
U ] NSE N, NP R A

[2130]

173



CN 101787019 A WO B 153/192 T

ﬂ
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[2131]1  AIN'-[(2R) -2 ({4-[ (3- S ~4- FRILIL ) 2% ] s meiph —5- 356 | 4008 ) 2L -7,
N°— S H S Bk i FH BRI Bz 2 SE U T ST St ) 3 b T (9 H4E , L 59 %6 R4 B b
WEW ;

[2132] NMR )t
i (CDC1,) 1.47(d, 3H), 2. 11(s,6H), 2. 88(s,2H), 3. 50-3. 63 (m, 1H), 3. 64-3. 78 (m, 1H) ,
4.76-4. 90 (m, 1H) , 5. 23 (s, 2H) , 6. 92-7. 00 (m, 2H) , 7. 13-7. 19 (m, 1H) , 7. 36-7. 49 (m, 2H) ,
7.52-7.72(m,4H) ,7. 90 (d, 1H), 8. 55 (m, 2H) , 9. 82 (s, LH) ;5 MH'521. 0.

[2133]  HERLEM R N =L R —2- ({4-[ (3- & —4- FRIEHIE ) 2 JE ] vemenk —5- 3E |
L) TNEE J-N°, N°— L H 2 e 9 1 4 40 R AT

[2134]  F] 4-({5-[(1R) —2— &5 —1- FIIE LA ] memembk —4— 2% b 20 ) —2- Sy (i
SEE 4. 4, BRI o TR AR SRAT ) ) AN, N- IR 2 R = R S 3 (i
UM EHAIEIE ) BTl R ERAE, DL 11 % BeRAg 31 T N'-[ (2R) —2- ({4-[ (3- & —4- R L)
I ] mEmbk —5- 3% ) AL ) TS 1N, NP AR H R B L

[2135] NMR i (CDC1,) 1. 46 (d,
3H),2.09(s,6H),2.84(d,2H), 3. 52-3. 75 (m, 2H) , 4. 77-4. 89 (m, 1H) , 6. 89-6. 99 (m, 2H) ,
7.27(dd, 1H),7.40(dd, 1H) , 7. 51-7. 61 (m, 2H) , 7. 80 (d, 1H) , 8. 52 (s, 1H) ,9. 76 (s, 1H) ;i
MH430. 0.

[2136]  SKitifs) 63

[2137]  (2S) -N-{2-[ (4-{[3— G —4~ (Hkwe —2- FL AL ) RIL | 25 | mempmk —5- 3% )
AIE] HE ) -2,4- T RET R

[2138]
—d
e SO
0 Ne~o ci
/\/X &N
@
[2139] ¥ 5-(2- HWIE LHIE ) -N-[3- & ~4-(nfne —2- FLREL ) KL ] memenpk —4- fiz
(U HEM] 2. 6, AR 25 i HSAE RIS 1, 0. 5g, 1. 19mmo1) 7E = F 2K (20m1) i
AR 130 CERHEM. P IA () - —a-F3 -y -"THEE (0. 10ml, 1. 31mmo1) Ff
B HAE 130°C R HEFE 3 /A BRI —2 (S)-(-)—a - FHE -v - T AEE (0. 05ml,
0. 66mmol) FRZIR AW FHFE 2 /N o TEIZIR S WA s BT A5 Iyt e, H &
B (3x10m1) PG FHXTH AT 45, 13 BIEMATE AR @4 54 (430mg,69% ) 5
[2140] NMR Jti (DMSO0—-d6) 1. 38-1. 55 (m, 1H),
1.69-1.85(m, 1H), 3. 37-3. 50 (m, 2H) , 3. 61-3. 77 (m, 2H) , 3. 89—4. 00 (m, 1H) , 4. 28—4. 45 (m,
3H),5.29(s,2H),5.51(d, 1H),7.13(d, 1H),7.22(d, 1H) ,7.28-7. 41 (m, 2H) , 7. 49-7. 62 (m,
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2H),7.71(t, 1H),8.01(d, 1H), 8. 14-8. 25 (m, 1H) , 8. 45 (s, 1H) , 8. 59 (d, 1H) , 9. 82 (s, 1H) ;J&
i MH'523. 9.

[2141]  SEjEf5) 64

[2142]  (2R)-N-{2-[ (4—{[3- 50 —4-(nbme —2- LA ARAE ) 2R5E ] 2008 | ek —5- 2% )
FAE] 2 ) -2,4- TR T K

[2143]

S
o 5

[2144]  H] 5-(2- R I L5 ) -N-[3- & —4-(nbrg —2- LA ) K5 ] MeEmdeupk —4- fi%
(nsEifs) 2. 6, BB Hl 2 P ETIR ARG ) M R -(H-a-FREE -y - T WERE
53 Sz 63 T TR BIERE, LA 55 % RICRAE 3] T A8k &)

[2145] NMR 3% (DMSO-d6) 1. 38-1. 55 (m, 1H)
1. 69-1. 85 (m, 1H) , 3. 37-3. 50 (m, 2H) , 3. 61-3. 77 (m, 2H) , 3. 89—4. 00 (m, 1H) , 4. 28—4. 45 (m,
3H) , 5. 29 (s, 2H),5.51 (d, 1H) , 7. 13(d, 1H) , 7. 22(d, 1H) , 7. 28-7. 41 (m, 2H) , 7. 49-7. 62 (m,
2H),7.71(t, 1H),8.01(d, 1H), 8. 14-8. 25 (m, 1H) , 8. 45 (s, 1H) , 8. 59 (d, 1H) , 9. 82 (s, 1H) ;J&
i MH'523. 9.

[2146]  SLJEfH] 65

[2147]  (2R)-N-{(2R)—2-[ (4-{[3- & —4- (b we —2- 5 A 4 2k ) X & ] &
Wk —5— 2% ) UL ] NI 12,4 ORI T BLZ

[2148]

B}

i)

o’\/'o\,(“\/L NQECI

e

[2149]  H 5-[(1R) —2- & & —1- IR LA J-N-[3- S —4- (ke —2- AR ) R ]

Wbk —4— el (R)— () —a — 3285& — v — T WREE I Sl 63 Frdk (14e4E, L 54 % 1k

FAFRN T bR &)

[2150]

NMR St i (DMSO—d6) 1. 39 (d, 3H) , 1. 43-1. 57 (m, 3H) , 1. 71-1. 86 (m, 1H) , 3. 33-3. 53 (m, 3H) ,

3.65-3. 79 (m, 1H) , 3. 88—4. 00 (m, 1H) , 4. 36 (t, 1H) , 4. 85-4. 96 (m, 1H) , 5. 29 (s, 2H) , 5. 45 (d,

1H),7.24(d, 2H) , 7. 28-7. 41 (m, 2H) , 7. 59 (t, 2H) , 7. 71 (t, 1H) , 7. 87 (t, 1H) , 8. 10-8. 21 (m,

2H) , 8. 48 (s, 1H) , 8. 59 (d, 1H) ,9. 99 (s, 1H) ;JFi MH'537. 9.

[2151] ARG B 5-[ (IR) —2- &5 —1- I L4 J-N-[3- & —4-(nkhg —2- £/

AL ) ZRIE ] Ik —4- R A0 BTIA

[2152] K FEE (1. 46ml, 14 3mmol) MIAZE] 4-({65-[(1R) —2- & & -1- FE AR ] %

Wbk —4— 35 ) SO ) —2- SRRy (AnsEHER) 4. 4, RIEFEHE H) 4 B IR IBEESR TR, 4. b,

13. 08mmo1) 7E DMF (50m1) H (1) %5 ¥ H 5 IR G V) Bt 20 20 Bho ) 26 7P i N ok R

(7.23g,52. 32mmol) « Eh & ¢z % K& (2. 57g, 15. T0mmol) 1 1,4,7,10, 13, 16— /NI \
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fi (18- -6/ M E ) X NIRGW I 16 /N Rz R NIR-S YRR, 45k
RPAEIK (250m1) AT HFE IR DTTE HR I BIAARE o B AR T 1M HCL (150m1)
I S SR (3x50m1) XS T YEV o H4 /KAH FH 2MNaOH B JF5 T 45 B 0T v 6 H
MR E] 5-[ (1R) —2- &I —1- FFE L8 FE 1-N-[3- & —~4- (ke —2- FE 4L ) 2K5E T
AIEK —4- i (5. 69g,100% ) ;

[2153] NMR O % (DMSO-d6) 1. 39 (d, 3H) , 2. 88-3. 05 (m, 2H) , 4. 74—4. 86 (m, 1H) , 5. 28 (s,
2H) , 7. 14-7. 25 (m, 2H) , 7. 30 (d, 1H) , 7. 33-7. 40 (m, 1H) , 7. 57 (d, 1H) , 7. 65 (dd, LH) ,
7.70 (dt, 1H) , 7. 87 (dt, 1H) , 8. 20 (d, 1H) , 8. 49 (s, 1H) , 8. 56—8. 61 (m, 1H).

[2154]  sEjEfs] 66

[2155]  (2S)-N-{(R)—2-[(4—{[3- & —4- (b me 2- & F A &) KE ] A 5} i m
Wk —5- 2% ) SEIE ] NIE 1 -2,4- TR B

[2156]

[2157]1  H5-[ (1R)—2—- 2 2E —1- FRE LA AL 1 -N-[3- S —4- (nbhe —2- FE AL ) 2R3 ]
Meitk —4— Jiz (G siEptifg) 65, AL ARk iR IEFESRAF T ) A (S) - (D) —a - FRFE -y - T
PR AR S 63 TR TR I ERAE, BL 78 % ICERAR B T AR S

[2158] NMR St
it (DMSO-d6) 1. 31-1. 47 (m, 4H) , 1. 64-1. 77 (m, 1H) , 3. 33-3. 50 (m, 3H) , 3. 71-3. 84 (m, 1H) ,
3.90-4. 00 (m, 1H) , 4. 32 (t, 1H) , 4. 87-4. 98 (m, 1H) , 5. 29 (s, 2H) , 5. 48 (d, 1H) , 7. 18-7. 27 (m,
2H) , 7. 28-7. 40 (m, 2H) , 7. 54-7. 64 (m, 2H) , 7. 87 (dt, 1H) , 8. 10-8. 21 (m, 2H) , 8. 47 (s, 1H) ,
8.59(d, 1H),9. 95 (s, 1H) ;JHi% MH 537.9.

[2150] St 67

[2160]  (2R)-N-{(2S)—2-[(4-{[3- & —4- (b we —2- K& P 4 2% ) 2K 5 ]
Wk —5— 2% ) AL ] NEE 2,4 TR T L%

[2161]

i)
i

) o e

e

o’\ig“‘\/i N’@cl "
[2162] ] 5-[1S)—2—- &% —1- I L5 1-N-[3- A —4-(nbrg —2- R ) #K5KE ]
W W bk —4— Jie (201 SE ) 36, A& Uh A REIK il & T BT IR B AESRAS ) B R -(H-a -7
-y - TWERE R LR 63 T TR ERAE, UL 62% MR 2I T Frditb 54 ;
[2163] NMR ¢
i (DMSO-d6) 1. 31-1. 47 (m, 4H) , 1. 64-1. 77 (m, 1H) , 3. 33-3. 50 (m, 3H) , 3. 71-3. 84 (m, 1H) ,
3. 90-4. 00 (m, 1H) , 4. 32 (t, 1H) , 4. 87-4. 98 (m, 1H) , 5. 29 (s, 2H) , 5. 48 (d, 1H) , 7. 18-7. 27 (m,
2H) , 7. 28-7. 40 (m, 2H) , 7. 54-7. 64 (m, 2H) , 7. 87 (dt, 1H) , 8. 10-8. 21 (m, 2H) , 8. 47 (s, 1H) ,
8.59(d, 1H),9. 95 (s, 1H) ;JEi% MH 537.9.
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[2164]  SLJEfH] 68

[2165]  (2S)-N-{(2S)-2-[(4-{[3- S —4- (b mg —2— F& P40 3L ) AL ] 2 56 |
Wk —5— 2L ) UL ] NI 12,4 ORI T BLZ

[2166]

i)

0 )

N\/Efilf§ al
[2167] I 5-[(1S)-2- & & —1- 1 3& L4 FE 1-N=-[3- & —4- (b —2- 5 A4 38 ) K
55 MMk —4- fi (AnsEEE) 36, A AR & R TR IBAE AT ) R (S) - () -a - &
-y - THWBRESSLHER 63 TR, LL 60 % FIBCRAS B T A8 8k &4
[2168] NMR Sl
B (DMSO-d6) 1. 39 (d, 3H) , 1. 43-1. 57 (m, 3H) , 1. 71-1. 86 (m, 1H) , 3. 33-3. 53 (m, 3H) ,
3.65-3. 79 (m, 1H) , 3. 88-4. 00 (m, 1H) , 4. 36 (t, 1H) , 4. 85—4. 96 (m, 1H) , 5. 29 (s, 2H) , 5. 45 (d,
1H) , 7. 24 (d, 2H) , 7. 28-7. 41 (m, 2H) , 7. 59 (t, 2H) , 7. 71 (t, 1H) , 7. 87 (t, 1H) , 8. 10-8. 21 (m,
2H) , 8. 48 (s, 1H) ,8. 59 (d, 1H) ,9. 99 (s, 1H) ;Jfik MH 537.9.
[2169] St 69
[2170]  (2S)-N-{(IR)—2-[(4-{[3- & —4-(mE wg —2- & A ) RE T A&} ¥ m
Wbk —5- 2% ) AL 1-1- FE K 1 -2,4- A T I

[2171]
-
NJ:::I:G

é
[2172]1  F 5-{[ (2R) —2- S ZENZE ] 42 | -N-[3- G0 —4— (nibme —2- ZEFAE ) 2R ] e
Wbk —4— i Cansijtafa 2. 4, BB P BT IR IEFE AT ) F1 () - () —a - FRIE -y - T
PN IR L 52 STt g) 63 TP TR IR A, LA 79 % ICERAS B T AR AL S
[2173] NMR i
(DMSO-d6400MHz) 1. 24 (d, 3H) , 1. 30-1. 41 (m, 1H) , 1. 63—1. 74 (m, 1H) , 3. 32-3. 46 (m, 2H) ,
3.91-3. 98 (m, 1H) , 4. 24 (dd, 1H) , 4. 31 (t, 1H) , 4. 38 (t, 1H) , 4. 47-4. 57 (m, 1H) , 5. 30 (s,
2H) , 5. 43(d, 1H), 7. 16 (d, 1), 7. 23(d, 1H) , 7. 31-7. 41 (m, 2H) , 7. 56 (dd, 11) , 7. 60 (d, 1H),
7. 73 (t, 1), 7. 89 (dt, 1H) , 7. 95 (d, 1H) , 8. 06 (d, 1H) , 8. 48 (s, 1H) , 8. 61 (d, LH) 9. 79 (s, 1H) ;
JEiE MH'538. 0.
[2174]1  SEjEfH] 70
[2175]  R)-N-{(IR)—2-[(4-{[3- S —4- (b me —2- & P4 ) K 1 A i mp
bk —5- 2% ) AL 1-1- FE K 1 -2,4- R T B
[2176]
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0/\% "\l/\ N\/@CI N
J

[21771 5 {[ (2R) —2- 2SN ] 4800 1 -N-[3- 5 —4- (EmE —2- FE AL ) 2R3E ] g
Wbk —4— i Cansijafan 2. 4, UM B T BT IR IEFE A Fl (R - () —a - FFIFE -y - T
PN I8 52 St g) 63 TP T IR IR A, LA 7T %6 IBCRAS B T AR AL S

[2178] NMR i (DMS0-d6) 1. 22 (d, 3H) ,
1.46-1.60 (m, 1H), 1. 72—1. 86 (m, LH) , 3. 38-3. 51 (m, 2H) , 3. 83-3. 93 (m, 1H) , 4. 20—4. 40 (m,
3H) , 4. 42-4. 55 (m, 1H) , 5. 29 (s, 2H) , 5. 39 (d, 1H) , 7. 14 (d, 1H) , 7. 21 (d, 1H) , 7. 30-7. 40 (m,
2H) ,7.47-7.55 (m, 1H) , 7. 58 (d, 1H) , 7. 72 (t, 1H) , 7. 87 (t, 1H) , 7. 97 (d, 1H) , 8. 01 (s, 1H) ,
8.46 (s, 1H),8.59(d, 1H),9. 74 (s, IH) ;JEilk MH'538. 0.

