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(1-31) MR,
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(1-33) FAEE,

(1-34) =& P,
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[0135]
[0136]
[0137]
[0138]
[0139]
[0140]
[0141]
[0142]
[0143]
[0144]
[0145]
[0146]
[0147]
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[0152]
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(3) A IFFmEmy 5L,

(4) MIPREE,

(5)2,3— & —1H- iz,

(6) Z4E,

(7) IR 5,

(8) MR,

(12) 2RI BEMEEL,

(18)2,4- =& -1, 3- R _H M O,
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(20) 9H- %=,
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(29)2,3- =& —1,4- X FFEEERE (benzoxadinyl),
(30) MR,

(31) W Mgenbk AL,

(32)1,2,3, 4- PUSMEmhEE,

(40) 1, 3— 2RI [A] Z5 M UM 2

(41)2,3- & -1,4- RH_H AN COHE,
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(44) 1, 2- SR,

(45)1,2,3,4- V& FMEmht,

11
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[0162]  (46) ZKJFfmEmMeEL,

[0163]  (47) ZEJfmEmest,

[0164]  (48) Mg|mpLnk

[0165]  (49) ZEJFFBKMEEL,

[o166]  FIRSIEPI T LAFE 7 BN Enl DLRA 1-3 Nk B 1 e CZEH] (1-1)
2| (1-37) HHHBLE.

[o167] Il 3 AR I 2 Pk rpd X (1) Bkt Sk i &, Srp

[0168] R &

[o169] (1) ZRFEok

[0170]  (3) A IFMEW AL,

[0171]  FRS IR LAAE S el 3h EHA 1-3 18 H (1-1) s R (1-3) Rk
1=-3 > 1 22 JR - BRI o 23 (R A3

[0172] T 4 M40 3 prid il =8 (1) ks gefb & ¥se1n s, K
[0173] R'* &

[o174] (1) I,

[0175]  (2) miEmeEsE,

[0176]  (9) WEMEIL,

[0177]  (10) MEmE L,

[o178]  (11) MikMEZEL,

[o179]  (14) MEWyIEL,

[0180]  (48) Mg|mhL,

[0181]1  (59) FRZEHUAR IS e 28X,

[0182]  (60) IR EFARM ST,

[o183]  ZEH] (1), (2), (9), (10), (11), (14) F1 (48) & HALLFEN MBI ERA 1-3
ANE Ao 1 e LR (1-1) 3 (1-37) A,

[0184] i 5 HRHEI 4 Arak X (1) Fnks etk Gske i, K

[0185] R &

[0186] B pGfCIEEL, — EiAUTEES, Bl 1 N EE TR —AME G ke L B 1 265,
[0187] R &

[o188] (1) &,

[o189]  (2) MEmEZL,

[0190]  (9) WEMEEL,

[o191]  (10) MEREZR,

[0192]  (11) MiEREZE,

[0193]  (14) MEWyZE,

[0194]  (48) Wy[mpE,

[0195]  (59) FRIEHUARIME L peit sk

[0196]  (60) IRl AR ST,

[o197] [ (1), (2), (9), (10), (11), (14) F1 (48) % H A LATEFFAE A4 | HAA 1 8

12
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2k H (-1 KRR, (1-3) ARl — A k2= R B RR e (1-9) Jk
R TEARZE o

[o198] Tl 6. RHE I 5 Frak (s (1) Mmbms et s e I, & 8 a1 &4 -
[0199]  (4- GZRIE ) 2R3k —(S) - mbng ke —3- B,

[0200]  (4- GZRIE ) 2R3 —(S) - mbmg ke —3- B,

[0201]  (3,4- 9 ASE ) A5 —(S) - Mgt —3- FENi%,

[0202] XN —(4- JARZE ) — (S) — nibm& s —3- LN,

[0203]  (3,4- G AREE ) - (4- AR ) - (S) - Mbmg bt —3— Efi%,

[0204]  (3— & —4- FAIE ) - (S) - MEMs e —3- 2 — X - 2N,

[0205]  4-[(S)-(4- 8 —3- FEELARIL ) nmbmspe —3- 22 1- R,

[0206] XN —(3— G ARZE ) —(S) - MLr&kE —3- FE,

[0207]  (3— & —4— FREL ) - (S) — MLMgBt —3— FEmEm: —2- FLhy,

[0208]  (4- Gz ) —(S) — nibms ot —3— FEmEm: —2- JLfZ,

[0209]  (3,4— &3 ) —(S) - kMot —3— FEmEmk —2- JLfi%,

[0210]  (3,4- &Rk ) WERE —5- 3% —(S) - MLng bt —3— ZENi%,

[0211]  (3— & —4— JATE ) MERE —2- & —(S) - Mkt —3- &%,

[0212]  (3- &l —4- FARZE ) - (5 FkhE —2- 2 ) - (S) - mbrg 4t —3- K%,

[0213]  (3— & —4— F AT ) MERE —2— 5% — (S) - Mkt —3- KL%,

[0214]  (3— G —4— FATE ) MERE -3 5% — (S) - Mkt —3- KL%,

[0215]  (3— &l —4- FAREE ) — (6— FMEHE —3- 2 ) - (S) - mbrg At —3- K%,

[0216]  (3,4- S 2RI ) MkmE —3- 3& —(S) - ML —3- FEf%L,

[0217]  (3— &l —4- JZRFE ) - (S) — Mbms e —3- FLMEwy —3- ZLfi%,

[0218]  (3— &l —4- FARIE ) — (65— FMEHE —3— 3 ) — (S) — mbmg bt —3- K%,

[0219]  (4- G —3— FIEEAREE ) — (5 JRUMLRE —3— 55 ) —(S) - MMt —3— JEli%,

[0220]  2-[(S)-(3— & —4- AT ) Mgt —3- 23t 1 4R,

[0221]  1-[(S)—(3— %l —4— A ) MLt —3- B2 ]-2- F5& - ke —2- 17,

[0222]  (3— & —4- A ) - (2- RIS ) - (S) - mhrghe —3- R fik,

[0223]  3-[(S)—(3— &l —4— AL ) MLkt —3- B2 1- ke —-1- %,

[0224]  (3— & —4— AL ) - (3- LN ) - (S) - kg hr —3- ik,

[0225]  (3— & —4- F AL ) - (1- A —1H- Wy[me —5- 3L ) — (S) — MEmE&t —3- L%,

[0226]  Z<Ff [b] WEWy —6- 55 —(S) — Mk —3— JLmEmy —3— L fi%, Al

[0227] 23 [b] WEWy —5- 5 —(S) — Mg —3— JLmEmy —3- R fi%.,

[0228] It 7. A AW, BLARVE A TE S FIARIE T 1 R (i@ 2 (1) ks etk 549
o e AT B AR 25 F 3k

[0220] Tl 8. 56— Rk, L FF FIRE B2 BRI AR 2 AL b i/ B 5 S 1 5 1) T
A/ SRS BFEVE TS E RS B L TR (1) Mg etk S se i .
[0230] 1 O AR I 8 BTk (I TR A/ slkyf o 1, oA BTl e 3k B i R s FARIE 54
FEOE s BVRURE s AMG 5 ISR BT 5 SV NV SRR BOIE 5 [R1iRE PR NS BE NG 5 B AR IR T ;.24
PEGTRE R B R s JERE TRDRE « o Rl Bt 9% A1 28 2L T 22 R R 28— 208 R IR 4 2 A i

13
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PE SHEAE PRSI s ISk s IRAE Bl 7K M BR TGO s 508 — SR AIE s RVt s id 2R AS 5
SRR IR s NP WA s I 2 /NIRRT 5 B IR R BOE R I SR
AE s RT SR AL ST HENUR SR ERE 5 s IR OREE 22 e sl ZhhE TR 150 < B3 1k
R VR sk Z i CHEE (BURIRIES ) AR MERAEVE WS s MR 57 {8 S AR C
PR 55 AT SR o

[0231] 5T 10 A4 20 8 Pk T AL / vty 31, Ferh i ik B -

[0232]  FPAIHE, BLEG < = ELHDADIE XUA] 1 BYRERG s X ) 2 BYRERG sRG 1 R AR s O NES
HE s PRIETE R BURS pHBERG (rapid cycler) ;JESLAYHIACNE =15 MG B REAG o™ 5 FVARIE 5
ARG NAABARE 5 52 5 M B Pk HAISRE s MR PEFIAR / 12 MR ASAE s BUE AR W15 K i
Tt IR MEAR R AT | ik B R, BRI D B , FARS5 IR LR 7Tt 45
BAE S BUTIK AR B9 » A5 G0 MIE FL &R B0 AT, W <R EP » ] 2 R i JBK D0 » Jii P EE AL, B PR, 18
PRI 57 G5 0E AT TP AR 2% A B A0 5 i IO s TP AR FIARARE 5 s AR AE 5 J LB R 7
FHHIARIE TP FR 15 K BIAAE < 15 B A AR IE <A

[0233] AR FEE, B H I Bl U5 5 R AR FEE , 26 A SRl oM i AR A B34 TP g A g
T KRR R .