[2179]  SZjfs) 71

[2180]  (2R)-N-{2-[(4-{[3- sl —4-(1,3—- W M —4- L P4 L) R & ] A &} e
Wk —5- 2% ) EIE ] O 12,4 TR %

[2181]

N\/\ /©: \/EN>

TR

[2182]  FH 5-(2- 2 2k & 402k ) -N-[3- @ —4- (1,3 W& M —4— Jk A 400k ) 2R 28 ] nds e
Wk —4- fl (R)—(+) —a - F25E — v — T WRREE & SElfe) 63 h Frd (1354, BL 69 % 15
BT hREAL S 5
[2183] NMR ;i
(DMSO-d6400MHz) 1. 44-1. 55 (m, 1H) , 1. 73-1. 85 (m, LH) , 3. 41-3. 52 (m, 2H) , 3. 65-3. 77 (m,
2H) , 3. 93-4. 02 (m, 1H) , 4. 31-4. 48 (m, 3H) , 5. 38 (s, 2H) , 5. 50 (d, 1H) , 7. 17 (d, 1H) , 7. 33 (¢,
oH), (7.60(dd, 1H),7.74(t, 1H),7.83 (s, 1H),8.02(s, 1H),8.20 (t,1H),8. 48 (s, 1H) ,
9.17 (s, 1H) ,9. 85 (s, 1H) ;JEiE MH'529. 9.
[2184]  FHERCGAM B 5-(2- BIAELHEE ) -N-[3- &l —4- (1, 3- WEM: —4- FLFFKE ) K
HE ] WERIER —4- IR A R BT
[2185] A 2- &l —4-[ (5 MMk —4- 35 ) &2 ] KWy (ansciifs) 4. 5, BUEM R H %
W AITIR AL SRR ) A RGBS 3 GRRIGM B4 ) BITid (34, BL 84 % e
BT 4-{[6-(2- AR ) bk —4- & ] 2 | -2- GURM) .
[2186]

NVR S
i (DMSO-d6) 3. 12 (t,2H) , 4. 27 (t, 2H) ,6. 96 (d, 1H) , 7. 11 (d, 1H) , 7. 31 (d, 1H) , 7. 53 (dd,
1H),8.08(d, 1H),8. 47 (s, 1H) ;J5til MH331. 0.
[2187]  FH 4-{[5- (2- & EE LAEE ) W mpibk —4- 28 ] &3 | —2- SR 4- (U2 ) -1,
3— e Eh I #h AT S 65 (RS AR A RL I A ) Bk I ERAE, BL 91 % i R 1g B T
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5-(2- AAE LI ) -N-[3- & —4- (1, 3- WEmg —4- FEFGIE ) 2008 ] Mk —4- fi%

[2188] NMR S
i (DMSO-d6400MHz) 3. 02-3. 19 (bs, 2H) , 4. 22-4. 36 (m, 2H) , 5. 33 (s, 2H) , 7. 14 (d, LH) ,
7. 27-7. 40 (m, 2H) , 7. 67-7. 86 (m, 3H) , 8. 23 (s, 1H) , 8. 52 (s, 1H) ,9. 15 (s, 1H) (3 4> 7] # #&
() 5 RS MH'427. 9.

[2189]  sEjifs] 72

[2190]  (2S)-N-{2-[(4-{[3- & —4-(1,3-ME M —4-JL A L) KL T & &) e W
Wk -5 35 ) Ik ] 4FE ) -2, 4- R T L

[2191]

[2192] F5-(2- AL L E I ) N-[3- & —4-(1,3-ME Mk —4- 5 P43 ) 3L ] sk
Wk —4— fi Clnsicitids) 71, BAAMRHR A th TR ASFE A ) 0 () - —a-FRE -y - T
PN S A S 63 Th TR I ERAE , LL 66 %6 ISR AT B T AR UL G4

[2193] NMR JG i
(DMSO-d6400MHz) 1. 44-1. 55 (m, 1H) » 1. 73-1. 85 (m, 1H) , 3. 41-3. 52 (m, 2H) , 3. 65-3. 77 (m,
2H) , 3. 93-4. 02 (m, 1H) , 4. 31-4. 48 (m, 3H) , 5. 38 (s, 2H) , 5. 50 (d, 1H) , 7. 17 (d, 1H) , 7. 33 (t,
2H), (7.60(dd,1H),7.74(t,1H),7.83 (s, 1H),8.02(s,1H),8.20(t,1H),8.48(s, LH),
9.17(s, 1H),9. 85 (s, 1H) ;)i MH'529. 9.

[2194]  SEjifs) 73

[2195]  (2R)-N-{(1R)—2-[ (4—{[3- & —4-(1,3—- mEme —4- FL P4 ) 283 ] 3L ) nEmp
Wk —5- 2 ) EIE 1-1- AR LEE 1 -2,4- R T Wi

[2196]

O
om/gr’“\(\ N/©:Cl

NN

v

[2197]  F 5-{[ (2R) —2- S LI ] S0k | -N-[3— & —4- (1, 3— WMk —4- FLP4IE ) 3 ]

Wbk —4— e il (R)— () —a — 25 — v — T WIREE 2 SLlfs) 63 1 rd (R34, L 73 % 1k

FAFEN T bR &)

[2198]

NMR % i (DMSO-d6) 1. 22(d, 3H) , 1. 46-1. 61 (m, 1H) , 1. 72-1. 87 (m, 1H) , 3. 40-3. 54 (m, 2H) ,

3.84-3.97 (m, 1H) , 4. 19-4. 41 (m, 3H) , 4. 42-4. 58 (m, 1H) , 5. 35 (s, 2H) , 5. 40 (d, 1H) , 7. 14 (d,

1H),7. 25-7. 38 (m, 2H) , 7. 53 (dd, 1H) , 7. 72 (t, 1H) , 7. 80 (d, 1H) , 7. 92-8. 05 (m, 2H) , 8. 47 (s,

1H),9. 14(d, 1H),9. 75 (s, 1H) ;J5iilf MH'543. 9.

[2190]  FHPERELEMBHE) 5-{[ (2R) —2— ZZE N2 1 40HE | -N-[3— & —4- (1, 3— mEmk —4- ik
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AL ) ZR3E ] Wbk —4— JE iR i) 46 0 R gk

[2200] il 2- G —4-[ (65— Gl Menb —4— 2k ) 22k ] 25y (nscilifsl 4. 5, &L anbh Rk il %
HRTIRARFEZRAT () AT (2R) —2- B HE N —1- Be EE R S 3 CEAGMBHIHl 2% ) Pk 3
1, LL100 % IS 2 T 4-[ (5-{[ (2R) —2- R AL A KL | S0 | ne bk —4— 2L ) (% 1-2- %
AW s

[2201]

NMR
e 1% (DMSO-d6) 1. 16 (d, 3H) , 3. 29-3. 44 (m, 1H) , 3. 98 (dd, 1H) , 4. 22 (dd, 1H) , 6. 96 (d, 1H) ,
7.09(d, 1H), 7. 30 (d, 1H) , 7. 58 (dd, 1H) , 7. 69 (t, 1H) , 8. 10 (d, 1H) , 8. 47 (s, 1H) (4 4~ 7] %% #
) s JHLE MH'344. 9.

[2202]  F 4-[(5—{[(2R) —2— & FENZE ] A28 | e sk —4- 25 ) 228 ] -2- UM R 4- (R
RO ) -1, 3— WE Mk Eh R 31 75 55 St 9] 65 ( AR 2R M B il 4% ) BTl i1, L 65 % IR 15
2T 5-{LCR) —2- I I ] S5 1 -N-[3- & —4- (1, 3- Emp —4- FLPAIE ) 0% ] Mg
Wk —4- % ;

[2203]

NMR % i (DMSO—d6) 1. 17 (d, 3H) , 3. 33-3. 45 (m, 1H) , 4. 00 (dd, 1H)) , 4. 24 (dd, 1H) , 5. 32 (s,
2H) ,7.11(d,1H),7.30(d, 1H),7. 33(d, LH) , 7. 67-7. 82 (m, 3H) , 8. 23 (d, 1H) , 8. 51 (s, 1H) ,
9.14(d, 1H) ;JEHE MH'441. 9.

[2204]  SEJsEfH) 74

[2205]  (2S)-N-{(IR)—2-[ (4—{[3— & —4—(1,3- MEm: —4- FL 4 3L ) 2R3 ] S0k | mEm
Wbk —5— 2% ) AL 1-1- RO 1 -2,4- A T B

[2206]

S

e, OO

o’“\’)\n’N\r’\o N cl

°© SN

@

[2207]  H 5-{[QR)—2- & LN 5 ] 45} -N-[3- & —4-(1,3- mE M —4- FL 4L ) oK
JE ] WEMRIER —4- i (CAnSEREE] 73, AR T BTIA IR DA ) A () - () —a - &
-y - TWEEE S SR 63 T TR IERAE, UL 58 % RT3 T brdlitb 54 ;
[2208] NMR
St i (DMSO-d6) 1. 23 (d, 3H) , 1. 27-1. 40 (m, 1H) , 1. 60—1. 62 (m, 1H) , 3. 33-3. 46 (m, 2H) ,
3.87-3. 97 (m, 1H) , 4. 19-4. 41 (m, 3H) , 4. 42-4. 58 (m, 1H) , 5. 35 (s, 2H) , 5. 40 (d, 1H) , 7. 14 (d,
1H) , 7. 25-7. 38 (m, 2H) , 7. 53 (dd, 1H) , 7. 72 (t, 1H) , 7. 80 (d, 1H) , 7. 92-8. 05 (m, 2H) , 8. 47 (s,
1H),9. 14(d, 1H),9. 75 (s, 1H) ;J5til MH'543. 9.
[2200]  SEjsEfs] 75
[2210]  N- A 3& -N-{2-[(4-{[3- 5 —4-(nbmg —2- & A 3L ) R ]
Wk —5- %5 ) ] L& OB
[2211]

B ) omE m

i)

H
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N3
X <X
éﬁ

[2212]  FH 2- CRUFPZE) mibme AT N-[2- ({4-[ (4- 3258 —3- FARRSE ) &(UJE ] s menbk —5- 2E )
) L ]-N- L O A S A 3 R TR R, DL 11 % OGRS B T AR AR
KX FRBLEY) 5

[2213] NMR
Y& % (DMSO-d6 373K) 1. 94 (s,3H), 2. 28 (s, 3H) , 3. 00 (s, 3H) , 3. 88 (t, 2H) , 4. 46 (m, 2H) ,
5.20(s,2H),7.01(d, 1H) ,7. 16 (d, 1H) , 7. 34 (m, 2H) , 7. 51 (m, 2H) , 7. 55 (d, 1H) , 7. 68 (t, 1H) ,
7.83(td, 1H),8. 41 (s, 1H) ,8.58(d, 1H) ,9. 63 (s, 1H) ;JEilk MH458.

[2214]  FHA/ERGEM B N-[2- ({4-[ (4~ FBHE -3~ FRZREE ) & FE ] Memenik —5- 2% | 4
) L ]-N- B CWERE A& W R T

[2215]  HHESERFN 2- 3L —4-({5-[2-( FEEEE ) CHE ] Mk —4- 2 ) =& ) X
(s afs) 3, s R 28 TR IEFESRAR Y ) R S 3 CGRIEGMEHHIS ) Pk
(R34, LA 100 % i 215 21 1 ks i A48 g N-[2- ({4-[ (4- 35 -3- FEEAE ) 2
5] WEMRIER -5- 3 ) AL ) & J-N- A Ol

[2216]  NMR J%: i (DMSO-d6) 1. 90 (s, 3H), 2. 16 (s, 3H) , 3. 02 (s, 3H) , 3. 85 (t, 2H) , 4. 45 (t,
2H) , 6. 82 (d, 1H) , 7. 18 (dd, IH) ,7. 25(d, 1H) , 7. 34 (m, 2H) , 7. 92 (t, 1H) , 8. 65 (s, 1H) ,
9.45(s, 1H) , 10. 52 (s, 1H) ;JHi# MH'367.

[2217]  sEjfs) 76

[2218]  N- FZE -N-{2-[ (4-{[3- A& —4- (1, 3 MEM: —4- JL 4L ) 2K5E ]
Wk -5- 2% ) A ] LE ) OB

[2219]

A |

)

e

YO
AN N/©:
N

&

[2220] ] 4-CR ) -1, 3- BEMAIN-[2- ({4-[(4- o 58 3- IR R ) &8 ] e

Wk -5 2% } S IE ) Lk 1-N- P AW (ansEEd) 75, AR & A TR DA AR

(1)) BRG] 3 th TR ERAE, LA 5% A3 2 1 K B A AR TE AR B &4

[2221] NMR J¢

i (DMS0-d6373K) 1. 94 (s, 3H) , 2. 24 (s, 3H) , 2. 99 (s, 3H) , 3. 87 (t, 2H) , 4. 46 (m, 2H) , 5. 25 (s,

2H) ,7.08(d, 1H),7.17(d, 1H),7.35(d, 1H) ,7. 47 (d, 1H), 7. 54 (dd, 1H), 7. 70 (m, 2H) ,

8.41 (s, 1H),9.07(d, 1H),9. 63 (s, LH) ;J5iil MH 464.

[2222]  sEjEfs) 77
[2223]  N- FIZE -N-(2—{[4-({3—- F 3L —4-[ (5- ISl —3- 3L ) A4 AL ] 2R3 )
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WEMRIR —5- Sk | L ) L3k) LW

[2224]
(o)
. KX
N
7
[2225]  FH 3-( G AL )-5- HIL BuEmfl N-[2-({4-[ (4- FRH -3- L EE) Ak 1%
PARIpR —5- 2 } SR IE ) 43 1-N- I AWkl (sl 75, B Rk 4 Hh BTl AR 3RS
1)) BEE S 3 H TR A, DL 14 % MIBCRE 2 T A 6B A2 s &4
[2226]
NMR O 3% (DMS0-d6373K) 1. 95 (s, 3H) , 2. 23 (s, 3H) , 2. 43 (s, 3H) , 3. 57 (s, 3H) , 3. 88 (t, 2H) ,
4. 47 (m, 2H) , 5. 15(s, 2H) , 6. 29 (s, 1H) , 7. 05 (d, 1H) , 7. 15(d, 1H) , 7. 34 (d, 1H) , 7. 48 (d, 1H) ,
7.54(dd, 1H) ,7.69 (t, 1H),8. 42 (s, 1H) ,9. 64 (s, [H) ;Jiii# MH 462.
[2227]  SCjifs) 78
[2228]  2- £ 3E -N- 3L -N-{2-[(4-{[3- AIJ& —4-(1,3—- WM —2- L ) KA 1 &
T} MEmbk —5- 2% ) AL ] OB Ol

[2229]
iLTéo o
A N/[:::I:\
N
7
[2230]  FH 2- (GUFPSE) -1, 3- WEMERT 2- B2k —N-[2- ({4-[ (4~ $2 3 -3- HIFEAREE ) &5t ]
Wb —5— 3% | 4E0E ) 43 1-N- FIE AWERE (WisziE sl 3, B asds Rkt il & o Brid A FE 3R
21 EESEE] 3 TR KERE, LA 38 % KBRS R) T A A A R bR LS
[2231] NMR
63 (DMSO-d6 373K) 2. 27 (s, 3H) , 2. 98 (s, 3H) , 3. 91 (t, 2H) , 4. 07 (s, 2H) , 4. 47 (¢, 2H),
5.44(s,2H),7.09(d, 1H),7. 16(d, 1H), 7. 34 (d, 1H) , 7. 54 (m, 2H) , 7. 67 (t, 1H) , 7. 70 (d, 1H) ,
7.83(d, 1H),8. 41 (s, 1H),9. 63 (s, 1H) /il MH 480.
[2232]  SEjfs)] 79
[2233]  2- BB 3L N-{2-[(4-{[3- A& ~4-(ntme 2- L AR 2L ) KA ] &I} e

Wk -5- 2k ) A ] L3k ) LB
\Q
N

—0
\J/E\f>‘\

§a

[2234]

?\fo o
=N
é@
N
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[2235]  HH 2- (UL ) mbmefil 2- 358 -N-[2- ({4-[ (4- 258 -3 AL ) a0k ] mem
Wk —5- 2k } AR ) K ] ZBHEE S Sz 3 th TR IERE, LL 27 % B R R T E o
I bR AL &) 5

[2236]  NMR J%; i (DMSO-d6) 2. 27 (s, 3H), 3. 71 (g, 2H) , 3. 77(d, 2H) , 4. 38 (t, 2H) , 5. 20 (s,
2H) , 5. 49 (t, 1H) ,6.98(d, 1H), 7. 14(d, 1H),7. 31(d, 1H), 7. 35(dd, 1H) , 7. 45 (d, 11) ,
7.56 (m, 2H) ,7. 68 (t,1H),7. 85(td, 1H) ,8. 17 (t,1H),8. 41 (s, 1H),8.57(d, 1H),9. 75 (s,
1H) ;)5 MH'460.

[2237]  HHAER G M R 2- 338 -N-[2-(4-[(4- B 2k -3- AR 2R 0L ) 2 558 ] s mge
Wk -5- 3% } AL ) 45 ] BRI TR BTIA

[2238]  FH S REHEAN A-[ (5 S Menbk —4- 2% ) S0 -2 FSERMY (anscify) 3, sttt
(R 24 R BT IR TIBAE RIS 1 ) S5 SIliAe] 3 (R UBM BRI HI 2% ) T 1R, DL 23 % fficRqs
BT RO AR 4- {5~ (2- 2 L5 IE ) MEmpiph —4- JE ] 24058 ) -2- IR ;
[2239]  NMR J%; i (DMSO-d6)2. 14 (s, 3H), 3. 09 (d, 21) , 3. 28 (s, 2H) , 4. 25 (t, 2H) , 6. 77 (d,
1H),7.08(d, 1H),7.28(d, 1H),7.46(dd, 1H),7.55(d, 1H), 7. 66 (t, 1H),8. 40 (s, LH),
10. 31 (s, 1H) ;JFiE MH'311.

[2240] HH COBEIRAN A-{[5-(2- B I LI ) Wik —4- 2% ] &2 | 2- FEAMER
SEHE] 3 (GRIEM B HI ) TR iERE, LU 58 % W A3 31 T i 4 (o i i 2 11 2-
5 -N-[2-(4-[(4- 320 -3- ELORAL ) &0 | memnbk —5- 2 } 482 ) &4 ] QB ;
[2241] NMR St it
(DMS0-d6) 2. 16 (s, 3H) , 3. 69 (g, 2H) » 3. 76 (d, 2H) , 4. 43 (¢, 2H) , 6. 82 (d, 1H) , 7. 30 (m, 4H) ,
7.90 (t, 1H) , 8. 20 (t, 1H) , 8. 66 (s, 1H) ,9. 42 (s, 1H) , 10. 55 (s, IH) ;JE1E MH 369.

[2242]  SZjfafs) 80

[2243]  2- F2 5L N-{2-[ (4-{[3- IS —4- (1,3 MEme —4- FL R4 ) R0E ] &0 | e
Wk -5- 2% ) A ] 4 LB

[2244]
L. e,
NN N/@
Y

&5

[2245]  H 4- (&P ) -1, 3- WEMEA 2- 3236 -N-[2-({4-[ (4- F2FE -3 FHREL ) &3 ]
Wbk —5- J% | S ) 43 ] AWERE (sl 79, AR 2 BTl A SRS 1)
RS 3 TR FIERAE, PL 21 % BOBCRAS R T o 6 [l A A bR 8L S

[2246]

i)

NMR 't
i (DMSO-d6) 2. 20 (s, 3H) , 3. 71 (q, 2H) , 3. 77 (d, 2H) , 4. 38 (t, 2H) , 5. 23 (s, 2H) , 5. 49 (t, 1H) ,
7.08(d,1H),7. 13(d, 1H),7. 32(d, 1H), 7. 44 (d, 1H) , 7. 57 (dd, 1H) , 7. 69 (t, 1H) , 7. 77 (d,
1H),8. 17 (t, 1H), 8. 42 (s, 1H) ,9. 14 (d, 1H) , 9. 77 (s, 1H) ;)51 MH 466.
[2247]  SEjifs) 81
183
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[2248]  N-{2-[ (4-{[3- G —4- (nLmg —2- FE L ) IRFE ] 36 | msmenbh —5- 3% ) 4836 -1,

1- —HR LI -2- I LWk
[2249]
“ ]
POl eas
N
1SSl
NN

ve

[2250] I 2- (AL ) mbmefil 2- 3856 -N-[2- ({4-[ (4~ JRIE -3 AL ) &t ] wemy:
Wk —5- 3 } L) -1, 1- IR LK ] ABREE R SRR 3 F TR IIERAE, DL 16 % [FICRAR
2T AEEAEX PR S

[2251]  NMR J% i (DMSO-d6) 1. 46 (s,6H) , 3. 72 (d, 2H) , 4. 42 (s, 2H) , 5. 27 (s, 2H) , 5. 34 (t,
1H),7.16(d, 1H),7.24(d, lH),7.37 (m, 2H) , 7. 50 (m, 2H) , 7. 58 (d, 1H) , 7. 73 (t, LH) ,
7.87 (td, 1H),8. 06 (d, 1H) ,8. 50 (s, 1H) , 8. 59 (d, 1H) , 9. 83 (s, IH) ;JHi# MH508.

[2252] HHAERGEM R 2- 3 -N-[2-(4-[(U-FB & -3- AR E) A& ] g wg
Wk —5- 3} HEE) -1, 1- ZHFRE LI ] LWL A H S R TR -

[2253] A 2- 2 0E —2- FROETN —1- WA 4-[ (5 Fmdemdenbk —4- 2% ) 228 J-2- AR my (4
SEHE 3, BAAM R % TR TR ISR AT ) R SRS 3 (R RHIHIE ) TR
P, UL 78 % e A5 3 T B B EATE A 4-{[6- (2- 22k -2 IR EE ) e mipk —4- 2 ]
Rk} -2 LI

[2254]  NMR % i (DMSO-d6) 1. 34 (s, 6H) ,4. 23 (s,2H),6.97 (d, 1H),7. 18(d, 1H), 7. 35 (d,
1H),7.52(dd, 1H) , 7. 73 (t, 1H) , 7. 96 (d, 1H) , 8. 46 (s, 1H) , 10. 50 (s, 1H) ;JFi% MH" 360
[2255]  FH L BERRAN 4-{[5-(2- & 3L —2- FAELTUAAE ) wEmenbk —4- 26 ] (38 | —2- AR
Py 555 St 3 (AR URM R ) BTl B3R BL 53 % IR AT B T 9 e [ A T X
2- 23 -N-[2- ({4-[(4- 2 5E -3 FELORIE ) 208 ] memembk —5- 2% } 4625) -1, 1- —HE L
L] OWEhE

[2256]

NMR Sl
& (DMS0-d6) 1. 47 (s,6H) , 3. 69 (d, 2H) , 4. 47 (s, 2H) , 7. 04 (d, 1H) , 7. 38 (m, 3H) , 7. 78 (d, 1H) ,
7.96 (t, 1H),8. 18 (t, 1H) ,8. 80 (s, 1H) , 10. 40 (s, 1H) , 10. 67 (s, 1H) ;B MH 417.
[2257]  sEjsifsl] 82
[2258]  2- &% N-{(2R)—2-[ (4-{[3- FIZ& —4-(ntme —2- FE A4 ) R ] &0k | e
Wk —5— 3% ) EEE ] NI} LB
[2259]
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v

>

YL o

[2260] A 2- (&AL ) nbme Al 2- 3258 -N-[ (2R) —2- ({4-[ (4- 25 -3- LRI ) (3 ]
Wbk —5- 2 | AR ) NS ] QW S S 3 iR KRR, DL 29 % RS R T A
AT bR AL S

[2261] NMR J% i (DMSO-d6) 1.40(d,3H),2.27 (s, 3H),3. 43(dt, 1), 3. 72 (dt, LH),
3.80(d, 2H) , 4. 94 (m, 1H) , 5. 20 (s, 2H) , 5. 46 (t, 1H) , 7. 00 (d, 1H) , 7. 21 (d, 1H) , 7. 30 (d, 1H) ,
7.34(dd, 1H), 7. 56 (m, 3H) , 7. 68 (t, 1H) , 7. 85 (td, 1H) , 8. 16 (t, 1H) , 8. 43 (s, 1H) , 8. 58 (d,
1H),9. 94 (s, 11) ;JFiE MH'474.

[2262]  FHPERCAP R 2- 3228 -N-[ 2R —2- ({4-[ (4- }82E -3- AL OREL ) &L ] emg
Wbk -5 2& | I ) NI ] SWEEEIH 2 ATid

[2263] A (R)-(-)-1- & FE - N —2- BEF 4-[ (5 Mtk —4- 5% ) &2 1-2- AR
(N sEfs) 3, ARAEA RLET & Ik ARSI ) B Sifs] 3 (At R il ) frid
(34 LA 65 % IR 2 T @ A ¥ 4- (5[ (IR) —2- 24 J8& —1- FJE L5 ] e
Wbk —4- 3% ) =L ) -2- AR

[2264]  NMR Ot if% (DMS0-d6) 1. 39(d, 3H), 2. 16 (s, 3H) , 2. 96 (m, 2H) , 3. 30 (s, 2H) , 4. 96 (m,
1H),6.77(d, 1H),7.14(d, 1H),7.25(d, 1H),7. 44 (dd, 1H) ,7.51(d, 1H), 7. 67 (t, 1H),
8.39 (s, 1H),9. 16 (s, LH), 10. 50 (s, LH) ;J5ii MH'325.

[2265]  JH ZFERRAN 4- ({5-[ (1R) —2—- B3k —1- FIIL 24500 ] msmeibk —4— 3k } 0% ) —2—
SRy T S 3 (R PIRHR S ) BT IR IERE, BL 59 % IS 3R A5 21 T IR M A ] A
R 2- I -N-[ 2R) —2- ({4-[ (4- }2k —3- FAEERIE ) 22k ] bk —5- 3% ) 28 ) W
3L ] W

[2266] NMR J% i (DMSO-d6)1.41(d,3H),2.17(s,3H),3.43(dt, 11),3. 75 (dt, LH),
3.78(s,2H),5. 01 (m, 1H) ,6.84(d, 1H),7. 30(d, 1H), 7. 32(dd, 1H) , 7. 39(d, 1H) , 7. 46 (d,
1H) , 7. 95 (t, 1H) , 8. 22 (t, 1H) , 8. 75 (s, 1H) , 9. 54 (d, 1H) , 10. 78 (s, 1H) ;JFilk MH 383.

[2267]  sEjfs] 83

[2268]  2- F23E -N-{(2R) —2-[ (4 {[3- A Z& —4-(1,3- MEMe —4- FLFR4R 0L ) R0 ] &4
WEMebk —5— 3% ) A ] NE ) OB

[2269]
(9]
k(o O
L X
0y
P
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[2270]  H 4- (&) -1, 3- BEMAN 2- F23E -N-[ (2R) —2— ({4-[ (4- F2%& -3- FEERE)
I ] ek —5— gk | AL ) TR ] SBkNZ (CansEiids) 82, EUA PR 5 T Bk AR AE SR
1310 ERE SR 3 Hh PTIAERAE, DL 13% BRI 3 T A A PRl 54
[2271]

NMR % i (DMSO-d6) 1. 39 (d, 3H), 2. 21 (s, 3H), 3. 42(dt, IH), 3. 71 (dt, 1H) , 3. 79 (d, 2H) ,
4. 95 (m, 1H) , 5. 24 (s, 2H) , 5. 48 (t, 1H), 7. 09 (d, 1H) , 7. 23 (d, 1H) , 7. 29(d, 1H) , 7. 54 (d, 1H) ,
7.62(dd, 1H),7.68(t,1H),7.77(d, 1H),8. 16 (t, LH) , 8. 44 (s, 1H),9. 14(d, 1H) ,9. 95 (s,
1H) ;JBi MH480.

[2272]  sEjifsl] 84

[2273]  N-((2R)—2-{[4-({4-[ (3- HF2E ) & 1-3- FERE | &) emenk —5- 3% ]

A A ) 2- RE LB
[2274]

' S
=N

&

[2275] ﬂ%1—(%iEﬁ§§)—3—§ﬁﬁ§ﬂﬂ2—¥é£§—N?[(ZR);Z—({4—[(4—¥é£§—3—F?E%EE§§) 2
B ] ROk —5- 3k ) AL ) TNEE ] ZEHE (st 82, EAARL A% h Bk AR AR SR
1319 ) RS 3 P IERAE, LA 25 % W15 3 1 v o (0 [ R bR U 54
[2276]

NVR
i (DMS0-d6) 1. 39 (d, 3H) , 2. 25 (s, 3H) , 3. 42 (dt, 1H) , 3. 72 (dt, 1H) , 3. 81 (d, 2H) , 4. 94 (m,
1H),5. 17 (s, 2H) , 5. 47 (t, 1H) ,6.99 (d, 1H) , 7. 16 (td, 1H) , 7. 22 (d, 1H) , 7. 30 (m, 3H) ,
7. 43 (m, 1H) , 7. 56 (d, 1H) , 7. 61 (dd, 1H) , 7. 68 (t, 1H) , 8. 16 (t, 1H), 8. 43 (s, 1H) ,9. 94 (s,
1H) ;5 MH491.

[2277]  sEjfs] 85

[2278]  2- 323 -N-{(2R)—2-[(4-{[3- FIZ& —4- (1,3 mEmg —2- FL AL ) KA ] & )
W IARIbR —5— 2% ) AR ] TNZE ) SBEhE

[2279]

0 o :::>
(LNCL Nﬂi

e

[2280]  HH 2- (&L ) -1, 3— MEMERT 2- 25 -N-[ (2R) —2— ({4-[ (4- #2 5 -3 FFLKHL)
L ] MEmebk —5- Jk ) L) NS ] SRR (WnsERE) 82, d s AR & Hh FriR AR 3R
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1309 ) RS 3 o FTIREERAE, L 31 % RS2 T ik i A T8 X bs L &4
[2281]

NMR ;i
(DMS0-d6) 1. 39 (d, 3H) , 2. 25 (s, 3H) , 3. 42 (dt, 1H) , 3. 73 (m, 1H) , 3. 79 (d, 2H) , 4. 94 (m, 1H) ,
5.44(s,2H),5. 47 (t, 1H),7.09(d, 1H),7.23(d, 1H),7.30(d, 1H),7.58(d, 1H) , 7. 63 (dd,
1H),7.69(t, 1H),7.77(d, 1H),7.84(d, 1H),8. 16 (t, 1H) , 8. 43 (s, 1H) ,9. 96 (s, 1H) ;__Ji_ i
MH'480.
[2282]  Sijiifs] 86
[2283]  N-{(2R)—2-[ (4-{[3— FI2& —4-(nkme —2—- R AL ) 2R3 ] &2 | e mdenpk —5- 2%)

I ] NEE ) Sl
7
L
N

[2284]

YO 0]

N\/I\ NO/\
NN
2

[2285]  H 2- (R ZE) mbme A N-[ (2R) —2- ({4-[(4- Fo 58 —3- IR R ) 258 ] e
Wk —5— &} IR ) NS ] ZWEIE S SR 3 b TR I ERE, UL 43% IWRE R T B
I brE &9 5
[2286] NMR ). i (DMS0-d6)1.41(d,3H),1.77(s,3H),2.27(s,3H),3. 41 (dt, 1H),
3.58(dt, 1H) ,4. 87 (m, 1H) , 5. 20 (s, 2H) , 7. 01 (d, 1H) , 7. 22(d, 1H) , 7. 29 (d, 1H) , 7. 35 (dd,
1H),7.55 (m, 2H) , 7. 58 (dd, 1H) , 7. 69 (t, 1H) , 7. 85 (td, LH) , 8. 23 (t, 1), 8. 45 (s, 1H) ,
8.58(d, 1H),9. 97 (s, 1H) ;JHiE MH458.
[2287]  FHAERIEM B N-[ (2R) —2- ({4-[ (4- F2 3k —3- FFLIREE ) &L ] mempmpk —5- 3% )
AL ) NE ] CBERZR I P -
[2288]  FHEEERFN 4- ({5-[ (1R) —2— &2k —1- PR LA ] memenpk —4- 2% } &3 ) 2- F &
My (Clnsgiate) 82, AREH A BHI il BT ISR SRS ) B S 3 (R PR i 45 )
PR IERAE, LL90 % i 23643 21 1 22 3 [l A4 B 2 N-[ (2R) —2— ({4-[ (4- F2 2k -3- R R
B 2k ] MEmk -5- 2k | ESE ) NS ] AW
[2289] NMR S (DMSO-d6) 1. 41 (d, 3H) , 1. 76 (s,
3H),2. 17 (s, 3H),3. 41 (dt, 1H), 3. 62 (dt, 1H), 4. 96 (m, 1H) ,6. 85(d, 1H), 7. 31 (d, LH),
7.36 (m, 2H),7.49(d, LH), 7. 96 (t, 1H),8. 24 (t, 1H),8. 77 (s, 1) ,9. 57 (s, 1H) , 10. 77 (s,
1H) ;5 MH'367.
[2290]  sEjsfs] 87
[2201]  N-{(2R)—2-[ (4—{[3— A 3k —4—(1,3- ME M —4- SE A L) 25 ] & 3 ) v e

Wk —5- %k ) AL ] NEE ) LB
[2292]

il
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T KO

[2293] A 4- (GUFFZE ) 1, 3— BEMERI N-[ (2R) —2- ({4-[ (4- 323k —3- LR ) 20t ]
Wbk —5- 2 ) 4HSE ) TNSE ] Wl (st 86, ‘s Rl il & TR FEFE AR ) &
525t 3 R BT BERAE, LA 20 % AT 2 T B A E A X RIS AL A

[2294]

NMR 3% 3% (DMSO-d6) 1. 41(d, 3H), 1. 78 (s, 3H) , 2. 23 (s, 3H) , 3. 41 (dt, 1H) , 3. 58 (dt, 1H) ,
4. 87 (m, 1H) , 5. 25 (s, 2H) , 7. 11(d, 1H) , 7. 21 (d, 1H) , 7. 29 (d, 1H) , 7. 53 (d, 1H) , 7. 63 (dd,
1H) ,7. 69 (t, 1H), 7. 76 (d, 1H) , 8. 23 (t, 1H) , 8. 44 (s, 1H) ,9. 14 (d, 1H) ,9. 96 (s, 1H) ;_ Ji 3
MH464.