[0234] I 11 RHEIT 1-6 MAE— BT I = (1) ML etk S sl e i1 7R A 259
F 38

[0235] I 12 KRHE I 1-6 AL — BT 3 = (1) FIntkRg et S s eI /e 5-
SRR/ 502 S L AR / B2 T S5 B i 77 (0 A 3
[0236] Tl 13,36y SLFlB 56— FE L 25 AR b IR 22 B2 Do m e At adt i /D 78 R 0 )
T3, AR RIE I 1-6 BE— IR Rl (1) B Fitl S sCe IR Ehes 25 T ANk
.

[0237] I 14. il #5380 (1) BIMERGedb S s e IR SRR 777% -

[0238]

{ ; (1)

[0239]  Horr R FH R I 1 g X,

[0240] % TVEEHE -

[0241] (1) ik (2) PHLEIATIHR RV, LR R & R 3 -
[0242]

(2)

|
R112
[0243]  Horp R IR 0o 1 frsE X, R R IR A,

14
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[0244]  RIEIALMEHEALEY) (1) s FEE (1) Ry -
[0245]

101
R

I
N—R12

{ ; (1)

N
H

[0246]  FEAIHIER,

[0247] Hp R 2

[0248] (1) 2R3,

[0240]  (3) A IFMEW L,

[0250]  (4) MWL,

[0251]1  (5)2,3- & -1H- g%,

[0252]  (6) ZE5E,

[0253]  (7) ZRIFHEHR 2,

[0254]  (8) WKL,

[0255]  (12) ZKFFWEMEEL,

[0256]  (18)2,4- & -1,3- HIF A CIFEL,

[0257]  (19)2,3- —&A A IFenE3E,

[0258]  (20)9H- Zj %k,

[0259]  (23) &Mk,

[0260]  (28) FMEmIE,

[0261]  (29)2,3- —& -1,4- X 3fMEIER (benzoxadinyl),
[0262]  (30) MEHZMKIL,

[0263]  (31) MEMEMKIE,

[0264]  (32)1,2,3,4— PUS Mk,

[0265]  (40) 1, 3~ A Ff[A] 504430 M 2L

[0266]  (41)2,3- =& -1,4- It —E I CIEIEE,

[0267]  (42)3,4- —& —1,5- It HIMF ML (benzodioxepinyl),
[0268]  (44)1,2- — & Mk,

[0269]  (45)1,2,3,4- PUS SFmsmphst,

[0270]  (46) ZEFFIEMRIE,

[0271]  (47) ZRFf e,

[0272]  (48) Mg|meELiy

[0273]  (49) ZRIFFBRMEEL,

[0274] bR & FEH W] LAAE D5 BR Bl AR EE B A 1-56 A4 (AR 1-34) A F 41 (1-1) 3
(1-37) AR -

[0275]  (1-1) &R T,

[0276]  (1-2) fRik#—AsZ A (R 1-3 1) KRR FEACHRR S 2%,

15
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[0277]
[0278]
[0279]
[0280]
[0281]
[0282]
[0283]
[0284]
[0285]
[0286]
[0287]
[0288]
[0289]
[0290]
[0291]
[0292]
[0293]

(1-3) fRikg— ek~ (Ui 1-34) KRR FEARK RSkt
(1-4) fEiEg— k2> (L 1-4 4 ) KRR FEARK RS e 2L,
(1-5) iHZ%E,

(1-6) fRF eI,

(1-7) fEIEA— A BN MR B AR ) 2 5

(1-8) (R pr TR AL,

(1-9) #I#,

(1-10) &%,

(1-11) 7%,

(1-12) BEmy AL,

(; 1-13) @M,

(1-14) Z53%,

(1-15) X B,

(1-16) FEZHRIR _ATEYE 1-3 4> 2R FEUR I R E IS,

(1-17) HFARR S8 It

(1-18) RSk,

(1-19) EZHIF ATEYE 1-5 4> (3% 1-3 1) T H KRR T R AT, FIE,

RSB AR S5k U U 2R,

[0294]  (1-20) FFARHpidE,

[0295]  (1-21) FIEARE LT,

[0206]  (1-22)5-7 GAVAFNZEIA AR BT IESE , 1 AR TRAE 2430 B & 1 802 MEJR T
(DU WRIE BEME LS )

[0207]  (1-23) TEMEMEER EATUERE — > BN MR e B QIR e i

[0298]  (1-24) WML,

[0200]  (1-25) 7EZE BARIEHE — B MRt IR M 2 AR e 2

[0300]  (1-26) MM ket kgl ke da L,

[0301]  (1-27) SmEmpdL,

[0302]  (1-28) HMGedkiiedt,

[0303]  (1-29) Z&AE,

[0304]  (1-30) MLREZRE,

[0305]  (1-31) MRMHIE,

[0306]  (1-32) A,

[0307]  (1-33) % AXE,

[0308]  (1-34) A JEFWEEL,

[0309]  (1-35) & A — MM ANEIRFHI 5 B 7 RABAZLIAIL (PRIEmLmspedt, R IE ok

WRWEHE ), AR AR B 1-3 2k B R 712 A A BUREERUAC A0S S ARGbedt IR ke
Btk s RIARGUGe A ARAR 1-3 NI H 0 38 S 1 R e S (05 T UK R 5Tt

e 3,
[0310]

(1-36) AIEFEHIM

16
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[0311]  (1-37) {k =3t (alkoxido) ,
[0312]  RUERAAtAE R R R'® A& R 4 E
[0313]  BEARZEMIMEMSEEAL A (1) sl a5t (1) R s

[0314]

101
R

|
N—R102

[ ; (1)

N
H

[0315]  FIEAIMIER,

[0316]  H:r R &

[0317] (1) ZRIFEEL

[0318]  (3) AIFFWEMYIE,

[0319]  BIRSIEF R LAFEF Bl HA — e Mg R (-1 )RR/ (1-3) £F
A 1-3 A R R BRI G e 2k T (R AR,
[0320] R' &

[0321] (1) 2K,

[0322]  (2) nimESE,

[0323]  (3) AJFmEMy AL,

[0324]  (4) MWW,

[0325]  (5)2,3- & —1H- g%,

[0326]  (6) Z55E,

[0327] (7)) ZRIFWRIREE,

[0328]  (8) MMk,

[0329]  (9) WEMEIL,

[0330]  (10) mEmgk,

[0331]  (11) MEMEIE,

[0332]  (12) ZRIFFWEMEEL,

[0333]  (13) MEWyJF [3,2-b] mibReEE,

[0334]  (14) MWEW;ZE,

[0335]  (15) Ffkidi,

[0336]  (16) PUSnHLARIZE,

[0337]  (17) mEmgE,

[0338]  (18)2,4- —4& -1,3- #IF I OG5,
[0339]  (19)2,3- A<M,

[0340]  (20)9H- Zj 3L,

[0341]  (21) MEMREEL,

[0342]  (22) WkPREZEL,

[0343]  (23) &ML,

17
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[0344]
[0345]
[0346]
[0347]
[0348]
[0349]
[0350]
[0351]
[0352]
[0353]
[0354]
[0355]
[0356]
[0357]
[0358]
[0359]
[0360]
[0361]
[0362]
[0363]
[0364]
[0365]
[0366]

(24) MEWYIF [2,3-b] nkrEdE,

(25) WEWy I [3,2-d] WENEIE,

(26) WEWY I [3,2-e] BEIEHE,

(27) 1H- LM [3,4-b] mibme 2,

(28) FrMEmbkE,

(29)2,3- —& -1,4- XFMEERL (benzoxadinyl),
(30) MR,

(31) W kiph I

(32) 1, 2,3, 4- PUSHEmREL,

(40) 1, 3= 2RI [A) 43R LM 2

(41)2,3- Z& -1, 4= HIF A OG5,
(42)3,4- =& —1,5- KI5 4« ittt (benzodioxepinyl),
(43) —&nkne 2,

(44) 1, 2- " HMERE,

(45) 1,2, 3, 4- PUS S MEmph L,

(46) R IFFEEMEIL,

(47) R e HEMEE,

(48) M| mgEE,

(49) 2RI BRMEEE,

(50) WRMEEL,

(59) FRIEEHURHMR ek sk

(60) R peE ARG bk,

(1) 2 (50) & B DIEF MBS ERA 1-5 4 (it 1-34) & H T4

(1-1) 3 (1-37) PHALEE

[0367]
[0368]
[0369]
[0370]
[0371]
[0372]
[0373]
[0374]
[0375]
[0376]
[0377]
[0378]
[0379]
[0380]
[0381]

(1-1) KEEF,

(1-2) fEikg— ek Z A (i 1-34) KRR FEURH RS e %,
(1-3) fLikg— ek (i 1-34) R IR FEURH RS,
(1-4) fLikg— k2 (i 1-44) R FEARKR S e | 25,
(1-5) FHZE,

(1-6) fRGupt ek,

(1-7) FEIEA— A B MR S U R 28

(1-8) KRGt LT,

(1-9) |,

(1-10) &%,

(1-11) 7%,

(1-12) BEmy AL,

(1-13) @M,

(1-14) ZZ&,

(1-15) 2 FEEEE,

18
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[0382]  (1-16) {EZRFF LARIERY 1-3 A g IR BRI 240,

[0383]  (1-17) ARG bes I,

[0384]  (1-18) R hkelkdt,

[0385]  (1-19) fEZR¥N BARIEHE 15 4 (Pt 1-3 4 ) 1k H W& R+, IR e 2k, /U,
IR I o A ot 22 v P A RS AR ) 9

[0386]  (1-20) AFARM LA,

[0387]  (1-21) FUIARL LA,

[0388]  (1-22)5-7 G RN UAR ML 25, 1A AR AR AE 2 3F &5 1 802 DNERUR T
(PRIEWRmE ZEEIEE ) |

[0389]  (1-23) TEMEMEIR FAFEAE— A B MK e SE HUAC IR e e

[0390]  (1-24) BEMBEEL,

[0391]  (1-25) fE2ddk BARIEHE— B MR bt BRI 2 AR e 2

[0392]  (1-26) MLIEHEIEAR b SEZE S

[0393]  (1-27) SFREmMpIL,

[0394]  (1-28) M Edkinit,

[0395]  (1-29) ZE4 AL,

[0396]  (1-30) AHmEE,

[0397]  (1-31) MRMHZE,

[0398]  (1-32) Ahiidk,

[0399]  (1-33) %ARZE,

[0400]  (1-34) ZaJ& P,

[0401]  (1-35) & — BN EUR T 5 2] 7 RPN (PLdnbig b, DRI FE B
WRIESE ), AR FAT AR 1-3 N1k B T 402 A BRI < SRS SRS e 5 e
MEds s R TARRE I AT LEAY 1-3 N1k B 1 3 SR A e 80 v ) B AT AR R 2R 2 5 At
WE 2

[0402]  (1-36) S IEHHHN

[0403]  (1-37) k& lE3t (alkoxido) ,

[0404]  RUFESRAFAE R FI R AR REUAR 2R 2 o

[0405] Ry ALIERIIEMS AL &4 (1) FISEFEFEE (1) RRBAEED -

[0406]

( ; (1)

[0407]  FHEATHIEL,

[0408] FH AR 2

[0409] (1) 7EZRFF B — Ak E (1-1) g RFA (1-3) fEddk 1-3 &R T
HUAR AR Gt 225 R AR B AR R 2 25,
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[0410] R'™ &

(04111 (1) &%,

[0412]  (2) NEmEZE,

[0413]  (9) WEMEIL,

[0414]  (10) WERERL,

[0415]  (11) AHpmEE,

[o416]  (14) MEW;ZE,

[0417]  (48) WML,

[0418]  (59) FRILEUR MK bk ok

[0419]  (60) IR fe s AR ST

[0420]  ZEH] (1), (2), (9), (10), (11), (14) F (48) %% H A LATE 5 HA Bk 4434 HA—1
BN IE B R A R -

[0421]  (1-1) KR T,

[0422]  (1-3) fRIEHY 1-3 i 2= R BUAR RAR e S5

[0423]  (1-9) &I,

[0424]  REFILIE R A K B RIS e AL A 0 1 S8 o T s

[0425]  (4- @Rk ) 2R3 —(S) - mbng ke —3- K,

[0426]  (4- JW2R3E ) AL —(S)— mkg e —3- JE %,

[0427]  (3,4- Z9R3E ) A —(S) - mkg e —3- i,

[0428] XN —(4— FARZE ) — (S) - nLms st —3- FEN,

[0429]  (3,4- 2R3 ) - (4- FRIE ) - (S) - Mbmg bt -3 FEhi%,

[0430] (3 G —4— FAIEL ) —(S) - LM de —3- & - X - RN,

[0431]  4-[(S)—(4- 9 —3— FEEZRIL ) b hr —3- Lz 1- R,
[0432] XU —(3— i ARZE ) — (S) - mbms st —3- %,

[0433]  (3— G —4— FAIE ) —(S) — Mg pr —3— FEmEm: -2 JLfi,

[0434]  (4- AL ) —(S) - MEMS e —3- FEmEM: —2- JLfi%,

[0435]  (3,4- —&URIE ) —(S) - MErgpe —3- ZEmEme —2— JLf,

[0436]  (3,4— &Rk ) WERE —5- 3% —(S) - MLmE bt —3— ZE ML,

[0437]  (3— & —4— FAZE ) MERE —2- 5 —(S) - mbms st —3- &%,

[0438]  (3— & —4- F AL ) - (5 ke —2- 3 ) - (S) - mbrg bt —3- K%,
[0439]  (3— & —4— JRATE ) MERE —2— 5 —(S) — Mkt —3- &%,

[0440]  (3— & —4— JRATE ) MERE —3— 5 — (S) — Mkt —3- &%,

[0441]  (3— &l —4- FARZE ) - (6- FMLhE —3- 2L ) - (S) - mbrgHt —3- K%,
[0442] (3,4 &Rk ) MERE —3- 2E —(S) - L& bt —3— ZEN%,

[0443]  (3— & —4— JATE ) —(S) — Mg b —3— FEmEmy —3- JLfi%,

[0444]  (3- &l —4- FAREE ) — (5 FMkHE —3- 2 ) - (S) - mbrg 4t —3- K%,
[0445]  (4- G —3— FEEOREL ) — (5 JRULRE -3 %5 ) —(S) - MM —3— Ffi%,
[0446]  2-[(S)—(3— S —4- FAKE ) MLl -3- L2k ] 4R,

[0447]

1-0(8) - (3= S -4~ JARHL ) MEmghe —3- Fha Ak 1-2- FHk - ke -2- I,
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[0448]  (3- &l —4- FARZE ) - (2- AR LH ) - (S) - Mbmgkt —3- F %,