[2295]  SEjsfsl] 88

[2296] N-((2R)—2-{[4-({4-[ (3- HF3& ) A 1-3- FHRE | &I ) mementk —5- 3% ]

AR AR OB
\/@F

[2297]
T, X
N\\//Lx‘ N

XN

7
[22908]  F 1-(GUFFZE) -3 HAHIN-[ (2R) —2— ({4-[ (4 4 -3 EZIL ) & FE ] msmp
Wk —5- 3% 1 3L ) NI ] Wi (ansziEfs] 86, ALIAM B HI 44 BRI RESRIE N ) EE
SEHE) 3 A BT AR, BL 46 % IBCRAS 2 T A B A2 X AR 8L &4
[2299]
NMR % 3 (DMSO-d6) 1. 41 (d, 3H) , 1. 77 (s, 3H) , 2. 26 (s, 3H) , 3. 41 (dt, 1H) , 3. 58 (dt, 1H) ,
4.86(m, 1H),5. 18(s, 2H) ,7. 01 (d, 1H) ,7. 16 (td, 1H) ,7. 22(d, 1H) , 7. 30 (m, 3H) , 7. 42 (m,
1H),7.54(d, 1H),7.62(dd, 1H) ,7. 68 (t, [H),8. 22 (t, 1H), 8. 43 (s, 1H) ,9. 95 (s, 1H) ;_J& i
MH' 475.
[2300]  SEjiEfs] 89
[2301] N-{(2R)-2-[(4-{[3- A &k —4-(1,3- Mg M —2- FL A L ) KL ] & 3 | e

Wk —5- %5 ) Ik ] WAL ) SBEL
[2302]

il
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[2303] A 2- (EUFFZE ) 1, 3— BEMERT N-[ (2R) —2- ({4-[ (4- J2 3k —3- LR ) 20t ]
Wbk —5- 2L ) AHSE ) TNSE ] SWEHE (st 86, E s Rl il & h TR FEFE AR ) &
St 3 R TR B ERAE, DL 25 % AT B T iR e [ A TR AR AL S
[2304]

NMR ;3
(DMSO—d6) 1. 41 (d, 3H) , 1. 77 (s, 3H) , 2. 25 (s, 3H) , 3. 42 (dt, 1H) , 3. 60 (dt, 1H) , 4. 88 (m, 1H) ,
5.45(s,2H),7. 11(d, 1H), 7. 22(d, 1H) , 7. 31 (d, 1H) , 7. 56 (d, 1H) , 7. 63 (dd, 1H) , 7. 68 (t,
1H),7. 76 (d, 1H) , 7. 83 (d, 1H) , 8. 23 (t, 1H) , 8. 43 (s, 1H) ,9. 97 (s, 1H) ;JELE MH464.
[2305]  SEjfE] 90
[2306]  2- & -N- L N-{(2R) —2-[ (4-{[3- A& —4-(nkmg —2- FEH&HEIE ) RE ] A&

B b MEMRb —5- 3L ) AR ] NI ) B
\/fj
|
N

[2307]
0
L\j‘;C) 0]
NS

N

A
[2308] A 2-(RUFFZE) ke Al 2- Fo2E -N-[ (2R) —2- ({4-[ (4- 524 -3 FAEREL ) &5 ]
W Welbk —5— 28 | AR ) TNZE 1-N- PRI QWM AR St s 3 Hh i KRR, DL 17 % RS
2 7w A AT bR AL S 5
[2309] NMR ¢ 3% (DMSO-d6373K) 1. 43(d, 3H) , 2. 29 (s, 3H) , 2. 97 (s, 3H) , 3. 58 (m, 1H) ,
4. 08 (m, 3H) ,5. 11 (m, 1H) , 5. 19 (s, 2H) , 7. 01 (d, 1H) , 7. 21 (d, 1H) , 7. 32 (m, 2H) , 7. 57 (m, 3H) ,
7.67(t,1H),8.83(td, 1H),8. 41 (s, 1H) ,8. 57(d, 1H) ,9. 81 (s, H) ;Jfii MH488.
[2310]  FAEEZAEMEIE 2- 3238 N-[ (2R) —2—- ({4-[ (4- J& 5 -3- FAEREL ) (& ] e
Wk —5- FE | I ) TNEE J-N- FISE R v il 48 R Frids -
[2311]  H QR -1-[fmAZE (FE) 2 1 N —2- B CWnsiEd) 2. 3, B MR & &
PR IRFESRAT I ) AT 4-[ (5— JRmEmpipk —4- 3% ) 208 12— AWy (anseitifs 3, &ahtt
B 25 A Frad A SRS 0 ) R St 3 GG R Hl#8 ) BTk ifHedE, LL 86 % il %
33 TR EHRYIE W 4-[G-{AR 2-[ HmAZE (PR 25 1-1- PRECHERE |
W —4- 2% ) &Ik 1-2- AN
[2312] NMR Y13 (DMSO-d6) 1. 43 (d, 3H) , 2. 15(s, 3H) , 2. 18 (s, 3H) , 2. 54 (dd, 1H) ,
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2.88(dd, 1H), 3. 00 (m, 2H) , 4. 92 (m, 1H) , 5. 01 (d, 1H) , 5. 11 (d, 1H) , 5. 62 (m, 1H) , 6. 77 (d,
1H),7. 16 (d, 1H) , 7. 26 (d, 1H) , 7. 35 (s, 1H) , 7. 38 (d, 1H) , 7. 66 (t, 1H) , 8. 37 (s, 1H) ,9. 17 (s,
1H) , 10. 16 (s, 1H) ;JEi# MH™379.

[2313]  FAEMNR= (Z2REEWE) 8 (D F4-[G-{UR 2-[ FHNHE (&) & 1-1- F
B CAEIE ) MEMEb —4- Jk ) 20k 12— WK EE R S 2. 3 CESEEM BRI ) BTk
UE, DL 56 % ORI T 2- 3L —4-((5-[ (IR ~1- FI%E —2- ( 3R EL ) L83 ] mem:
Wk —4- 2 b 2=IE ) - Kl

[2314] NMR St (DMSO-d6) 1. 41 (d, 3H) , 2. 15 (s, 3H) ,
2.33(s,3H),2.87 (m, 2H) , 4. 85 (m, 1H) ,6. 77 (d, 1H) , 7. 14 (d, 1H) , 7. 25 (d, 1H) , 7. 43 (s, 1H),
7.46(d, 1H), 7. 64 (t, 1H) , 8. 38 (s, 1H) ,9. 14 (s, 1H) , 10. 35 (s, 1H) ;JFik MH 339.

[2315] H LB 2- F & A4-(6-[(R-1-FHE 2-(FERE) cHE ] ¥m
Wk —4- 2} &) R R S 3 (R BRI ) TR R ERAE, DL 81 % IR 1G 2 T
FEEEATE A 2- 322 -N-[(2R) —2- ({4-[ (4~ 2 2E -3 A RIL ) &L ] memkmk —5- & )
IR ) NI J-N- P LR

[2316]  NMR Jf: i (DMSO-d6) 1. 38(d, 3H), 2. 15(s, 3H) , 2. 96 (s, 3H) , 3. 35 (dd, 1H) , 4. 02 (s,
2H) , 4. 21 (m, 2H) , 5. 18 (m, 1H) , 6. 83 (d, 1H) , 7. 27 (m, 1H) , 7. 38 (s, 1H) , 7. 46 (d, 1H) , 7. 92 (¢,
1H) , 8. 70 (s, 1H) , 9. 52 (s, 1H) , 10. 68 (s, 1H) ; Fil MH'397.

[2317]  SEjfe) 91

[2318]  2- F&dk -N- L -N-{ (2R) —2-[ (4—{[3- A& —4- (1, 3— WEm —4- FL A4 AL ) R ]
AL | MMtk —5- 5L ) AR ] TNEE | Ol

[2319]
8
?Yo oM
/N\/L N/<I
SN

>
[2320]  F 4-(SUF2E ) -1, 3- WEMERT 2- F23E N-[ (2R) —2- ({4-[ (4- o2& -3- FERE)
L ] Mtk —5- 2L | L) AR 1-N- FIE AWERE (ansgiifg) 90, AL as A Rk il & b prid
IREIRATH ) B SLHEG) 3 FPATIRRIERLE, LL 41 % RBCRIE R T A @ EATE R bk i &
v
[2321]
NMR ) % (DMSO-d6373K) 1. 43 (d, 3H) , 2. 24 (s, 3H) , 2. 97 (s, 3H) , 3. 57 (m, 1H) , 4. 07 (m, 3H) ,
5.13(m, 1H) ,5. 25(s, 2H) , 7. 09 (d, 1H) , 7. 11 (d, 1H) , 7. 34 (d, 1H) , 7. 57 (m, 2H) , 7. 69 (m, 2H) ,
8.42 (s, 1H),9.07(d, 1H),9. 82 (s, 1H) ;JEi# MH" 494.
[2322]  SEjfs] 92
[2323]  2- 23 -N- 3L -N-((2R) —2— {[4-({3- & -4-[ (5- A mIEM: -3- 3 ) FI%
] AL k) mEmmk -5- 25 ] R T IR ) Wi
[2324]
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(0] N—O
S @(Vw\
NN

&

[2325]  FH 3- (G FHE ) -5- L FIEMR 2- 5L -N-[ (2R) -2- ({4-[ (4- }RFE -3 LIS
55 Ik ] WEmbk —5- 2 ) SR ) TAEE 1-N- IR AWEE (NSRRI 90, AR UHA R
PR IEFESRAT 1)) B Sfe) 3 v BT ik 4R, LA 7% =49 31 1 B i 4% X b /AL
EW

[2326] NMR Jf; i (DMSO-d6 373K)1.44(d,3H),2.22(s,3H),2. 42 (s, 3H) ,2. 98 (s, 3H),
3.58(m, 1H) ,4. 17 (m, 3H) , 5. 11 (m, 1H) , 5. 15 (s, 2H) , 6. 29 (s, 1H) , 7. 07 (d, 1H) , 7. 11 (d, 1H),
7.33(d, 1H), 7. 57 (m, 2H) , 7. 69 (t, 1H) , 8. 44 (s, 1H) , 9. 83 (s, 1H) ;JEiE MH492.

[2327]  sEjfs)] 93

[2328]  N- L -N-{(1R)—1- FIZ& —2-[ (4-{[3- A& —4-(ntmg —2- AR ) RE ] R
S MR -5- 3 ) A ] ) CBkiE

[2329]
., O
T3y

=N

=
[2330] H 2- (A ZE) mbme A N-[L (AR —2- ({4-[(4- Fo 2 -3- AR R ) & & ] e
Wk =5 F& | 4IE ) —1- AL L5 T-N- FIE AWEHE B R S fs) 3 A ik (144, L 43 % 19
FAFRN T KSR TE bR AL &4
[2331] NMR S i (DMSO-d6373K) 1. 21(d,3H), 1. 85 (s, 3H),2. 27 (s, 3H) , 2. 84 (s, 3H) ,
4. 34 (m, 1H) , 4. 40 (t, 1H) , 5. 07 (m, 1H) , 5. 20 (s, 2H) , 7. 01 (d, 1H) , 7. 17 (d, 1H) , 7. 33 (m, 2H) ,
7.42(d, 1H),7. 47 (dd, 1H) ,7. 55(d, 1H) , 7. 67 (t, LH) , 7. 82 (td, LH) , 8. 41 (s, 1H) , 8. 57 (d,
1H) ,9. 50 (s, 1H) ;JEif MH472.
[2332]  FHAERGEM B N-L(AR) —2- ({4-[ (4- F2 3% -3 EEREL ) 23k ] e mbk —5- 2% |
k) -1- B H ]-N- B CWe i il 4 B s
[2333] ] (2R)—2-( FZEZ L) N —1-FF (U1 Becker % A ., J. Chem. Soc. 1957, 858 Tk
HBHEIRTSI ) R0 A-[ (5 JRmE Mtk —4— 25 ) 23 1-2- ALKy (ansgjfs) 3, L ah At Bk i il
P TR A IRAT I ) B ST 3 CRRAAMEHRT 4% ) Pk IERAE, LL 80 % e =132 T
AT A 2- B2 -4-[ (- {[ 2R -2-( FIEZIL ) NI ] HAE | Hmpupk -4- &) &
2 N
[2334]  NMR J%;ii% (DMSO-d6) 1. 16 (d,3H), 2. 14 (s, 3H), 2. 34 (s, 3H) , 3. 04 (m, 1H) , 3. 24 (bs,
1H), 4. 08 (dd, 1H) , 4. 25 (dd, 1H) , 6. 76 (d, 1H) , 7. 06 (d, 1H) , 7. 26 (d, LH) , 7. 47 (d, 1H) ,
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7.53(dd, 1H), 7. 65 (t, 1H) , 8. 39 (s, 1H),9. 17 (s, 1H) , 10. 37 (s, 1H) ;JFii MH'339.
[2335]  [n] =& Jf& (4200 1) 12— AL —4-[ (5 {[ (2R) —2- ( L2 IE ) NIE ] 5058 ) e
Wk —4- FE ) &= ] Z5Wy (450mg) 7E DCM (5ml) HF RS I L& (1901 1) » HiZx
N HEFE 30 43480, SR 5 FACK AR K FE ] DOV (x2) X HHATAEEL . K5k RV AR T TN MeOH/
NH, A -4 FEAE S0 R B 30 0 8he AE LA R R A ML rh A K. FiziBEYH
DCM (x2) ], ik 8, AR5 B 0], TS 2 TR 4L ARk e X m N-[(1R) —2- ({4-[ (4- &
-3 FEEORAL ) &Gk ] ek —5- 2L ) AL ) -1- R L J-N- A Ol (365mg,
72% ) ;
[2336] NMR i3
(DMSO-d6373K) 1. 41 (d, 3H) , 1. 86 (s, 3H) , 2. 17 (s, 3H) , 2. 83 (s, 3H) , 4. 36 (m, 2H) , 5. 04 (m,
1H),6.77(d, 1H) , 7. 16 (d, 1H) , 7. 29 (m, 3H) , 7. 67 (t, LH) , 8. 38 (s, 1H) , 8. 78 (s, 1H) , 9. 43 (s,
1H) ;JBUif MH'381.
[2337]  SCjtEfe] 94
[2338]  N- F3E -N-{(1R)—1- A& —2-[ (4-{[3- A3 —4— (1, 3- mEmg —4- LA ) ok ]
AL ek 5 g ) AL ] OF T Sl

S

A
N

[2339]
AN N/@i

SN

=
[2340]  JH 4- (CEUFHE ) -1, 3— WEMEFI N-[ (1IR) —2— ({4—[ (4— #2 3k —3- FIEEREE ) S FE 1
Mebk —5— 2 } AL ) —1- FEE O J-N- I CBkRE (ansiiifs) 93, &b R 25 b ik
IREFRATI ) B S 3 P ATIA ERAE, BL 13 % IR RN T A 6 EATE R Fbs 8tk &
v
[2341]
NMR Y 3% (DMSO-d6373K) 1. 22 (d, 3H) , 1. 86 (s, 3H) , 2. 24 (s, 3H) , 2. 85 (s, 3H) , 4. 33 (m, 1H),
4. 42 (t, 1H),5. 09 (m, 1H) , 5. 25 (s, 2H) , 7. 09 (d, 1H) , 7. 18 (d, 1H) , 7. 34 (d, 1H) , 7. 39 (s, 1H) ,
7.50 (d, 1H) , 7. 70 (m, 2H) , 8. 41 (s, 1H) ,9. 08 (s, 1H) ,9. 51 (s, 1H) ;JEilk MH 478.
[2342]  SEjEfH] 95
[2343] N-{(IR)—2-[(4-{[3- sl —4-(1,3- W M —4- 5 P4 L) R & ] A &}
W —5- 2% ) Ik 1-1- AL 23 ) -2- Ak N- R 2k
[2344]
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Q

éﬁ

[2345]  F 4- (UL ) -1, 3— WEMEFI N-[ (1R) —2—- ({4-[ (3- S —4- FRIERI ) &2 ] e
Wbk —5— 2k | 4L ) —1- L 23 12— 20 —N- WL Z ke (tnscilifs) 54, a4
TR ISR ) R St 3 T PTIR I ERAE, L 64 % R4 2 T Bl A T8 X bR
MY
[2346] NMR Jf, i (DMSO-d6 373K) 1. 25(d, 3H),2. 83 (s, 3H),3. 98 (s, 2H) , 4. 34 (m, 1H) ,
4.47 (t, 1H) , 4. 98 (m, 1H) , 5. 34 (s, 2H) , 7. 19(d, 1H) , 7. 37(d, 2H) , 7. 51 (dd, 1H) , 7. 70 (t,
1H),7.74(d, 1H),7.93(d, 1H) , 8. 46 (s, 11) , 9. 08 (s, LH),9. 57 (s, 1) ;JFiil MH" 514.
[2347]  SEjfs] 96
[2348]  2- F23E N- AL -N-{(IR) —1- & —2-[ (4-{[3- A2 —4-(nkmg —2- HHFHEE)
RE T RIE ) ek 5- ) EHIEE ] 45 AWK
L
0 \N

[2349]
1(0
/NY\ N/©/\

=N

7
[2350]  AH 2- (&AL ) nbme Al 2- 3258 -N-[ (IR) —2- ({4~ [ (4- 25 —3- LI ) (3 ]
Wbk —5- 3 | 4ESE ) —1- AL L3 1-N- S S BkIG B 5 Sl e 3 R TR 4R AE, LA 15 %
IR BT A AT X RS 85
[2351] NMR % i (DMSO-d6 373K)1.25(d,3H),2. 28 (s, 3H), 2. 83 (s, 3H) ,3. 96 (s, 2H) ,
4. 35 (m, 1H) » 4. 46 (t, 1H) , 4. 97 (m, 1H) , 5. 19 (s, 2H) , 7. 01 (d, 1H) , 7. 18 (d, 2H) , 7. 33 (m, 2H) ,
7.44 (m, 1H) ,7. 56 (d, 1H) , 7. 68 (t, 1H), 7. 83 (td, 1H) , 8. 40 (s, 1H) , 8. 58 (d, 1H) , 9. 48 (s,
1H) ;JBUi% MH'488.
[2352]  fE MMM B 2- B2 -N-L (AR —2- ({4-[ (4- } & -3- A IRE ) &L ] em
Wk —5- 3} R ) —1- B ZHE T-N- PR3 Z WL A 4% o R AT -
[2353] HH COBEAEZE CBEAE A 2- AL —4-[(5-{[ QR 2-( FEZRE) WE ] A& | ¥
Mk —4- 55 ) A ] KWy (4 s 93, E UG A ORI E A& BT IR ISR SR AR 1) EE R SK
JE ) 94 (R UEMRLEI 4% ) FTiR BIERAE, UL 75 % IR 3 T G E K 2- &
2 N-LAR —2-({4-[ (- 325 -3- AR ) &2 ] vk —5- 5 ) HE)-1- FH &
5 ]-N- B O
[2354] NMR i3 (DMSO-d6 373K) 1. 25 (d, 3H), 2. 17 (s, 3H) , 2. 83 (s, 3H) ,
3.97 (s,2H) , 4. 33(dd, 1H) , 4. 45 (t, 1H) , 4. 95 (m, 1H) , 6. 77 (d, 1H) , 7. 17 (d, 1H) , 7. 30 (m,
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3H),7.67 (t,1H),8. 37 (s, 1H),8. 79 (s, 1H) , 9. 43 (s, 1H) ;JFil# MH'397.