[0440]  3-[(S)—(3— & —4- AL ) ML —3- B 1- Wikt —1- B,

[0450]  (3— &l —4- FARZE ) — (3- FAIENE ) - (S) - mbmskt —3- F ik,
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(18T T 25 1140 I 497 0, 58 MO s Jog SEE TR TR 256, IR P SR T TR 255, WIR W A TR 255, e AR AR B 2, £
N bR S TR PR 2L, (R WIR P A I 2, o WIR M S5 M IO 2 IOR Ml g BE A I , W Ao R TR T, S W
P fE S TR RS , W Mo JE TR TR S, S W Mo SR TR T 2, S5 W W o BE TR Tt 5, bk s e R bt I 2

faray
>3 o

[0528]  {RZEEIE (alkoxido) FfYSLfsl B 46 B AE B S HE C, ¢ 2%, W1 FFEEZE (methoxido) , 4
lEHE (ethoxido) 2%,

[0529] W (1) RARMIMEIEBeAb A m] LSk 2 Fh o vl 46, 40 i ok 32 8 DU O 2%
%1 T

[0530] [ e pVgk4k 1]

[0531]
Rlo1 gl0L
IL—RIOZ 11I_R102
(b — O
}%112 H
(2) (1)

[0532]  JLrpr R™ AR QL BT 5E S0, R R AR 4k

[0533]  mitMsHEAL 5 (1) W LGERE ARG (2) BEAT IS RR e B AR 25 Bk OR 47 2 R
Fro

[0534]  m]fEIX LAY AT AN 22 DR 9P S A SR AR GUE SR A A (RGBS, D7 RSkt , O
AR SRS o

[0535]  fERZbERAEIRAL ) St 16 ELBE B BE C, o BERIEIIRAL , W AR AE IR, LT
B, NI, TR A, BT SRkt , AR, QR A%

[0536] R4 ot It 5 11 S 91 A0 4% L BRSO Cg Be b2, o LS, LW, INIESE, T It
3, o T B, BB, BUT SR, ORISR
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[0537] DR S PRI I SE B FRAT e MY 1-3 DNEURIEHUR I AR IS IR T 1EHE 1-3 M
AIEBURIIZR B IR AE S . D7 FE I BT I SE A48 TR 3L, 5, N, IET 26, T 2%, L
JEE IR, IECH, R, - OH, 1I- RO, 3- N AR, 2, 3- RN -]
5,1, 1- R -2- R 4, 5,5, 4- =R BRI, 5 RAE I, 6- IR O, - REE R VA,
2- I -3-Fe N3k, A, AT, AP, IR, P, UL, P, R
FEE, 2- MK, 2,2,2- =ROHE,2,2,2- =R LH, 3- WNE, 2,3- —&N%H,4,4,4- =
AT AT, 5 SURE, 3- S 2- RN, - IRCHE, 5,6- RO, 3- A 2- &
PR, BT LAY 1-3 ANk B o 38 B R 2 1 5 T AR ) S ABL B B € e s AR
B, OSSN, IE T 436, T 48U, BUT U, IE R, IECAE, AR EE, 2- %
ROEE 1-RECEE - RERNEE, 2,3- " RENEE - RBRETHEKE, 1,1-—F
B -2- BREZEE,5,5,4- S RENEE, - REREE, 6- BECAEE, - RESHEA
5, 2- A -3- RAENAES, SR PAE, A/ PEE, A PEE, RTPAEE, PAE, H
I, TRTASE, TIRPESE, - M ARE,2,2,2- =R AR, 2,2,2- =R AEIE - &
AL, 2,3- ZRNAIE, 4,4, 4- =SUT AL, 4- 50T 4%, - SIS, 3- & —2- LR
A, 5 RO, 5, 6- RO, 3- B 2- NEE, BT 1-3 MEAREIRT
R T AR AT R R AL R s S B €y B SIE s R R 1, TaR, IR, SRS . A7 AL
P B 2 ARSI, 2RI W] L AH R BRAS R

[0538] D7 FEHUARIAR e ik 1 SL A 38 R 3k, 2- RS 0, 1- RAE 0, 3- R IR 2,
4- FEEETHE, 5- HAEIRIL, 6- AL CIE, 1, 1- TR —2- B, 2- IS -3 ZREER AL,
a - ZERELAIL, B - ZWELFRL, 2-(a - 2583 ) 43, 1-(B - 283 ) 43, 3-(a - 253 ) R,
4-(B-Z83L) T3, 5-(a - 23 ) IE,6-(B -2 ) O, 1, 1- 3 -2-(a - ZE3)
LFE, 2- L -3-(B - Z53L ) A3, [Tkl 1-3 D EURIEBUR A R AL 2R R B 1) B B B S
BE C g etk s BT 1-3 ANHUREEHUR I IR FE B BB B SCBE C g Bidt. 5 55
HUAREE R S0 6 B2, O3, TN, IE T 286, AP T 2686, UT 28, IE I, IE O, R, 2- %
L, 1-ROH,3- BN, 2,3- ZRENE,4-RBETHE, L 1- —FE -2-K4%E,5,5,
4- ZREEIREE, - AN, 6- RECE, 1- RERHE, - FE -3- REE, =R T,
AP, SR, P, RO, MU, R, SR, - "R, 2,2,2- ZRa
55,2,2,2- LK 3- AN, 2,3- ZRINEE4,4,4- =&UT 54 T 3, 5 UK,
3- 4 —2- RN, - RO, 5,6~ "R/ O, 3- B —2- fNE, siETE 1-3 1Mk A
i 2% R TR R A 2 P AR I 2R A R B B €y ot d s R ARSE, 82, RS, IETT
A, P TR, BUT RS, IERAESE, IECEE, BREFARE, 2- BECHEE, 1- BHELH
5, 3- BENELL, 2,3- ZRENEIL, 4- BRI THEE, 1, 1- ZFH -2- B LHHE, 5,5,
4= ZRFL AT, 5- RE AT, 6- RE AL, - RERNAR, 2- X -3- BRENA
B, R P, SR P, AU AU, I AU, AP ARUE, P AU, R R AU, R
A4S, 2- MOHIE, 2,2,2- =R OHIE, 2,2,2- =& O5HE, 3- ARSI, 2,3- “HAA
K4, 4,4 ST UL 4 BT AUE, 5 SRR L, 3- J -2- IR AL, 5 IR T AU, B,
6- ORI, 3- FEE —2- UM, BTk 1-3 Nk B i =R R IR A 1 [
PRV EBEBSCRE C g el s IR R U9, I, SUNESE . A e P sl 2 AR, 1%
HAREE RT LU AR R BAS R Y
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[0530]  HiLEY) (2) Hl&AEW (1) BRNVARTE S R T 8 A RIS O T R Bk

BT S IOATAE FIEAT o ZRNAE R TR A “ N A7,

[0540] 7 H RS 0 IR S A B 7K s AR e, it P I, COTReE, S TR TRE R0 T I s, A i

Rk CHE M S ToE, G — LT, Wb, VU SUMEA, B H T — PR — s — Rk R IR,

CTRF I R, i TR PR SR LW 5 i A, Wl f, S e, — S ke F P &4k

W SR, B N, N- IR ARG, N, N= 3% Z ke N— AR SN e i s — AR EAR, ;75

R IR — % s DL RO ey ) VR & 4

[0541] 5 F (R ¥ S ) AL 15 TEALER LL W 3R R, AR IR AN L IR IR s AT LR LE Wl R, 1R

ZIRCIRFN F R R

[0542] A FH (AL B A 1 S4B i 0k R 2 L Qs R, K R BT, B PR SV R R R 8L HF

4 JE S A ALY Le AU R A A, SRR, SR A A R

[0543]  FRERAPEAL G038 LA /D2 | BEIR, LIRS | B2 10 BER / BRI &)

(2) B . AR, BEn] LA FAb &4 (2) AR K A .