[2355]  sEjfifsl] 97

[2356]  2- £k -N- 2L -N-{ (1R) —1— A& —2-[ (4—{[3- A J& —4- (1, 3— MMy —4- FL 45
F) ZRFE ] 2k ) mEmMpbk —5- 25 ) AL ] &) LB

[2357]
'S g

2

[2358]  HH 4- (&AL ) 1, 3- BEMERT 2- 3L -N-[ (1R) -2- ({4-[ (4~ }B4E -3- FHEERIL)
T ] MEmbk —5- 5 ) ) -1- LS J-N- R O E (s 96, L iE AR
P TR ISR I ) FE R St 3 TR TR R A, LL 29 % A 2 T AT B T IRIRTE )
PR A 5
[2359] NMR J% i (DMSO-d6 373K)1.26(d,3H),2. 24 (s, 3H),2. 83 (s, 3H) ,3. 97 (s, 2H),
4. 35 (m, 1H) , 4. 46 (t, LH) , 4. 95 (m, 1H) , 5. 24 (s, 2H) , 7. 08 (d, 1H) , 7. 18 (d, 2H) , 7. 35 (d,
1H), 7. 42 (s, 1H), 7. 46 (d, 1H) , 7. 70 (m, 1H) , 8. 41 (s, 1H) ,9. 07 (s, 1H) , 9. 50 (s, 1H) ;_JF_ il
MH494.
[2360]  SLjsfs] 98
[2361]  N-{(2R)—2-[ (4-{[3- G —4- (mbhg —2- FLFP4AE ) 288 ] 2058 | memdenk —5- 2% )
AL ] TNEE T -1 S -N- SRR e A B i
[2362]

=

| o) o} \N’
Y. L0

[2363]  FHFEJE —1-ER AT BRI N-[3— S —4- (Mg —2- FE 4L ) L ]-5-[(IR) -1-
52— (PREEE ) LS ] vemenbk —4- i (anSEitf 2. 3, BEEFEHR H25 b BTk 8
IRIBIK) B SEHEE) 1 PRI, LL 19% [l 258 3] T ik e AR B4k 54
[2364]

NMR i
(DMS0-d6) 0. 70 (s, 4H) , 1. 40 (d, 3H) , 3. 23 (s, 3H) , 3. 36 (m, 1H) , 4. 19 (m, LH) , 5. 15 (m, LH),
5.29 (s, 2H),6. 20 (s, 1H), 7. 24 (m, 2H) , 7. 35 (m, 2H) , 7. 58 (m, 2H) , 7. 71 (t, 1H) , 7. 87 (dt,
1H),8.09(d, 1H),8. 44 (s, 1H), 8. 58(d, 1H) ,9. 86 (s, 1H) ;JEilf MH 534.
[2365]  SEjifsi] 99
[2366]  (2S)-N-{(2R)—2-[ (4—{[3- S —4- (b wg —2— F& T 40 3L ) A JL ] 2 56 | s

)
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Uk —5- 2 ) S ] NIk | -2- FRdk N- FUEE B
=~
\/(j '
N
1

[2367]
X, L
e N\J\O N Cl
=N

P

N
[2368] I L-(+) - FLBR AT N-[3- & 4-(mtmg 2- HEFHE) X E ]-5-[ARD-1- F
52— (FREEE ) LS ] vemenbk —4- i (ansSEitf] 2. 3, AR H2E b TR IR
RIS ) BERESLEE] 1 TR EAE, DL 35% IR 2] T A A X AR 8L 54
[2369] NMR i (DMSO-d6
373K) 1. 07 (d, 3H), 1. 45(d, 3H) , 2. 98 (s, 3H) , 3. 22 (m, 1H) , 4. 19 (m, 1H) , 4. 43 (m, 1H) ,
5.15(m, LH),5. 27 (s, 2H) , 7. 22 (m, 2H) , 7. 35 (m, 2H) , 7. 59 (m, 2H) , 7. 69 (t, 1) , 7. 84 (dt,
1H), 8. 08(d, 1H),8. 47 (s, 1H) , 8. 58 (d, 1) ,9. 93 (s, 1H) ;JEilk MH 522.
[2370]  SEjifsl] 100
[2371]  N-{(2R)—2-[ (4—{[3- G —4- (nbhg —2- FLF4IE ) 858 ] 2008 | mEmdenpk —5- % )
ASE ] NS T -2- B N, 2- LA

[2372]
"
O o NS
j\f\/L /@v N
N N cl
~

N

7
[2373] ] 2- 32 - 5 — TERMIN-[3- &l —4- (ke —2- RAEE) & ]-5-[(R-1- F
J2- ( FREEIE ) CHSE ] wemenbk —4- i (st 2. 3, AR & Brd 1R
RIS ) EESIHER] 1 FTiRERAE, DL 28% KRR T At EAE R KFs a1 59
[2374] NMR
St % (DMSO-d6 373K) 1. 25(s,3H), 1. 27 (s, 3H) , 1. 43(d, 3H) , 3. 26 (s, 3H) , 3. 54 (m, 1H) ,
4.16(dd, 1H) , 5. 16 (m, 1H) , 5. 28 (s, 2H) , 7. 23 (m, 2H) , 7. 34 (m, 2H) , 7. 58 (m, 2H) , 7. 69 (¢,
1H) , 7. 83(dt, 1H),8. 07 (d, 1H) , 8. 46 (s, 1H) , 8. 58 (d, 1H) , 9. 88 (s, 1H) ;JEiE MH™ 536.
[2375]  sEjfs] 101
[2376]  (2R)-N-{(2R)—2-[(4-{[3- & —4-(mbme 2- & F A ) KE I A} i m
Ik —5— 2 ) GEIE ] NI | -2- R FE -N- LR
[2377]
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o} o) i |
%LLO LT

[2378]  H D-(-)— FL MR A1 N-[3- & —4-(ntmg 2- B F AR E) X E ]-5-[UR-1- F
-2 (FREEEE ) LS ] wemenbk —4- i (anSERtf 2. 3, SRR H2E b TR R
IRIFH ) ERSLHEG] 1 Frid s, BL 26 % MIReR15 3 T A G E AT PR 8 549
[2379] NMR 3 (DMSO-d6
373K) 1. 15(d, 3H) , 1. 44 (d, 3H), 2. 97 (s, 3H), 3. 16 (m, 1H) , 4. 05 (dd, 1H) , 4. 43 (m, 1H) ,
5.16 (m, 1H) ,5. 27 (s, 2H) , 7. 23 (m, 2H) , 7. 35 (m, 2H) , 7. 59 (m, 2H) , 7. 70 (t, 1H) , 7. 84 (dt,
1H),8.09(d, 1H),8. 47 (s, 1H) ,8. 59 (d, 1H) ,9. 90 (s, IH) ;JFEi%E MH" 522.

[2380]  SEjsfs) 102

[2381]  (2R)-N-{(2R)—2-[(4-{[3- & —4-(mbme 2- & F A &) KE ] A i m
Wk —5- 2 ) Sk ] NI | -2- A -N- LN i

[2382]
~ a
O, A
jﬁ o
~N O N ol

g

[2383] H (R -(+)-2- A 4 & W M MON-[3- & 4-(nk me 2- 2% F |/ &) K
5 1-5-L(R) ~1- FISE —2—- ( FZEZIE ) LS ) Wbk —4- &z (s ity 2. 3, s Rk
il FR BT IR ISR SRAT 1 ) S S | BTl (3R BL 44 % OGRS B T 4 b R
KX FRBLEY) 5

[2384]

NMR Y3 (DMSO-d6 373K) 1. 11(d, 3H) , 1. 37(d, 3H) , 2. 97 (s, 3H) , 3. 09 (s, 3H) , 3. 38 (m, 1H) ,
4. 17 (g, 1H) , 4. 26 (dd, 1H) , 5. 16 (m, 1H) , 5. 28 (s, 2H) , 7. 24 (m, 2H) , 7. 33 (d, 1H) , 7. 37 (dd,
1H),7.56(d, 1H),7.64(dd, 1H) ,7.69 (t, 1H),7. 86 (dt, 1H),8. 13(d, 1H),8. 44 (s, 1H) ,
8.59(d, 1H) ,9. 89 (s, 1H) ;JEiE MH 536.

[2385]  Sijifs)] 103

[2386]  2- FRdE —N- L -N-((2R) -2 {[4- ({3- FF3E —4-[ (6— FAEMEmE -3- 28 ) S ]
N N e S S RSP AN

[2387]
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[2388]  H] MM 5-[ (IR) —1- AL —2—- ( EEIE ) %0k 1-N-{3- M —4-[(6- &
MIEIE —3— 4 ) S8 ] AR5 ) MR —4- I R S | BT KR, LL 86 % IR 153 T
A

[2389]

NMR i
(CDC1,) 1. 55(d, 3H) , 2. 30 (s, 3H) , 2. 53 (s, 3H) , 2. 96 (s, 3H) , 3. 59 (dd, 1H) , 4. 16-4. 07 (m,
3H),5. 08 (m, 1H) , 6. 92(d, 1H) , 7. 02 (d, 1H) , 7. 09 (d, 1H) , 7. 14 (d, 1H) , 7. 50 (m, 2H) , 7. 65 (m,
2H), 8. 28 (s, 1H) , 8. 61 (s, 1H) ,9. 87 (s 1H) ;JEilk MH 488.
[2390] fE b & 46 M KB BI5-[AR-1- F & 2-(RF E & &) & A & I-N-{3-F
5 —4-[ (6 FEENLE -3- 55 ) S ] AR | weEmkmk —4- B HIS N TR
[2391]  TEARFF/EAK T 40 C 15 UL, ¥ S Ak 84 (25. 62,60 % £ T 30 o 14 43 B oK,
0. 64mol) 73 b A B 5- 25 -2- FHEMLE (70g,0. 64mol) 7E DMA (700m1) 1 15
TEMANEE WG BB G AR T 1 /iy i b 2242 0 A 672 1 DMA (100m1) H iy
2- 9 —5- AHZE K (91. 3g,0. 59mol) o HFIZIRAWAE 80°C FHiFE 3 /NI, AR FLAH1
FEEA TR R BRI R UAE LR LB FIK Z TR T A B o A HUZE AR 3 /K 32547
Ve, H MgS0, T . R R BRI, Bk R W) IR I (i v 1R AT 24k (BRI 30 %6 07
T A MBI LR L8 ), 13RI MPIR I R 2- 3 -5-(2- 3L —4- g 2458 ) ke
(141g,98% ) ;
[2392] NMR J& 3% (CDCL,) 52.43(s,3H),2.59(s,3H),6. 74(d, 1H), 7. 21 (d, 1H) , 7. 27 (d,
1H) ,8. 00 (d, 1H) ,8. 17 (s, 1H) , 8. 32 (s, 1H).
[2393] ¥ 2—- FIZE —5-(2- 2L —4- 2R R4 ) Tibwe (141g,0. 58mol) FT 10 % £ 4 Ik
(13g) fE LR L5 (200ml) FILEE (700ml) ARG AES TR (L2 B) FHEFES /b
N o 75N 5ER NG, ¥ RIRAE B LI R TE H . B ARETE, "B 6
[l AT A 3— FR2E —4-[ (6- FZEnkme -3- 3% ) 428 ] K% (120.6g,98% ) 5Jiik MH'215.
[2394] % 3- AL —4-[(6- FZEnbne -3- 258 ) 5828 1 KM% (6. 42g, 30mmol) FIAL+ Rkt
(7.55ml, 30mmo1) (1) AN FALE AR 4- & -5- ek (5g, 27. 5mmol ;41 PCT [H fx Ht
i W02001094341, AstraZeneca T FTRIBFEIRIFH) ) fELNE (100ml) T HEERE T . iz
TREWIAE 8OC N HiH: 2 /IF o TEAENG, BUTIE H CIEDE . X PhUTIELE DCM F1 5 % Bk
PR BN K S 2 TR AT 43 B 1 5L pH A 22 8. WA MLJE F Sh /K PEIs FF FH MeSO, T4 28K
FEF, 13 BNR AW BERE XK 5 5 -N-{3- FEE —4-[ (6 FFEukne -3- 3% ) &2 ] K
B} MEIEIbE —4- f% (9. 3g,94% ), HAFFE I S5
[2395] NMR J3# (CDCL,) 2. 30 (s, 3H) , 2. 54 (s,
3H) ,6.93(d, 1H) , 7. 15-7. 08 (m, 2H) , 7. 22 (m, 1H) , 7. 56 (d, 1H) , 7. 63 (s, 1H) , 7. 71 (m, 2H) ,
8. 27 (s, 1H),8.37(d, 1H), 8. 71 (s, 1H).
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[2396] % & 4L B (960mg,60 % £i7 T i o1 [ 4> 4K, 20mmo1) 43 #E 0 A 3 2K ¥4 1)
QR -1-[ MmN EE (L) 2058 1 N —2- % (3. 87g, 30mmol, 4sL it 2. 3, AL an bk} il 2%
TR IS FESRAS ) FH 65— i -N-{3— FIEE —4-[ (6— FIEEnLmE —3- 2% ) 408 ] L ) e
Wk —4- i (3. 6g, 10mmol) 7F THF (25m1) H IS o KX IR-GWIAE 65°CF I 24 /N,
TEVRH G, fEE N 2R R o IR -G FH DOM AR F AR B K AT Vel . AL
J2 I MgS0, 158 TEZAR R FRIEHG , B ik R Rk s iy b AT itk (PRI -2 22 4% R
B [¥) DOV YAV ) » 13 2 CE PR 200 5- {(R) —2-[ A3k (3L ) &3t 1-1- R4
J P -N-{3- FI3E —4-[ (6 FZEmEme —3- 2% ) 402E ] 2R5E | e mdenbk —4- fi (2. 4g,51% ) ;)i
i MH470,

[2397]  #5-{(IR)—2-[4&AZE () & 1-1- FELHEAE ) -N-{3- F -4-[(6-
IHmE —3— ) R ] ZRIE ) Mtk —4- i (2. 25g,4. 8mmol) FISAL= ( = FEEME) 5 (DD
(463mg, 0. 48m1) ELAE - 7K (17ml @ 3ml) FHEEWLERIR N 3 /Nt fEA 15, 78
B ARG HERR YRR LI T2 (PRI 2 &2 4% FFEERT DO ) »
330 5-[(IR) —1- A% —2- ( FREREE ) CHEE J-N-{3- FE —4-[(6- ke -3- &) 4
B ] ZRIL ) wEmgkbk —4- % (1. 70g,83% ) 3JitiE MH 430,

[2398]  SLjfs] 104

[2399]  N- A2 -N-((2R)—2-{[4- ({3- A& —4-[(6- A Enbme -3- 55 ) & ] KE T &
5 ) WEMER —5- 2 ] A ) TN ) SBkiE

[2400]
O o s
SN SN
/’N HN N
~N

e

[2401] ¥ £ BES (241 1,0.33mmol) % M0 2 5-[(IR)-1- F & 2-(F R HE) 4 A
F]-N-{3- I ZE —4-[ (6 FZEnkRE -3- &) 4028 ] 2R3 ) ek —4- i (129mg, 0. 30mmol, 41
S 103, B AR A& Th TR I FESRAF ) ) A DIPEA (105 1 1,0. 6mmol) 7E DCM (5m1)
PEREBET o KRR EWAE I TR 2 /NN IEH DOM Akt o K2 v AR R K e 5%
T MgS0, T4 o TE28 KIS IS, Wi R IR Lt db AT 2iAl (PR <2 21 4%
R ) DOV VA ) » 19 21 A VA TE bR 54) (84mg,60% )

[2402] NMR i
(CDC1,) 1. 55(d, 3H) , 2. 08 (s, 3H) , 2. 30 (s, 3H) , 2. 53 (s, 3H) , 3. 08 (s, 3H) , 3. 56 (dd, 1H) ,
3.93(dd, 1H),5. 09 (m, 1H) , 6. 92(d, 1H) , 7. 12 (m, 3H) , 7. 50 (m, 2H) , 7. 65 (m, 1H) , 7. 70 (s,
1H) ,8. 27 (s, 1H) ,8. 62 (s, 1H) ;JEiE :MH'472.

[2403]  SCJEfH) 105

[2404]  N', N°, N°~ = HJE -N'= ((2R) -2 {[4- ({3~ A&k —4-[(6— FZEnLmE —3- J& ) 47 ]
HRHE Y AL ) mEmtk -5- 5L ] S T NS ) HaE B

[2405]
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1, 0L
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[2406] HAAMRLBER (331 1,0. 42mmol) W MME| 5-L (1R —1- I —2-( FEZEE ) 45
S ]-N-{3- 3k —4-[ (6- FZEnLme -3- 2% ) 428 ] A58 | e mkimbk —4- % (172mg, 0. 40mmoll, 41
S 103, E AR TR IEFESRA3 ) )) FIDIPEA (139 1 1, 0. 8mmol) 7E DCM (2m1)
IR o B ZIR G A S T BERE 1/ o AR N THE (Bml) FF [l iZ % MR &
VP R SR 76 30 A Bh S, RS R AR BZIRE W DOV FRE, H K1
KBTS, TR MgS0, T4 TEZS KBEHIIG , ¥ ik R IR (it ik id- AT 2idl. (PEf
7 22 & 4% TN REEMEZR DO R ) » 733046 Al A8 X s L 54 (85mg,41% ) ;
[2407] NMR St (CDC1,) 1. 53 (d, 3H) ,
2.28(s,6H),2.30(s,3H),2.53(s,3H),3.15-3. 05 (m, 5H) , 3. 54 (dd, 1H) , 3. 95 (dd, 1H) ,
5.10 (m, 1H),6.91(d, 1H),7. 12 (m, 3H) , 7. 46 (d, 1H) , 7. 55 (d, 1H) , 7. 64 (m, 1H) , 7. 72 (s, 1H)
8. 27 (s, 1H) ,8.62 (s, 1H) ;JEik :MH'515.

[2408]  SLjifs) 106

[2409]  N- AL -N-((2R) —2— {[4- {3 FI2& —4-[(6— FFEEmLmE —3- 2 ) 438 ] A T &)
Wb —5— S ] 4R | TR ) —2- MEMS B —1- 2 L W%

[2410]

-
P SN QSN

o

[2411]  FHAEMeSE (4 458) OB = I IE S L5 105 ik ifERlE, UL o7 % Ml =192 1
PR A 5

[2412]  NMR i (CDC1,) 1. 53(d, 3H) , 1. 75 (m, 4H) , 2. 30 (s, 3H) , 2. 55 (m, 7TH) , 3. 13 (s, 3H) ,
3.27(d, 1H) , 3. 32(d, 1H) , 3. 57 (dd, 1H) , 3. 92 (dd, 1H) , 5. 11 (m, 1H) ,6. 91 (d, 1H) , 7. 12 (m,
3H),7.46(d, 1H) ,7. 54 (d, 1H) , 7. 64 (m, 1H) , 7. 72 (s, 1H) , 8. 27 (s, 1H) , 8. 62 (s, 1H) ;_JF_ii¥ -
MH'541.

[2413]  SCjEfe) 107

[2414]  N- FI3E -N-((2R) —2- {[4-({3—- FI3& —4-[(6- FImbrg -3- ) A& ] KK AR
F5 ) MEMERR —5- JE ] AR VAL ) —2- ek —4- R LW

[2415]
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®
G

[2416]  FIRGmk (4 23 ) AURF — FICE R SCHE B 105 BTk ((454F, LL 63 % e 2 T bk

B EY)

[2417]  NMR 3¢ i (CDC1,)1.53(d,3H), 2. 30 (s, 3H) , 2. 48 (m, 4H) , 2. 53 (s, 3H) , 3. 15 (m,
5H) , 3. 53 (dd, 1H) , 3. 65 (m, 4H) , 3. 97 (dd, 1H) , 5. 11 (m, 1H) , 6. 92(d, 1H) , 7. 14-7. 07 (m, 3H) ,
7.46(d, 1H),7.54(d, 1H),7. 63 (m, 1H) , 7. 72 (s, 1H) , 8. 27 (s, 1H) , 8. 62 (s, 1H) , 9. 93 (s, H) ;
R MH'557.

[2418]  SLZJitafs] 108
[2419]  N- FIZE -N=-((2R) —2—{[4-({3—- FF 3 —4-[ (6- FFLnkme —3- 38 ) AL ] K& ) &

BL) WEMEmR —5— Jk ] IR ) AEE ) —2-(4- WARIRIE —1- 2% ) Sl

[2420]
|
@
N
X RO
|
N

[2421]  HIN- LR (4 45 ) OB - HEEL L6 105 Frik s, L 68 % [l %
32 T Fr B ED

[24221  NMR 3% % (CDCL,) 1. 53 (d, 3H), 2. 25 (s, 3H) , 2. 30 (s, 3H) , 2. 5-2. 2 (m, 8H) , 2. 53 (s,
3H), 3. 15 (m, 5H) , 3. 54 (dd, 1H) , 3. 94 (dd, 1H) , 5. 11 (m, 1H) , 6. 92(d, 1H) , 7. 14-7. 07 (m,
3H),7.45(d, 1H), 7. 54 (d, 1H) , 7. 64 (m, 1H) , 7. 72 (s, 1H) , 8. 27 (s, 1H) , 8. 62 (s, 1H) ;_JE I

MH'570.

[2423]  SZjtafs] 109
[2424]  2- 3255 -N- F3E -N-((2S) —2-{[4- ({3— B 3& —4-[ (6 FFJEntkme —3- 3% ) & ] %

AL} AL ) MEME -5 2 ] AR ) N ) B
[2425]
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[2426]  H] ZEFERA 5-[ (1S) —1- FI3E —2—- ( AEEIL ) %0k 1-N-{3- M —4-[(6- &
MIERE —3— 4 ) S8 ] AR ) MR —4- I R S | T KR, LL 46 % IR 3] T
A

[2427]

NMR Ol
i (CDCL,) 1. 55 (d, 3H) , 2. 30 (s, 3H) » 2. 53 (s, 3H) , 2. 96 (s, 3H) , 3. 59 (dd, 1H) , 4. 16-4. 07 (m,
3H),5. 08 (m, 1H) ,6.92(d, 1H) , 7. 02(d, 1H) , 7. 09 (d, 1H) , 7. 14 (d, 1H) , 7. 50 (m, 2H) , 7. 65 (m,
2H), 8. 28 (s, 1H) , 8. 61 (s, 1H) ,9. 87 (s 1H) ;JFilk :MH" 488.
[2428] M E&R M KB B5-[US-1-F E2-(RFERE) & HEIN-{3-F
5 —4-[(6- AL -3- 55 ) S ] ARE | wemmbk —4- fi & W T T
[2420] HH ) -1-0LMNEE (FE) & ] W -2- B (ansepifs) 2. 3 # R- X mk, G
PRI 2% b BT iR IBAEZRIS ) ) AT 65— G5 -N-{3— FFk —4-[ (6— FAFENLmE —3- 3% ) L ] 7%
Sk} WEMERK —4- g (A SERt) 103, AR A BHRI A B TR AR ARSI ) A S 103,
AR TR ) 2 BT IR R AR, BL 92 % RBCRAG 2 T B R E ) 5-{ (1) —2-[ M Th &
(FFEE) &3 )-1- PR OHEIE | -N-{3- FEE —4-[ (6~ FELnLme —3- 28 ) 3L ] 2R3E | sy
Wbk —4- Ji& B MH'470.
[2430] FH5-{(1S)-2-[ MmN () &5 J-1- FRLEE T -N-{3- F 4-[(6- F
SENMEE —3- J5 ) AL ] ZRIE ) MRk —4- FRE S SR 103, EUEA R T & TR R AE,
L 56 % e A3 380 1 5-[(1S) -1- A —2- (R EE ) L58E I-N-{3- & —4-[(6- &
Mbme -3k ) Sk ] AL | mEmbk —4- f% TS (MH'430.
[2431]  SCJEf5) 110
[2432]  N- FIZE -N-((2S)-2-{[4- ({3- IS —4-[(6- A ZEEnLme -3- 58 ) &I ] KE &
5 ) WEMRIER —5- 3L ] AL ) TN ) CBkR%

[2433]
0 o S
Yo O
~N

[2434] I 5-[(1S)-1- A 3 2-( R 2 L) & 55 J-N-{3- F 3& —4-[(6- FF & nit

WE —3— 25 ) SIS ] KTk | MEMRbk —4- Jle (WnsEEfe] 109, B R BT IR SRR SRAS 1)

R 1 I = 2 SIETtig) 104 BTk i ER A, LA 64 % CRA3 2 T FRdith &4 5

[2435] NMR ;i

(CDC1,) 1. 55(d, 3H) , 2. 08 (s, 3H) , 2. 30 (s, 3H) , 2. 53 (s, 3H) , 3. 08 (s, 3H) , 3. 56 (dd, 1H) ,
201



CN 101787019 A WO B 181/192 TT

3.93(dd, 1H) ,5. 09 (m, 1H),6.92(d, 1H) , 7. 12 (m, 3H) , 7. 50 (m, 2H) , 7. 65 (m, 1H) , 7. 70 (s,
1H),8. 27 (s, 1H) ,8. 62 (s, [H) 3JEi# :MH 472.

[2436]  SEjiifsl) 111

[2437]  N- FIZE -N-((28)—2—{[4- ({3- A& —4-[(6— I EEmEme -3 55 ) 43 ] RE T &
S ) WEMRIER —5- JE ] 4RI L NEE ) —2- bt —1- 2R AW i

[2438]

[2430]  FH 5-[(1S)-1- A1 & —2-( I 2L 2 3 ) & %02k J-N-{3- H1 5 —4-[(6— 7 Z& ik
WE —3- 2k ) S0k ] AROE | ERIbk —4- i (lnsEqtifs) 109, AR UG RE I T BT IR IR 3R AT
(1)) FantbgBE (4 8 ) AR = F L & S0 105 Prik e, LL 51 % MICRAG 21 T bRl
WEY

[2440]  NMR K% (CDC1,) 1. 53(d, 3H), 1. 75 (m, 4H) , 2. 30 (s, 3H) , 2. 55 (m, TH) , 3. 13 (s, 3H),
3.27(d, 1H), 3. 32(d, 1H) , 3. 57 (dd, 1H) , 3. 92 (dd, 1H) , 5. 11 (m, 1H) , 6. 91 (d, 1H) , 7. 12 (m,
3H),7.46(d, 1H) ,7. 54 (d, 1H) , 7. 64 (m, 1H) , 7. 72 (s, 1H) , 8. 27 (s, 1H) , 8. 62 (s, 1H) ;_JF_ii¥ -
MH 541.

[2441]  SZjfe) 112

[2442]  (25)-2,4- — 3 5L -N-((2R) —2— {[4- ({3— FI3& —4-[ (6— FZ&EnLmE —3- 3% ) 45 ]
ARFE Y AL ) MEmEmk -5- 5L ] AR TR ) T b

[2443]
o
2 IGQO N
0

2
[2444]  H] 5-[(1R)—2- 22k —1- AR O5 K ]-N-{3- 2L —4-[ (6— FZEMLRE —3- %) %
5 ] ORFE | ERRIb —4- R (S) - a - FRIET BB EE B S 63 rh TR IR, B 53 % Ik
FAFRN T BT bR 5 5
[2445] NMR Y& i (CDCL,) 1.55(d,3H), 1. 79 (m, 1H), 2. 05 (m, 1H) , 2. 26 (s, 3H) , 2. 49 (s,
3H) , 3. 90-3. 65 (m, 4H) , 4. 21 (dd, 1H) , 4. 94 (m, 1H) , 6. 96 (m, 2H) , 7. 11 (d, 1H) , 7. 23 (dd, 11) ,
7.39(d, 1H) , 7. 43 (m, 1H) , 7. 60-7. 52 (m, 2H) , 7. 69 (s, 1H) , 8. 00 (s, 1H) , 8. 55 (s, 1H) ;_J& 1 :
MH'518.
[2446]  FAEELM BT 5-[ (IR) —2- 23k —1- 3L L5 3 1-N-{3- 5L —4-[ (6- F it
We -3- &) AL ] z”E;EE} WA ARIBR —4— FE IR il 2% 40 R BT A
[2447]  H] 5- 90 -N-{3— A3k —4-[ (6— FIIEMLRE —3— 3% ) 4058 ] A%E | ek —4- iz (
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ST AF] 103, FL UG A RE i 2% T TR AR DRAF ) ) R (2R) —1- S FE TN -2 B E 55 S it 1)
103 CEAEF R HI % ) BTidIGEETE, BL 77 % BRI 31 T 5-[(1R) —2- 24 —1- F&E 45
F5 ]-N={3- L —4-[ (6— AFEMLRE —3- 55 ) 0L ] A0 | mEmeubk —4- Ji% il :MH' 416,
[2448]  Sjfs) 113

[2449]  (25)—4- ] —2- }25E -N-((2R) —2— {[4- ({3- F & —4-[ (6— FAZEntbme —3- 55 ) 45 ]
ARHE S ) MEnenbk —5- 3 ] AR L NEE ) TR

[2450]

[2451]  7E 30 47 BF N, # = 2K ZE B (650mg, 2. 5mmol) 43 #k fn A 2 (25)-2,4- — 3%
5 N-(CR) —2-{[4-({3- F & 4-[(6- A b 3- %) HAE] RE T "E) en
Wk —5— 2 ] A2k | NZE) TBEAK (856mg, 1. 65mmol, WSEE ] 112 Frid RFERAF T ) AR
LB (658mg, 2mmol) 7E DCM(10m1) A » FIZIR G SE PP . EX KM
WG S Wi R HREIR Gtk AT 4l (BEF 2% 22 5% TN REE 201 DOM ¥ ) » 15
B [E AT A RIAS A (T12mg,74% ) 5

[2452]

NMR ¥ 3% (CDCL,) 1. 53(d, 3H) , 2. 07 (m, 1H) , 2. 28 (s, 3H) , 2. 38 (m, 1H) , 2. 52 (s, 3H) , 3. 51 (t,
2H) , 3. 80-3. 65 (m, 2H) , 4. 34 (dd, 1H) , 4. 95 (m, LH) , 6. 90 (m, 2H) , 7. 09 (d, 1H) , 7. 14 (dd, 1H) ,
7.28 (m, 1H) , 7. 50 (m, 3H) , 7. 63 (s, 1H) , 8. 23 (s, 1H) , 8. 44 (s, 1H) ;JF ik :MH'580, 582.

[2453]  SCJfs)] 114

[2454] N-(2- A &%) N —((2R) —2—{[4-({3- F3E —4-[(6— FIEntmg —3- 2% ) 4% ]
L) &I ) mEmk —5- FE ] I ) NEE) R

[2455]
Y X
y T
c,/\/N\[rn\/L HN N”
0 N

[2456] S L E FBE RN (1161 1,1. 36mmol) ¥ b 4K A 1 5-[ (1R) —2- & % —1- F
B ]-N-{3- A —4-[(6- FAEEmbmE —3- 56 ) 42 ] KA ) e ek —4- Jiz (516mg,
L. 24mmol, WNSEHEH] 112, EEHHRHRIH £ F Irid IBFESRAFI ) 75 DCM(10m1) A S o
WL EWAE 0°C FHERE 30 7380, fEEMR N Hid: 1 /N . ZEZ R I HG , B kR A AR
OB EIAT AL (D) 3% 22 5% TN IR 20 DCM %9 ) » 19 2R AL 54 (584mg,
4% ) ;

[2457] NMR St « (CDC1,) 1. 46 (d, 3H) ,
2. 28 (s, 3H),2.52(s, 3H), 3. 46 (m, 1H) , 3. 57 (m, 4H) , 4. 00 (m, 1H) , 4. 76 (m, 1H) , 6. 40 (m, 1H),
6. 62 (m, 1H) ,6. 67 (d, 1H) ,6. 91 (d, 1H),7.08(d, 1H) ,7. 12 (dd, 1H) , 7. 18 (d, 1H) , 7. 34 (t,
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1H),7.53(dd, 1H) , 7. 67 (s, 1H) , 8. 27 (s, 1H) , 8. 34 (s, 1H) , 9. 82 (s, 1H) ;JFilk :MH'521.