[0544] % VA FIHILIE AR KL 0 B2 200°C, IRk 78 K40 0 312 150°C FRINELE R 3T,

HHEAEL 10 20BN 30 /NI 5K

[0545]  Mb&4 (2) (1 R & 5 S EUR MR B IR BT, 18 7] LUE R IX AL &4 (2) (13

JERFISALEY (D .

[0546] 4 5t i A4S Gt ] DLGE I 7E 1S A T P FE AR AZAE T B A R 3EAT o

[0547] A H A% 55 B S8 0 A B K s SR S I, bL un PR, SN S TN IBE 5, B A IE b

FIER T s Mk, LU an —WEhe, PUSUeI , — CBEFI £ — g — Rk 1%, L 0 £ 1R L FEA S 1R

Wi s AR T AR PR ) bl an = R AR A s A s SRR R

[0548] ﬁﬁﬁﬁ’ﬂﬁé%?‘ﬂﬁ’];&fﬂ@%ﬁ%,%E%,%Eﬁ?i,’%El,zEMJc%EI,E%@%@,?EW%%WE{I‘JE’J

REW. EAFIIELLZ 0. 02 22 1 f5K46 &9 (2) EEEAH.

[0549] i J5US NI sz SVt B I8 0 24 —20 325 100°C, AR IEZ 0 3124 80°C, /A il A&

L3 10 MRS, RIVIEHFIEL 0.5 227 20 /MNP AR

[0550]  Mib&4 (2) 1 R &SI AR R EmT, tb &4 (2) nTLLE PR (1) 1
A VT R e FIAL BEAL A (2) A (1) R3S & AW A I 194k & sk i

RN T &Y G .

[0551]1  HIFPER (1) MM EIEHIR LSRN (A) AT FIAE R .

[0552] A7 FH 1Bt ot J AL 5 1 S 48] B i AR R S L G 5l R R 1- Sl S 251, Sl P R Sl 4L

IR T JE M. Wik i LA /b2 1 BEJR, AR S 1 BE/RBIZ) 10 BEOR / RREER M4k

) (2) FEMEH.

[0553] 1% A FIHLIE H 7EZ) 0 B2 150°C, LIETE iR B2 100°C (98 B T 1T, @

TEL) 1 B2 25 /NET N 5E o

[0554]  FHF DR (i) M%7 i s ) B 46 1 LL o AR, SR Rl . TR 7EL) 0 B4

150°C, ik iR Z) 100°CF AL 1 214 10 /N,

[0555]  FHAEACLGIFRMIE A (2) LAY nT LA 2 Hi il 4%, 49 Wnidi ot e S B 28 2 s 1)

ji?i H

[0556] [ MKk 2]
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[0557]

101
R101 R

i R102

R112 R112

(3) (2)

[0558] e R''\R' FIR™ fnbk g X

[0559]  tb&4) (3) HAbEW (4) 1 A an 5 B A w7 A O BREEE & IV h AE I8
JRFN A7 AE N AT

[0560] XﬂDﬁ&F tEY) (4) WHEURDL 1 BEIR /) BEERIMLEY (3), YLk UARXT
TAEY (3) MR KL & H .

[0561] 5 FH AW SE B A0 F5 K ARSI Lo dn PR, 8%, A i, T, U TR 2 —
B s O HRIRR L Wl FFER RN LR 5 Tk bb U — WK, DY SR, —Ee, o H B — FP kR — H
B — F R O T L A 2, AR RN R AR L AU b, S L e I R A s A
XS TR

[0562] iXJH ?‘UE’J;H?J@%HE%E%MDEIHE? s JUE T I < i LU 0 B R 5 S B SR )
Le andl S b g, JOE A, = SRR S AL i, SR BOX Se S LR SRR R &
Y s AL SRR SRR L 4l 22, A0, SR AL, AR SR AR AR

[0563] Y4/ T IR B IR e B ok 4 Jg 2k VR IR TS S N, 34 (PRRL RS 18 2 =3 31 29 200°C,
L) 50 BZ) 150°C o JRVIEFEFEL) 10 43080120 10 /NI P 58 . IR IR BT T PR i 4 e 26
PIEDARX TALED (3) IR KT AT H .

[0564] M5 AL JE 5 F AR I JR T, 335 A 119 s 0ol B 0 5 A 4 —80 B4 100°C, fiL ik
21 =80 FNZ) 70°C o NI H LEL 30 73 BPEIZ 60 /NN 5 R . S8 S5 L2 1 3
2y 20 FEIR / BEEEIRIIAL A (3) ARIEL 1 B4y 6 BEIR / BEEEIRIAL G (3) BAE .
JCH M S AL AR RS IE R SR, AR IR A A RS, b — 6, UM, —REke, S H
e — PP IR RT — T — PR K DL B 5 T 0 B An 2%, FR R — R R, BROX SE | VR A E s
?‘J TE R AR Z Hon] DL I, i = FR i, = ZJ& R N- 56 — S TR BE I, B n 43 19, 4

KT (MS—3A) F1 4A 245> F7F (MS—44A) .

[0565] A FH A AL S A IR TS SRME S 3 SRR B 5 s R 5 72 K24 =30 B2 100°C, Lk 4y 0
L 60°C T, fEL K EEIZ 20 KA, H HARIEL K TERIZ 10 4 KRR
W BRTEE S R W R R EL I R AR G I IAZAE N AT . ONVIEHTEL 1 227 12 /)
NS AL S AR ISR DAL A (3) BIZ0 0.1 22 40wt %, ARIEZY 1 22 20wt %
iE=<L P

[o566] [ e Viek 3]
[0567]

N_RIOZ
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/R101 Ifm
R113 HN\R102 (4) N—R102
N N
g{uz 1%112
(5) (2)

[0568] Lt R™' R FIR'™ WIbL B AT X R RO IETRIE SIS, 28458 AT e
— A MER S BRI SR I R R A IS, s R T

[0569]  fIZ bR IRIE AL AT F C, g Rt AR SA 2 AL A, S4B 6 FR B I AR 2, &t
MRS, e LA 2, T e A 0, R B i I S D A e e I AU o

[0570]  7EZRFR FARIERE — A8 MR B TR U I AR TR L 4 2 2 v LAl 1-3 > Bk
B RE C g e SR U IR R R R A28, R T e A ik, 08 P AR IR AU » () PP e R 40, 4
AR I R AR 2 S 2 SRR AR AL, 3— BN IR AR 2L, 4- SR IR A, 2- TR KTtk
WRAE AL, 3— TR I IR AR 4— TN R IE AR 2, 2, 3— ORI IE AR 2L, 2, 4 — R SRR
PSR RE A 2,4, 6— = I RE TR IR AR 5

[0571]  pi3% JiR [ SE ) AL 45 96, =, SRR

[0572] & (1) S54EY B) BIRNAEE A FIEHIP RIS IAFAE AT .
[0573] 7 FH I Pk ) A SR A0 5 7K 5 5 e s B s, FR 00— FR 28 s IR B 4 — 8%, 1Y
SR, IR b, 2 FAUAE S, AR TR e R s AR B SR,
A OKt, ARV EALRR AR FELL W PP, S, SN, T, SUT A 4 8 s IR R IR
LLan .18 5B EL U TR L ER AN TR PRI 5 I b 4 Y i A0 PR 3 R 5 &0 S ik, N— AR AL
MR, — AR, N, N— = FF 55 R R R 7S R SR IR 5 R e 51 TR S 4 o

[0574]  BEMEAL & W 1P S A0 TR B Rk LU Gk R B » ok T 0, 0k PR 5L » K TR 0 R e TR
i e B A ALY LE S, SR AN SR AATS WL AR LU I B R PR AN IR B Rk
&R S L i S AL AR S AL R B 4 e W B R A S S RN 5 & R AL L dn R A,
CEEANFNIE T B8, BUT B AT BEAR A HLAR L dn kg, mRMe, N- 428 — S N R %,
T RESEENE, = O, =, ZH 2R, N- IR, 1, 5- R XA [4.3.0] E
J#i —5 (DBN) , 1,8~ —H IR [5. 4. 0] +—H4s —7 (DBU) F 1,4~ —FH LWL [2. 2. 2] 2E4
(DABCO) s FIX Lei AL G R &) o

[0575] 4k&4y (5) WHELIR/DL 0. 1 BER / ARG (4, RIEZ) 0. 1 212y 10 2
IR/ BRI EY (D) MEAH .