[2458]  SLjfs) 115

[2450]  2- 2L -N- AL -N-((1R) —1- A3 —2- {[4- ({3- FI & —4-[(6— FZEMEmE -3- 3% )
AR ] ORIL L B ) vtk 5 R ] AR Y 4% Sl

[2460]
P“)r/\\f;() /I::::I:f"ﬂ:‘ijl\\
/N =
0O HN N
Y\ \N

o
[2461] H4 AR A (701 1,0. 64mmol) i 0 B UK A 1 5-{[ (2R) —2—- ( L& %)
N2 ] A2 ) -N-{3- AL —4-[(6- FEbnkme —3- 38 ) 4028 ] K5 ) mEmenbk —4- iz (250mg,
0.58mmo1) « = Zfi% (971 1,0. 70mmol) 7E DCM(7Tm1) HHHHE o %R G W INE 2 = iR IF
PiFE 2 /N o FEE TR 28RBS, AN E R AR kg A (0. 50m1, 6mmol) A% FH 1% IR
GWAE 65°C FHLFE 2 /M. TEM IR G AR R 2T H)G , Bk R 5 3§ 2% % HPLC-MS
RS HPLC A (C18,5 K, ELARA 19mm, K24 100mm) b, FIZK (L8 5% FEEFT 1% By
MR ) M OIERRGWHATIENE (BEREVENE ) o EARRPEHIIG ¥ [ K AE DOM AT R R
BEAZ I T PR R SV BN K R T R R B T8, 19 B4 Ak &4 (140mg,49% )
[2462] NMR % i : (CDC1,) 1. 34(d, 3H), 2. 30 (s, 3H) , 2. 53 (s, 3H) , 2. 79 (s, 3H) , 3. 12 (m,
1H) , 3. 95 (dd, 1H) , 4. 09 (dd, 1H) , 4. 30-4. 15 (m, 2H) , 5. 40 (m, 1H) , 6. 91 (m, 2H) , 7. 09 (d, 1H) ,
7.17(dd, 1H),7. 38 (m, 1H) , 7. 46 (s, 1H) , 7. 50 (d, 1H) , 7. 64 (t, 1H) , 8. 30 (d, 1H) , 8. 58 (s,
1H) ,9. 36 (s, 1H) ;A% :MH" 488.
[2463]  FHAERGEMEHR) 5-{[ (R) —2- ( FIEZ AL ) N3 ] 4% -N-{3- FI%E —4-[(6- F
SENEE —3- J5 ) AHAE ] ZRIE | IRk —4- JE IS W R TR
[2464]  FH 5— 9 -N-{3— F3E —4-[ (6— FZENLmE —3- 35 ) 438 ] 2R3E ) sk —4— fie ( sk
W] 103, L UEMRHEIH 2% b AT IR IBEEFRIS ) AT (2R) —2—- (AL 3L ) T —1- % (41 Becker
&N, J. Chem. Soc. 1957, 858 ATIAFIRAEIRIFI ) FER SLHEWG] 103, AL LHA BRI H 24 Frdk [ 1
PR, DL 75 % fieeqq 21 1 5 {L (2R —2—- ( 320k ) N3k ] 400 | -N-(3- AL —4-[ (6- &
MEme —3- g% ) Sk ] KA | mEnenk —4- fi%
[2465] NMR 3% -
(CDC1,) 1. 30(d, 3H) , 2. 28 (s, 3H) , 2. 52 (s, 3H) , 2. 53 (s, 3H) , 3. 20 (m, 1H) , 4. 09 (m, 1H) ,
4. 21 (m, 1H) ,6. 89 (m, 2H) , 7. 14-7. 07 (m, 2H) , 7. 45 (d, 1H) , 7. 63 (m, 2H) , 8. 26 (s, 1H) ,
8.63 (s, 1H) ,10. 3(bs, 1H) ;JEHE :MH" 430.
[2466]  SCJEf5) 116
[2467]  N- AL -N-((1R) —1- A& -2 {[4-({3- 2L —4-[ (6 FEEnkne -3- %) A& ] R
B &) mEmkik —5- gL ] UL ) 43 ) b
[2468]
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T L,
>
[2469] K it MR B (661 1,0. 70mmol) ¥ A 3 5-{[(2R)—2-C A Z& 20 2% ) N 2 ] 4
B -N-{3- F3E —4-[ (6 FIEMERE —3— 2% ) 48 ] 2R3E | bk —4- fi% (250mg, 0. 58mmol ,
WIS 115, B AR & b Bk AR RIS 1) AR R A (161mg, 1. 16mmol) 7E A i
(10ml) FEHE T . IR EVEEE PR 2 /. EZERBEFG, B RYTE DI
HUT AR . KRR IR BR A B K S P R T IR BR B T . TR RPN G , Bk
AT EES AT Ak (VeI 2 &8 5% TN A EEEZ K DOM S ) , 15 3IF5 B4k &4
(230mg,84% ) ;
[2470] NMR 3% : (CDC1,) 1. 28 (d, 3H) , 1. 94 (s,
3H) , 2. 30 (s, 3H) , 2. 53 (s, 3H) , 2. 90 (s, 3H) , 4. 30-4. 10 (m, 2H) , 5. 38 (m, 1H) , 6. 92 (m, 2H) ,
7.08(d, 1H), 7. 14(dd, 1H) , 7. 48 (d, 2H) , 7. 53 (s, 1H) , 7. 64 (t, 1H) , 8. 27 (d, 1H) , 8. 60 (s,
1H) ,9. 51 (s, 1H) ; JEif# MH472.
[2471]  SZjfe) 117
[2472]  2- 325 -N- AL -N-((1S)-1- % —2- {[4-[{3- A& —4-[(6— FEEMLmE -3- 2 )
UL ] ZRIE 2O ) MMk 5 JE ] AR T k) Al

[2473]
X ST
N
N0 hy N
: L

N
[2474]  H 5-{[(2S)—2- ( FEEEIE ) INEE ] 2 1 -N-{3- & —4-[ (6- FZEnkhe -3- %)
AL ] RSE ) bk 4 i EE R S 115 Pl FERAE, DL 72 % A B T AR AL A
[2475] NMR Y3 . (CDC1,) 1. 34 (d,
3H),2.30(s,3H),2.53(s,3H),2.79(s,3H),3.12(m, 1H),3.95(dd, 1H) , 4. 09 (dd, 1H) ,
4.30-4.15(m, 2H) , 5. 40 (m, 1H) , 6. 91 (m, 2H) , 7. 09(d, 1H) , 7. 17(dd, 1H), 7. 38 (m, 1H) ,
7.46 (s, 1H),7.50(d, 1H),7.64(t,1H),8. 30(d, 1H),8. 58(s, 1H) ,9. 36 (s, 1H) ;_ JE i .
MH'488.
[2476] FAEEGEM B 5-{[(2S) 2-( PR ) NE ] HE T -N-3- FH 4-[(6- F
FENbmE —3- 28 ) SR ] oREE b mEmRbk —4- R T prd
[2477]1 ] 5- 90 -N-{3— F3& —4-[ (6 FFEnLRE —3- 3% ) 458 ] A% | ek —4- iz (o
SEE ) 103, EAHA R A& T TR AR AR ) A (2S) —2- ( 22k ) N —-1- B (4
Chacchio 28 A\ . , Tetrahedron, 1995, 51,5689 ATiAHEFEFRIS K] ) FEH SLiEH) 103, B IHH K
[yl &6 BTk (3 AE, LA 71 % e fq 8] 1 6 {[(2S) —2- ( 3R L) N2k ] S 1 -N-{3-
Hs —4-[ (6— FIEMLnE —3- 25 ) Uk ] oR5E | wEmgenbk —4- Jiz
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[2478] NMR Y63 - (CDC1,) 1. 30 (d,
3H), 2. 28(s,3H),2.52(s, 3H),2. 53 (s, 3H) , 3. 20 (m, 11) , 4. 09 (m, 1H) , 4. 21 (m, 1H) , 6. 89 (m,
2H) ,7.14-7.07 (m, 2H) , 7. 45(d, 1H) , 7. 63 (m, 2H) , 8. 26 (s, 1H) , 8. 63 (s, 1H) ;/Fi% MH 430.
[2479]  SEjifs) 118

[2480]  N- FHZE -N-((1S)—1- Ak -2 {[4- ({3- A3 —4-[ (6— FIEMERE -3- 28 ) 40 ] oK
) ESE) ek 5- g ] A Y o) Q%

[2481]
Y. I
N0 wy N
- \N

_)

N ,
[2482]  HH5-{[(2S)-2- (R ) W& ] 53 | -N-(3- F&E ~4-[ (6- FEke -3- %)
AL ] ORI | MR —4- B% (AnSERER] 117, A RHE A BT IR IRRE AT ) FIBS FRIET &
53 SEHiAE) 116 Pk R4, LL 88 % I 2433 T Fr ik &4
[2483] NMR Y63 - (CDC1,) 1. 28 (d,
3H) , 1. 94 (s, 3H) , 2. 30 (s, 3H) , 2. 53 (s, 3H) , 2. 90 (s, 3H) , 4. 30—4. 10 (m, 2H) , 5. 38 (m, 1H) ,
6. 92 (m, 2H),7. 08(d, 1H),7. 14(dd, 1H), 7. 48 (d, 2H) , 7. 53 (s, 1H) , 7. 64 (t, 1H) , 8. 27 (d,
1H),8. 60 (s, 1H),9. 51 (s, [H) ;JHi MH472.
[2484]  SZjaf5) 119
[2485]  {2-[ (4-{[3— & —4- (nkRg —2- FL 4L ) 2R0E ] 20k | vtk —5- 28 ) %8 ] &

i PRI PR P
O\T,O /I:fzj/o \N
AN~
SN

[2486]
7

[2487] 4 N-[3- 50 —4-(nbme —2- P4 ) RKE J-5-[2-( FRAE) CcHE ]
Wbk —4— Jie (an SEEds) 1, ARG AR A& T PR B B FE 3R 45, 217Tmg) AT DIPEA (0. 2ml) 7
DCM(20m1) FEATHEFE. A2 LA I NG R IR (0. 043ml) I Fr i3 BB B H: 18
NI o RS W IEAT 25k TR R AR ) B v a4k, TR B S I BRI ) £ 1R L R
(5-10% ) FATVENL o X I1E G050 AT 28 0, A9 2 — MR A, K S0 IIE R, 45 21 B 4
AR A (43mg, 17% ) 5

[2488] NMR
% (DMSO-d6@373K) 2. 88 (s, 3H) , 3. 30 (s, 3H) , 3. 75-3. 85 (t, 2H) , 4. 35-4. 55 (bs, 2H) ,
5. 30 (s, 2H) , 7. 10-7. 30 (m, 2H) , 7. 30-7. 40 (m, 2H) , 7. 50-7. 60 (m, 2H) , 7. 70-7. 78 (t, LH) ,
7.80-7. 95 (m, 2H) , 8. 43 (bs, 1H) , 8. 75-8. 80 (d, 1H) , 9. 60-9. 80 (bs, 1H) ;JEi# MH494. 0.
[2489]  SCjEfH) 120
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+
[2490]  N-{2-[(4-{[3- S —4- (MEE —2- S AL ) A3L ] U0k | ek —5- 2L ) 48 ]

LHE TN, NT = AR
[2491]
o L)
/NYO b/o \N
PN HN
e,
7

[2492] KRR THEE (0. 035ml) Z248 0 A BIEAT & BiRE 1 N-[3- & —4- (nigme —2- FE
k) R ]5-[2- (AR ) LA ] Motk —4- i (nsidsl] 1, AR AsA R Hl 2%
FT IR TIBAEIRAZ 1), 21 Tmg) 7E DCM (10m1) A o A4 IS IS Ve 2 /NI, AR Ja v Headk
IT7ER . WHR R CIEWT 4 i i [ 78 2Bk B AT Be %, 793 3 B AT A br @Ak &
) (205mg,83% ) ;

[2493] NMR b3 (DMSO-d6@373K) 2. 85 (s, 3H) , 2. 95 (s, 3H) ,
3. 75-3. 85 (t, 2H) , 4. 35. 4. 45 (t, 2H) , 5. 25 (s, 2H) , 5. 90-6. 00 (bs, 1H) , 7. 10-7. 15(d, 1H) ,
7.15-7. 25 (d, 1H) , 7. 30-7. 37 (t, 2H) , 7. 52-7. 60 (m, 2H) , 7. 65-7. 73 (t, 1H) , 7. 80~7. 86 (m,
1H) ,7.94-7.99(d, 1H) , 8. 44 (s, 1, H) , 8. 55-8. 60 (d, 1H) ,9. 80 (s, 1H) ;JEi MH493. 4.
[2494]  SLjEfH) 121

[2495] N’ —(2- & &%) -N-{2-[ (4-{[3- & -4-(nbre —2- BRI ) ZRE ] 2 &
Mtk —5- Jk ) HIE ] &3 -N- AR

[2496]
o L)
m/\/n\(" /é/o SN
/N\/\ HN
Sy

[2497] H H#EEE 2—- A LB N-[3- &0 —4- (ke —2- ZE AL ) R 1-5-[2- ( &R
5 LA ] MRk —4- i (ansEiEdel 1, AR R S TR BT IR IRRE SRS ) TR S
120 AT iR, BL 80 % i Za1q 21 1 AT X bRk &4

[2498] NMR St (DMS0-d6@373K) 2. 90 (s,
3H), 3. 15-3. 25 (q, 2H) , 3. 43-3. 50 (¢, 2H) , 3. 75-3. 85(t, 2H) , 4. 35-4, 45 (¢, 2H) , 5. 25,
6. 35 (bs, 1H) , 7. 08-7. 13(d, 1H) , 7. 13-7. 30 (m, LH) , 7. 35-7. 40 (m, 2H) , 7. 50-7. 65 (m, 2H) ,
7.65-7. 80 (m, 1H),7.80-7. 90 (t, 1H),7.95(d, 1H) , 8. 50 (s, 1H) , 8. 55-8. 60 (d, 1H) , 9. 80 (s,
1H) ;J5iE MH'541. 3.

[2499]  SEjifs) 122

[2500]  N-{(2R)—2-[ (4-{[3- G —4- (ki —2- FLFF4IE ) 2R5E ] 2008 | mEmdenk —5- % )
FOE I NE TN - FER

[2501]
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o L)
) u&ﬁﬁf

[2502]  FH S5 #UIR I IEAN 5-[ (1R) —2- & 2E —1- 2L L4028 J-N-[3- & —4- (ki —2- £ H
AR ) PRI ] Mtk —4- g (WSt 65, BAA AR e TR ISR SRS 1) ) R S
120 AT iIHAE  BL 43 % e Zetq 21 1 AR TE X bR b &4

[2503] NMR 3% (DMSO-d6@373K) 1. 40-1. 45 (d,
3H) , 2. 50-2. 55 (d, 3H) , 3. 38-3. 48 (m, 1H) , 3. 50-3. 60 (m, 1H) , 4. 83-4. 92 (m, 1H) , 5. 28 (s,
2H) , 5. 55-5. 65 (bs, 1H) ,6. 00-6. 10 (bs, LH) , 7. 19-7. 24 (dd, 2H) , 7. 31-7. 37 (m, 2H) ,
7.56-7.62(m, 2H) , 7. 66-7. 73 (t, 1H), 7. 81-7. 88 (dt, LH) , 8. 06-8. 08 (d, 1H) , 8. 48 (s, 1H),
8. 55-8. 60 (d, 1H) ,9. 95-10. 05 (bs, 1H) ;JJiil MH 493. 4.

[2504]  SCjEfe) 123

[2505] [ ((R)-2—{4-[3- & —4-(nkhe —2- AL ) aRIEAIE ] mEmpipk —5- 4L T
R EREE ) PR ] PEAETRM - Tl

[2506]
L /KTT
)
[2507] ¥ 5-[(IR)—2- & & —1- I L L 5 3L J-N-[3- & —4-(nhmg —2- FL 4 3L ) 2K

Ak ] WM —4- Jiz (s A 65,iﬁﬁﬁ*ﬂrﬂ@ﬁ%ﬂ%%ﬁ%ﬁﬁﬁt%%,868mg> 7 DCM (40m1)
W5 DIPEA (Iml) — @ @EATHiFE. L in AN N= O - T a5 ) WL R (400mg) 1
HATU (800mg) F ¥ iz iR A it 18 /NIt o 1 ik 75 A i 248 R W B0 F iy i iz ik R )
VEAT A4k, RV FE X i) R 1 LR S BE VS VR (0-10% ) JEAT VRN XT38 B I 7 1R AT 2%
R, 13 2RATE bR E &4 (0. 509) ;

[2508] NMR Jf; i (DMSO-d6@373k) 1. 10 (s,6H),1.20(s,3H),1.40-1.42(d,3),2.72(s,
3H) , 3. 40-3. 60 (d, 1H, ( #% H,0 &k ) , 3. 60-3. 75(q, 2H) , 3. 75-3. 80 (d, 1H) , 4. 90-5. 00 (bs,
1H),5. 30 (s, 2H) , 7. 28-7. 34 (q, 2H) , 7. 34-7. 40 (m, 1H) , 7. 42-7. 46 (d, 1H) , 7. 50-7. 62 (m,
2H) , 7. 85-7. 91 (dt, 1H), 7. 91-7. 99 (m, 2H) , 8. 24-8. 34 (bs, 1H) , 8. 57-8. 62 (d, 1H) , 8. 75 (s,
1H) , 10. 60-10. 70 (bs, 1H) ;J5ii MH'607.