[0576]  GIEAL G IR DL | BEIR /) ERIL G (4) , LIE4y | BEIR RS 10 B8
IR/ BRI EY (D) MEAH .

[0577] XS F RN, (G (4) v DR K E&A8 A, M AG I e &4

[0578]  m] LIKr a4 e i tb ), B dn Ak A AL B I N B S Y R G

[0579] SO AE KLY 0 22y 200°C, RIEAE KL 0 22 150°C KR AE N T, BHE L
5 4N EIZT 80 /NI Y 5E Ao

[0580] R AViE4k 4

22|
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[0581]
RIOI lTlOl
NH N—R102
2 RIOIX (7) U R102X (9)
_—

N N
I|3112 R112 1|z112

(6) (8) (2)

[0582] b R\ R' FIR™ Wibh BpTsE X, X RARKHRIR T

[0583]  4b&4 (6) Al (7) Z IR N LA R AL G (8) F (9) Z AN IR NAE 5 J b i 2k 3
Fintib &y (5) it (4) Z (B SN AR R 4 AR S AT

[0584] k&4 (6) B R Bk R Rox (1)-(14) . (17)-(32) F (40)-(50) Fr7R (KATAd]
SLHEIE, LAY (6) FLEY (7) 2 IR R AR IS G IR R - AERR AL S A AR A7
FEFT . R0, M A (8) IR s R'™ Fork (1D -(14), (17)-(32) F1 (40)-(50) At
INTATSE R, AL 54 (8) FLE4 (9) 2 1R S W AF I & I 5 P AE B AL & P A
WHIIAFELE F AT

[0585]  FITiZ = IS FIFIRR AL G4 H T LA S T I B 42 3 PR AL &4 (5) i
(4) 2 TR s . () TR A [ o

[05861  {HALF 1S AL FRAEAL A4 Bl a0 S FRAE, B (=T 2845 ) / W (R XFEAE ) 48,
WALEAR /2,27 — BRAERE , X ( =R RN ) 48, = (R XENE ) —48, [1,17 - R
(RS ) sk ] U (T DY ( =285 40 sBAZS L R-2,2" - X (=
RFEREFE ) -1,17 —BEZE (R-BINAP),S-2,2" — X ( —ZRFEMEFE ) -1,17 — BLZE (S-BINAP)
DLA RAC-2,2" =W ( ZZRFEMEEE ) -1, 17 —BEZE (RAC-BINAP) ;5% EAL &MU 4, 5- XL
( ZRFEBEIE ) -9, 9- I SEA A B AR A DU JRURN R — — BUT JEM 52, 2- W ( KSE
RIEGE CEE (imidazolidinylidene)) s FUEATRITR A o

[0587] AL &4 i LLA /2 0.5 BEIR / RREER AL &4 (6) Bk (8) , fLiEZ) 0.5 R
40 FEIR / BRI E) (6) Bk (8) MIEfF .

[0588]  {ALFIT] LIALA (6) B (8) I W HEAL B3

[0589]  {b&4) (7) F1 (9) 1 /3l LAz /b2y 0.5 BEIR / REEEIRIIAL A (6) 1 (8) 4L
Y 0.5 BIZy 3 FEIR / BEERINL G (6) F (8) AT .

[0590] X4 f7 WA M B 70 %18 B2 200°C, PLik /e S IR R4 150°C FIR & N kT, @
WALL 0.5 FIZ 20 /NP 5E AR

[0591]  “4b&4 (6) B R sk R Fox (1)-(14) . (17)-(32) F (40) - (50) Fr/m (ATAa]
SLAIN, (G (6) FLEW (T) Z 18] B R AR T8 A 9% 570 oh 78 B PR AL 540« WAk I 4
O TENAFAE N AT . U, U &% (8) I R™ s R FRoR (1)-(14), (17)-(32) H
(40) = (50) A7~ BT EE I, AL A4 (8) FIALE4 (9) 2 18] () S B AE 3 B I 571 Hh A i M
AW AL AR T 2 B AR AR S HEAT

[0592]  FI T i IS FAIFIRR AL G4 ¢ H AT LA S T I BB 42 3 Fs 4L &4 (5) il
(4) 2Z TR s . (A TR A [ o
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[0593]  MUAL VAR £ W 4 BT LLZY 0. 01 3 3 BEIR, R34 0. 05 B2 1 BER / &
JEIRIAL &4 (6) 8% (T) B

[0594]  AbE4) (7) A1 (9) 18 7t L2 /b2y | BEIR / BRI &4 (6) AT (8) , ik
291 34y 2 BEIR /BRI EY) (6) A1 (8) &AM

[0595]  IX b fz WA b I 5 78 25U B4 200°C, Mk 7 =M B4 150°C RS N kT, 18
WAEZ) 0.5 BIZ) 50 /NP 58

[0596]  4b&4 (6) B R Bk R Ron (1)-(14) . (17)-(32) F (40) - (50) B [EATAr]
S, (A (6) MG (7) Z 1A R NAEE A B R sk et & sl ( =/
SRR RS ) R T HEAT. B0, 15 8) R B R'™ F£on (D-(014),
(17)~(32) F1 (40) - (50) BT/~ HKTATEE N, 4L &4 (8) FALAY) (9) Z IR I NAETE A 1)
BRI AEREAL S ( =3 RRERERE ) KM E FEET.

[0597]  HFiZ R M RIE TR LA IR NS 2R 3 s AL &4 (5) Al (4) Z 1A MY
HEFIAHIA o

[0598]  FEGEAL G IE LI 0. 1 22y 3 BEIR, AIEL) 0. 1 12y 2 BEIR / RRERIAL G4
(6) 5 (7) K=

[0599]  fb&4) (7) 1 (9) 18 /it Lz /b2y | BEIR / BRI &) (6) A (8) ik
211 34y 2 BEIR / BEERIMLEY) (6) A1 (8) W& .

[0600] X Jz W AT Al Hb IE 5 7E KL 0 B2 200°C, fRIEAE K 0 B2 150°C i & T8k
AT, BHEAEL 0.5 B2 20 /M 5K

[o601]  HUk T LAY (7) 2R, a4 (6) Ftk &4 (1) RN =4 T LR
sttt &9 (10), iAZEY 8) -

[0602]
RlOl
IL_Rlol
( g (10)
N
}%112
[0603]  Horr R FHR"™ WLk EfrsE Yo
[o604] [ JR Vi ek 5]
[0605]
}FIIO
R101 m R101 N—R!!!
R
- (7G(W%b L, a2 N—ﬁ¢4<mwn
s Y
N o
N N
llquz 1_1{112
(1D (13)

[o6o6]  Frp R' A X Wbk B pTE S, R FRonand A (1) A e X (1-1) - (1-37) iz
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T IE A, RY AR 5 e A AR T AE—&, B A — DN ER 71 5-7 i
FIZLIREL, P 24 AW DLEAT 1 A3 B A SR Th I 24 5 7 IR BT i 1-3 ik
H N F) 2 P AR AR AR RS AR e dk 2R IR pe It 723 LAk
B 1-3 ANk 8RR AR G e S I BE A R AR5 s FrmtEme 2

[0607] b’ IR 0-3 HEHL.

[0608] W] EH —ANEN AL B A SECRIEE AR 1) 57 RIS 1 ANEUR T A
IR TR S A9 A RN g e I, R R, WIRWE 2, MR A, Bt AR KIS , Wk 255, v IR e 25 , 1K e
Pk, WEMRE I, S M L, W MeE I, S M MR e, S A Ao TR AT I M 2

[0609]  LiARHk 1-3 ik B AR IR IE ARG BESE s 2R IR GbE I TR R0 AT b
1-3 ANk B 5 2 R AR e A 2 R 2R A B B 2R 2 R me 22 rh 2 U R 2 3R 2
S48 04

[o610]  Hf 1-3 ik B EARIE ] s EBE B HE C g Bt s BRSO BE C o BEBESS s Hpfedk
SERIH Y HRE B RE C, g AR MRS s TE AR BA ML 1-3 Mk B = R 5 TR H B
BSTHE C g eI P I3k AR I 2R3 5 Atk e 5L 1 Hh 1) 26 [ AR 1 iR AW IR
[o611] i1 2- 454X — (1, 3—, 4—, 8K 5-) ML Fe 2L, 2—- 548 - (1-,3-,4-,5-, B 6-) WkHE
54— I - (1-,2-, B 3-) WRMRZE, 4- SR - (1-, 2, B 3-) WRPEZE, 4- 43 - (1-,2-, B},
3-) WML, 2- 2L - (1-, 2, 3—, 4—, B 5-) MLt 2- 3L - (1-,2-,3-,4-,5-, 8 6-) UKk
WESE, 2,4- & -(1-,2-,3-,5-, 8 6-) WRNEH:, 3- FEE - (1-,2-, 3, 4—, B 5-) MEMSLe 2,
2,3,4- —FE -(1-,2-,3-,5-, 8L 6-) WRIEH:, 4- SWEHRE -3- & -(1-,2-,3-,5-, 8L 6-)
Wk, 3— I —(2-, 3—,4-,5—, 8 6-) NHpRAR, 2- ZWESE - (2-, 3—, 4, 5—, B 6-) MGHHKAL,
4-(2- KILLH ) - (1-, 2-, 8 3-) WRMEESE, 4- (3, 4- &K HE ) - (1-, 2, 3-, 8k 4-) DRIEIE,
4= (4- AR REE ) - (1-, 2, B0 3-) WRMEIE, 4- (- SRk ) - (1-,2—, B 3-) WRIREZE, 4-[ (2,
3—, 8K 4-) mEmEZE - (1-, 2—, 8 3-) WRMEIE, 4- 2R3 —(1-,2-, 8 3-) WRMEZE, 4- F5 - (1-,
2—, B 3-) WRWEHE, 4-(3,4- &A% ) - (1-,2—, 8L 3-) kAL, 2- (4- AR5 ) - (1,
2=, 3=, 4=, 8% 5-) MEMSGEIE, 4- (2 FURIE ) - (1-, 2, 8 3-) WRIESE, 4-[ (2, 3—, 8k 4-) Htme
5 1-(1-,2-, 8 3-) WRIEHE, 4- HKHE - (1-,2-, 8K 3-) WRieJE, 4- 285 -3- ik - (1-,2-,3-,
5—, B 6-) WRIEIL, 4-[ (2-, 3—, B 4-) MEmEsE 1-2- 4 WE%: - (1-, 2-,3—, 5-, B 6-) WRPEIL 2%,
[0612] &9 (11) FLEY (12) Z AR NAES RNV EEE 4 Fraifite &9 6) 1 (7) 2
(i) 1) s R AH R (R 4 N kAT

[0613] [ RMVIFE4E 6]

[0614]
glo1 X R0l CN
I!I—f/i(R“’s) , Nfél(Rlos) ,
Tﬁ LA b T§ L A b
N -~ N
N N
llzuz llQuz
(11) (14)

[0615]  HAr R R b’ FIX WL EFrE X
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[0616] &4 (14) Bk &Y (1) 5& BT E S BRI P ERFINAE T
R il £ o

[0617] <)@ WAL ) S AR STAL B, AL, U, AL R 45

[o618]  HI T M (¥ FIAMEALTFI T LL& B 5 T RNV 4 4 Fisifieay (6) fit (1) 2
) 1R SN R AR LEAH R AR RT DAL E4 (11) [Rd s b A

[0619] & @ FAWMHE IR DL | BEIR / REERIALEY (1), IRIEZ 1 314 3 BER /
TR EY) (1) EAH

[0620]  Jso WA b IE & 7E IR BIZT 200°C, ML AE =W BNZ) 150°C Wi 3T, B 1E
29 0.5 B2 20 /MBS N 5E o

[0621] [ RMVEEEE 7]

[0622]
R101 R101 Rit4
/\/j (R108)b /\/j (RIOB)
L_S KN) R1B(OH), (15) A_S
N
I|{12 an
(11) (16)

[0623] LA R'™\R'\b’ FIX Wbk BATE SR FoRim (D) (1-3) L (1-12) L (1-14)
(1-19) + (1-23) . (1-30) A1 (1-31) Frar TR REE .,

[0624]  {bE4) (11) FLEY) (16) Z AR NAES RNV EEE 4 Fiafite &9 6) i (7) 2
) 1) s A [ () 4% R 84T

[0625] [ %%k 8]

[0626]
IFIOl R116 lrlOlTllG
NH e Sc=0 (17) N—CH—R'®
S .
EIIZ RTIIZ
(8) (18)

[0627]  FLrAr R™ R R™ anbh BT R RN KT, SRFARG PSS, P, bt k)
Fe s IR AR e 55, AR 2 8 EAT IR — A B IS S o 228 AR (1) = S B AR 2
Bt R A AR BE I, ke SR G e 3t R R AR T R e L. R AR S 41
A DUEAE— RS A BE2E, AT fE A (18) HIfil%E - (R CHR'™) (R™) 1 CHR'™)
(R™) o B JR T I8 S BRI 6.
[0628] fb&W) (8) k&Y (17) Z AW R NAES R VRS 2 FiosfI4e&9 (3) F1 (4)
TR SN AR R 45 ST, Rk &9 (17) W2 &0 1 BEIR / B RIGL A
Y (8), ik 1 2 5 IR / BEEEIRIA G (8)
[0629] [ S MVKZk 9]
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[0630]
R101 R117 R101 Ri18
l_f/l 103y | lfél 103y |
. (R*™) 4 N—g (R*™°) 4
Y == 3
N N
llzuz llqnz
(19) (20)

[0631] A R FIR™ WILL BB X sa’ 3RR 0-4 HEE R K@= (1) H e )
(1-1)=(1-37) FiIRMATMTIER, RY KRBT SR RS

[0632] fb&4) (20) WA (19) HIZKEREI

[0633] LAY (19) TERR IR MEAL G A AE N AEIE A I R o BE A RIS DL R
IK At o

[0634] 7 H %S 5 I S A FE 7K S AR 200, a1, SO, S TR PSRN0 T I s, a7 i R
R CHE M ST, T — M, Wb, VU SV, B H I — AR e AR TR R,
LPEATRE 15, 40 LR P EER L TR S8 5 i A, in i, — S ke, A LY &k
% s —FAEAA, N, N- — B BRI /S R S I — % 5 DA KO Sy IR 5

[0635] A FH BRI SE A0 15 TEWLER LL a0 R R, T FR N S0 IR IR 5 DL ACE WLIR LL W R, &
B2, =W SRR TR R anit AR 2RI IR o IX SO ] DL B s A8 o

[0636]  fRk Ak A 400 1) S4B A0 T 0 IR 2 LU LB R Y » B R A, Bk FR S A R BR U 5l &8
LAY L i E E AL, SEAL B A AR i SR S A L i S AL s L
FABE AL A o IX Ll PR A ] DL sk 25 A H

[0637] K S A A HhE 76 K4 0 B2 200°C, RIEETE KL 0 B4 150°C iR & ik
AT, B AEL 10 20Bh 3129 30 /N 5K

[0638] {L&4 (19) Eiliktb &4 (20) S (21) PRt &4 5N K fl4%

[0639] R'"™OH  (21)

[0640]  Hr R™ RAEHLEIE

[o641] T8 IEFEH THeL R N HI4&MHEH LAY (20) F1 (21) Z RS it 4k
A4 (20) F1(21) 2 [R) S8 AT BAAE TEALER 40 2h FR IR IR s B i AL W AR BE &, = AL
i, WAEALBER =SB AAAE N kAT . 1B QU UAEX &4 (20) BIIR Kit &1
Ho 12 N FHUE AR 0 B2 150°C, fLIELE KL 0 B 100°C HRE Pk T, WH