[2509]  SEjfs] 124

[2510]  N'-{(2R)-2-[ (4-{[3- & —4- (nkhg —2- FLRAEL ) R ] & | Emkipk —5- 25 )
AL ] NEE N - R H A B

[2511]
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T KEF“O

)

[2512] % [((R)-2-{4-[3- 5 —4- (NLmE —2- FEPAIL ) ZRILEE ] Wemkipk —5- JL4A 0L |
R B ) T ] FREREFRM - T8 (anscif) 123 i IEFERAZ 1, 0. 50g)
TE=RESIR (5ml) rhfiidt 20 /NI o JE i 78 R Bk 2245 e PE S i R ) A s AT
afifk, FZK (0.880)  FFEE.DCM(1 & 10 © 90) HHATVEML . X& B R o AT 725 %, 13 21 [F]
I A brE 54 (60mg, 15% ) ;
[2513]

(DMSO-d6@373k) 1. 47-1. 50 (d, 3H)
2.20(s,3H),3. 10 (s, 2H) , 3. 45-3. 55 (g, 1H) , 3. 55-3. 65 (g, 1H) , 4. 85-5. 00 (m, 1H) , 5. 25 (s,
2H), 7. 15-7. 25(q, 2H) , 7. 25-7. 30 (m, 2H) , 7. 55-7. 65 (t, 1H) , 7. 70-7. 80 (m, 2H) , 8. 20 (s,
1H) , 8. 50 (s, 1H) , 8. 55-8. 60 (d, 1H) , 9. 85-9. 95 (bs, 1H) ;JFilk MH'507.
[2514]  SCJEfH) 125
[2515]  2- FR3E -N- AL -N-(2- {[4-({3- FI3& —4-[(6- FAEnLRE -3- 55 ) 4% ] R%E )
QAL ) mEmkk —5- g% ] AL 4%k Sl
[2516]

[2517] ¥4 5-[2-( FEEE L ) QO 1-N-{3- B —4-[(6- FENtnE -3- %) A% ] K
5=} MRk —4- % (32mg, 0. 077mmol) A LR (6mg, 0. 085mmol) ¥5i# T DMA (10m1) o ]
HAF A HATU (32mg, 0. 085mmo 1) FKH iz iR S TEMR TR S FHiH: 16 /Mt Bz A&
FHRAR , F AR HPLC X% i AT 44k, H 5 22 50 %A T8 0. 2% TFA 7K 1 LG 1EAT
Bl o XT38 B e 53 AT 28 0, M B R id T 0 /DCM (L © 1, 25ml) F. il SR EW
SEA IR R VY b 2 — R I BCRAZIR ST T R SZIR G WIS 98, B UETR A K
H LR OB / 5 Cli g in, 193] B0 ab R B TE 1 2- 5298 -N- 2L N-(2-{[4-({3- 7
i -A-[(6- AR mE -3- 3% ) 58 ] R &) emebk 5- ] AR &) QB
(22mg,60% ) ;

[2518] NMR
i (DMS0-d6, 400MHz, 373K) 2. 26 (s, 3H) , 2. 48 (s, 3H) , 3. 02 (s, 3H) , 3. 95 (t, 2H) ,
4.02-4. 11 (m-3H) , 4. 55 (t,2H),6. 96 (d, 1H) , 7. 20 (d, 1H), 7. 23 (m, 2H) , 7. 38 (d, 1H) ,
7.65(dd, 1H),7.70(d, 1H), 7. 73(dd, 1H) , 8. 20 (m, 1H) , 8. 49 (s, 1H) ,9. 77 (s, 1H) ;_ J5i i
MH'473. 9

209



CN 101787019 A WO B 189/192 T

[2519]  HI 1B 4 A BF 1 6-[2-( A B 2 56 ) & %026 T-N-{3- A7 2 —4-[(6- A7 AL it
WE —3- 55 ) AEEE ] RS b WEMRIRR —4- IR A R A

[2520]  HEALEN (60 %647 040 H 1943 UK, 28mg, 0. 69mmo1) VR & T DMA (10m1) H1JF
A A I N- RZEZ % (56 1 1,0. 69mmol) o KRS YILE IR ERIRE T i
FE 20 7380, FH N 5- G -N-{3- AL —4-[(6— FZEnkme —3- 2% ) 40 ] A58 ) e
Wk —4- fi (s 103, A AR H 2% o BT IR IERE 3R A3 1, 100mg, 0. 28mmol) o K%
HAUERTAGURLE 110°C R I 1 /NI, SRS HE 125°C R Ik 14 /b RZIR G A H)
BRI TRA B4k o Kz iR G W) B3 W48, T ik R H A HPLC AT 4lidk, A1 5 &2
50 % T H20 W S G AT VR o F i B (M 4053 75 R 22 T 1 SR #1005 o 25 AT R 1) 284
FHo 5 AR KU IR Z K B4, 35 DCM (4x20m1) HEATAEEL . BT & I 2 U ) ik
] A S () R AR 08 LR, 19 B s e AT ) 5-[2- ( RS ) S5 1-N-{3-
5 —4-[(6- FEENLmE -3- 58 ) S ] ARAE | meEmmk —4- % (40mg, 34% ) ;

[2521] NMR St (CDCL,,
400MHz) 2. 20 (s, 3H) , 2. 44 (s, 3H) , 2. 49 (s, 3H) , 3. 12 (t, 2H) , 4. 25 (t, 2H) , 6. 80 (d, 1H) ,
6.83(d, 1H),7.00(d, 1H) ,7. 04 (dd, 1H), 7. 39(d, 1H) , 7. 55 (dd, 1H) , 7. 61 (dd, 1H) , 7. 68 (d,
1H), 8. 19(d, 1H) , 8. 56 (s, 1H) , 10. 26 (s, 1H) ;JFil MH 416. 0

[2522]  SEjfs) 126

[2523]  N- A& -N-(2- {[4- ({3- A& —4-[ (6- FZEntbmg —3- 2 ) 42 ] R4 )
Wbk —5— & ] SRR ) L3k ) LB

[2524]

/)

N

[2525] 4 N—{2-[ (4— SAMEmpipk —5- 5% ) 43 ] &%} -N- PR SOWE (38mg, 0. 136mmol)
13- FEE —4-[ (6- FIEMERE -3- 2% ) 4058 ] R0 (U seilif] 103, B AH K} 5 il 4 4 By
AL SRAT T, 32mg, 0. 150mmol) ¥ fif T ¢ TN B FE W% IR -5 W MRl 1 /i, Jﬂ?
REW AT RAGIF R R g 544, F 0 2 5. 5% T LR LFsI (10 0 1-
B/ WONH, (7K ) JEAT VB . X 38 B 0 & 4y BT B K, ?%iﬂ?is%%ﬂ;%ﬂﬁﬁ%w A
5 N-(2-{[4-({3- & —4-[(6- FEENbrE -3- 2% ) 0 ] I} &3 ) memdenpk —5- 2% ]
AR R OB (24mg,39% ) ;

[2526] NMR )% i (DMSO-d6,400MHz), 373K 1.96 (s, 3H), 2. 24 (s, 3H) , 2. 46 (s, 3H) ,
2.94(s,3H),3.90(t,2H),4.50(t, 3H) ,6.94(d, 1H) , 7. 18 (d, 1H) , 7. 21 (m, 2H) , 7. 36 (d, LH)
7.63(dd, 1H),7.68(d, 1H),7. 71 (dd, 1H) ,8. 17 (dd, 1H) , 8. 47 (s, 1H) , 9. 76 (s, 1H) ;JF 1% MH
458. 4.

[2527]  FHAEERZGM R N-{2-[ (4- S mmtk —5- 55 ) 48k ] &3k 1 -N- 2L Sl iy il

A ) M

il
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[2528] & ALAN (60 % A7 T4 9 P 1) 43 B4, 732mg, 18. 3mmol) V& T DMA (50m1)
AR TR IA N- FEREAOERZ (7340 1,9. 15mmol) o K iZIRAWIENR R
T HeHE 30 43 h, A in N 5- &k -4 (3H) - B (1. 0g, 6. 10mmol) o RS WAE A
RAGUTAE 85°CR A 90 73 Bh e KX TR -GV H1 R IR, 1 P AS (SR IR 1 131 21 7P
(100m1) 1o [ A I Dowex BAE (50WX4-400, 25¢) , 4% IR S WA PRSI B R Hie sk 1 /)
I o T8 i PR IR T B (LoOm1) X AT RV o BB R & T 275 PR I
W (2. 3N, 150m1) R IFEZIR S ECRE 30 438t BHZIR A Wi uE I R A AT T R R
(12 (2. 3N, 100m1) HEATHEG: o 16 FF i B v ik 46, 88 (Imbar, 60°C ) 16 /N,
BRIKAEEAERP 5-[2-( PRI ) L5HF ] mmmk —4 (3H) - fid (1. 09g,82% ) ;
[2529]  NMR DY i (DMSO-d6,400MHz) 2. 36 (s, 3H) , 2. 85 (t, 2H) , 5. 11 (t,2H) ,6. 97 (d, 1H) ,
7.14(d, 1H) , 7. 61 (dd, 1H) , 7. 97 (s, 1H) ;JFiE MH 220.

[2530] ¥4 5-[2-( FRZEEZE ) LAk ] ek —4 (3H) — Al (823mg, 3. 76mmol) %5 T-MLRE
(25ml) TPIFHZIFA R 0°Co P NIRRT (1. 20m1, 12. 70mmol) i3 VIR #4
2 IR FE A R 90 438 FZIRG W E SRS, R AR WA (i aii, H 4%
2 T%AMF DM A (10 0 1= FEE /R NH, (7K ) JHATHENL. XS E MR TR, 15
B AWK N- FIEE -N-{2-[ (4- 848 -3, 4- —Zmesmenbk —-5- 35 ) ] 25 ) o
H# (970mg,99% ) ;

[2531] NMR i3 (DMSO-d6,
400MHz, 373K) 2. 05 (bs, 3H) , 2. 92 (s, 3H) , 3. 71 (bt, 2H) , 4. 20 (bt, 2H) , 7. 01 (d, 1H) , 7. 19 (d,
1H) ,7.63(dd, 1H) , 7. 89 (s, 1H) ;Tif% M+NH,” 284. 0 (ES-)M-H" 260. 0.

[2532]  fF N- A O N-{2-[ (4- 50X -3,4- S ek —5- 55 ) 42k ] &5} St
(261mg, 1. 00mmol) Al — 5 - NFE LK% (5221 1,3. 00mmol) YA T DCM(25ml) I 1% VR
EWEHIE 0°C, [ H PRI =& (9301 1, 10mmol) ;1% v VR T 42 BR 85 1R RE OF
e 2 /N KZIRA WA EI R 0°C, TESR ZUHEFE I 1 DL T 1) A I A b sk 1R S B
(30ml) o 7E 20 73BN, ZEAT & BB G PR AR ETEE . ¥ DO E 3 sk,
TFIRR FR SV (30m1) 7K (30m1) FHh/K (30ml) HFAT SRR, AR b 25 1) e 4RIt 8, 2%
R, A3 BRG] AATE 2 N=-{2- [ (4— S Mipk —5— 3 ) 4800% ] &% 1 -N- 3L ZWEi% (90mg,
32% ) ;

[2533] NMR Jti (DMSO-d6, 400MHz, CDC1.) 2. 05 (s, 3H),
3. 17 (s, 3H), 3. 85 (t, 2H) , 4. 28 (t, 2H) , 6. 99 (d, 1H) , 7. 58 (d, 1H) , 7. 76 (dd, 1H) , 8. 87 (s,
1H) ;Jiil 276. AMH' (4-0Me AT — 7ECAS H FH MeOH 48 K14 ) .

[2534]  SCjtEfe] 127

[2535] N-{2-[(4-{[3- & —4-(1- FRE-1-utmE 2- L LA ) X ] AL g np
Wk —5- 3% ) EFE ] L3 ) -N- I L EER%

[2536]

211



CN 101787019 A 1«51'1 i} 191/192 7T

+
= .
Y @
Ci

NS0

SN

A
[2537]  FH N-{2-[ (4- SMEmpIpk —5- 3% ) 4838 ] &3 ) -N- FEE SR (nszifs) 126, &
UEA R 2% P BT A SR1F 14 4Tmg, 0. 170mmo1) F1 3= & —4- (1- FZE —1-nkhe -2- £ &
k) X% (49mg, 0. 187mmol) A S 126 Frik i 7732:, LA 31 % I ZAF 2 T hrdifh &
v
[2538]  NMR J%;if% (DMSO-d6,400MHz, 373K) 1. 75 (s, 6H) , 1. 92 (s, 3H) , 2. 94 (s, 3H) , 3. 88 (¢,
oH) , 4. 47 (t,2H) ,6.62(d, 1H) , 7. 16 (d, 1H) , 7. 31 (ddd, 1H) , 7. 35(d, 1H) , 7. 39 (dd, 1H) ,
7.70(dd, 1H) , 7. 75(dd, 1H) , 7. 83 (ddd, 1H) , 7. 99 (d, 1H) , 8. 46 (s, 1H) , 8. 58 (dd, LH) ,
9.70 (s, 1H) ;Jiii% MH" 506. 0.
[2539]  FHAERCIAM BHE 3- & —4- (1- 3 —1- nibme —2- FE L5038 ) ZRZ A0 W F pr
h -
[2540] A EALHH (60 % A T8 493 T K 73 54 220mg, 5. 50mmo1) V& T DMA (30m1) H1Jf
RS T mEF A 2- mkeg —2- JE 7 —2- BE (i1 Organometallics, 1997, 16, 3303,
754mg, 5. 50mmol H FTIR IEKEIRIG (1) ) o B iZIR G W ER IR T BFE 30 20 8h, AR J5 s
RHIAE 0°Co LI T DMA(15m1) A i v g b i 3- & —4- A ZE 2K (878mg,
5.00mmol) sHZIRAWEAER SIHIFHERE 2 /I BEZIR G W E KRGS, I RYE L
M W (75ml) 7K (75ml) Z[AJEAT 70 0d. #/KEH ZMR & Bs (Thml) ZBUFRHAZZE R
H5HWZEE I HrE AN MegS0, T F i H B A5k 4 o ik R (il aiifl,
0 2 20% A7 T 57 Ot 1) LR SERHAT BEMG, 159 203% s e i A4 B A 2-[1- (2 &0 —4- 1
TR ) -1- B ] kng (810mg,55% ) ;
[2541] NMR ¢ (DMSO-d6, 400MHz,
CDC1,) 1. 91 (s, 6H) ,6. 40 (d, 1H) , 7. 25(ddd, 1H) , 7. 50 (d, 1H) , 7. 70 (ddd, 1H) , 7. 82 (dd, 1H) ,
8.30(d, 1H), 8. 65 (d, 1H) ;Jiil MH" 293.0,295. 0.
[2542] ¥ 2-[1-(2- & -4~ ESE S ) -1- FAE £ 58 ] nikne (800mg, 2. 74mmol) ¥ T
LR LW (50ml) o FHZIR-EW H AR, i i A BaE MR (10%, 100mg) » FHA
o A E S RIS WA 6 NI, EHZ RGO RSO Bk T, i gk
R T o HEUEE IR GE IR R R A (s E Ak, B 20% 22 30 %A T 5 Ckt I &
MR CEEIAT RN . 8 B IR 75k, 13 B B AR T U 3- &l -4-(1- & —1-1it
g —2- FE LA ) Rk (452mg,63% ) ;
[2543] NMR i
(DMS0-d6, 400MHz, CDC1,) 1. 63 (s, 6H) ,3. 41 (bs, 2H) , 6. 25 (dd, 1H) , 6. 35 (d, LH) , 6. 65 (d,
1H),7. 11 (ddd, 1H) , 7. 63 (ddd, 1H) , 7. 77 (d, 1H) , 8. 50 (d, 1H).
[2544]  SZjafs] 128
[2545] WA EY)
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[2546]

N DX BB E SCHRIAS A B IR AR 2 0sn) R REAT T U G T e 480 “ At

Y X7, enl il e i T ARG T sHE TE R -

[2547]
[2548]
[2549]
[2550]
[2551]
[2552]
[2553]
[2554]
[2555]
[2556]
[2557]
[2558]
[2559]

(a) FH T mg/ S5
B X e 100

FUBL RRNZEI o 182. 75
AR REZM ... 12.0
FRTERR G w/ v ). 2.25

B R . e 3.0

(b) FEHH T (50mg/ml)
B X e 5.0% w/v
MG AT oo 15.0% v/v
0. IM 22 (¥ pHiEZ 7. 6)

BT A00. . o o e e 4.5% w/v
TS K IR A2 100 %

IR G AT DL 25 S A A A BT L AN R I TR AT ) & B, oA T ]

DIIE IR X L4 78 15 2 2 IR BT SR S 4 s il s Fy FRUoRZEA T il % o
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