L2471 B2y 10 /NI 5E %
[0642] [ VK4 10]
[0643]
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Riol R120 R101 Ri21
llI—E;/i(RlOS) . &{\éj—(mos)a
:_iS Z iiig =
N N
1%112 &112
(22) (23)

[0644]  HA R™\R'™.a’ FIR™ Wil A2 X, R ROAMEHRLERIE R RNKHE I
17

[0645]  HHALAY) (22) W& G (23) (MR NV AR G B P AE S AL A7 AE N T

[0646] 5 F(KIVE 7 () L AL F8 /K s FE IR IR LU I TR R, ZTRFN = 90 £ 1R - T 4 PR N 2T
AR LL U S T S ot s R S R TR A4

[0647] H A KIEALFIR ER AT RIL T TR, I 4R, o =/ 4R, 7K FIR,
) — G 2R IR AN AL - R R T IR s I EALE s s R s AR IR AL LL W AR IR, T 4%
FRANAN B AR IR AR 5 S IR R LU A0 SR, B PR AN AT R AR R B s R L DY SR A

[0648]  AEALFIEHE LAZ /DL 2 BEIR / RREEIRIAL G (22) , k2 2 3] 4 FEIR / & FEIR
L&Y (22) HEfE .

[0649] % WVIHFEAEL —10 B2 150°C, PLEEL —10 2 100°C IR R AT, W 1F
291 B2y 10 7N PY 58 R

[0650] [ SMVE&Zk 11]

[0651]
RlOl RlOl
| |
—pl22 —pl23
—
N N
é112 f|{112
(24) (26)

[0652]  HAr R FUR™ @bl EATE SR RAREH — MR RIE T IRE R R
FONERIE FATEY — A8 ME R e BRI 2 U PR b5 SR RonE a3t b
FEIEAE— A B MR B B 2= 2

[0653] {b&4) (24) FIALEY) (25) Z MR NAES RNV IEEE: 3 Fiaifitb &) (5) 1 (4) 2
() 1) s N A IR (R 4 N kAT

[0654]  HIVEELS IFEIILAY (T) FALEY) (9) W LU ) sl 45, 9 g o DU R e W %
RFTRITT

[0655] [ R Vifk4k 12]

[0656]
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N~ TOH N~ ToRr'#

27 (29)
[0657]  Horp X anbh AT E X, R™ RAREH — AN EAN KRR T IR H eI
[0658] MQMNWMW&N@@@z@&ﬁ@%&ﬁ%%s%TMMé%GD%@DZ
[F) 14 s AR ) B 45 A T 134T
[0659]  fEMEUGIERIIL G (8) Flnn] LU Bl T RNV 13 st 7okl
[o660] [ S AVEKZE 13]

[0661]
(\ﬁ RIOB)a Q (RIOS)a
B} N
R112 ll%m
(30) (31)

[o662]  HATR™.a’ (X IR @bk EFTE o

[0663] EB%/\% (30) il sAbEH (31) B VA UNAE I SRR A7 AL T 2R3 R IR 15 4
AR IE A BRI AT

[0664] ﬁﬂ%ﬁ@fé%ﬂﬂﬁi%@%ﬂ( R EE L PEE, S8, AR, T, SUT AL —
B O S IRIRIR L G0 R AN 1R s Tk Lb G — LTk, DY SRR, — b, B H i — AR ko — H
B PR D5 IR b an 2%, BRI s AR B i U b, S S, SR Sk
Tk s FXLE IR A o

[0665] I J5 351 1) S A5 A0 435 i AL S A 30 JEr ) Ll G40 2, A5k, SR AL B, B R Ry P B S 55
[o666]  fiEAL A LI ISR LML A4 (30) B2 0. 1 2] 40wt %, P2y 0. 1 22y 20wt %
[

[0667] o AT ) b 308 b K ok 1 A S A i S AR BN N 31 [ N R e P ke b AT

[0668]  J VT 7E K2 =30 R 25 100°C, AL LE KL 0 R4 60°C HIVERE, Ej( THREIZ 20
ARAH R ERZ) 10 SRR AR EAT. RVEFEEL 122 12 /)

ISRy

[0669]  HIVELIAIERHAL G4 (3), (5) F1 (6) WI LA S iB i 9 dn UL BTz i) s Y 1% 2%
Feiil % -

[0670] [ VK 14]

[0671]
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125 125
. R12x (33) K
? ot
N N
H 1|2112
(32) (34)

[0672]  HAp R™ A X @ibh b ATsE 3, R RoREAMIE, R RORIGFEEF, 82 58, R Wikl b
JT i Mo

[0673] {L&4) (32) FIALAEY) (33) Z AR NVAEL LU E N Rk 3 stk &4) (5) Fl
(4) Z [ AR R R 45 R AT

[0674]  HERLHIEEHOIL G (4) Blann] DU LLR SO B2 BT n (1) 5 ok il 4
[0675] [ R AVi%%k 15]

[0676]

RIOZX (9)
RlOINHg - RlOlRIOZNH
(35) (4)
[0677]1 A R R'C FX nbh BT E X
[0678]  {b&4 (35) HHEW (9) MIRMNAES RN EEL 4 Finiitb &4 (6) 54&9 (7)
1) s AR [R] R 22 1T o
[0679]1 R'™ BAJETFHALEY (2), (8), (13), (14), (16), (18), (19), (20), (23) FI (26)
A DO EUE R N B 2R 2-11 BT (1945 OB e AR 4G IR R AL 54 (3) 5 (B) 5 (6)
(8), (11), (19), (20), (22) A1 (24) ¥y R, i X AESAF AL S W1E N L af ROk, JF L
155 NS 2-11 BT 8 S N AH [R] R 45 0F T LR SRRk s ok il 4 o
[0680] 4N SRAE S N R4k 3-11 BT (¥ s B A e S Ve i aq ik (A& (5), (6),
8, (11), (19), (20), (22) F1 (24)), FOLiFH AL EY (2), 8), (13), (14), (16), (18),
(19), (20), (23) A1 (26) A LLE A WIAES VLR 3-11 JT7s i I S AR R 12514
S S ER
[0681] W] DAAH FH ¥ A BEAT 43 B 10 e W # 2k 2-11 1 e P = AR AL &4 (2), (8),
(13), (14), (16), (18), (19), (20), (23) Bk (26) VEN VL 1 1) 5 Hp AR 46 IRk
Hl AR LB G (1)
[0682]  FJ LU S B YR A b o B AN PR 4B AR 3 UL b R B R R 3R 10— H RRL S, 11
Wi, TR H I NAR GG » AT W a0 it 38 S IR 4a VBRI 2RI 73 B R 7, 20 3 ORI R 7= 4,
SR I PV WA (v 45 i 2 R bR UME SR 40 T P B 4R S N =4 o
[0683]  MRFEAKRHMIER (1) ALAEWEFE SN AR R AR R,
[0684]  {EACIAALAWFIA KR BHET B B it 544, BA — A2 A ibE 2 F R 2
A3 TR0 58 1) ] 25 FH R T Bk o SRR IR 1) S0 A0 4G 3R 1R, SUIRIR , il IR, TR, W R A1
HE TR ;s FRAR, X FABR, OIR, Fr IR, WA R, DKRIR, & DR, ¥ R, LR
EANRES,
[0685]  {EACIALAWFIA KA B Bt it 594, A — ek 2 AR PRI F R £
A TR ] 25 YR ST e o IX PR AL S 1) S L FE S AR AL, &
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AR, SRS, BRIER A, TR IR, TR SV, TR IR A 555

[o686] ‘A 4b, A wHIb (BIaKEY), LB ) IR — N A AR R G
HEYAH AP X RE A AN — B .

[0687] LUt B & A AR B 4k & WA ik 2 1 43 (R 2500 35 o

[o688] X Fir 25 4y il 71 A ik SR A FH B A6 R SRR/ B ) 49 i TR, 3 2 )
(extender) il 4571 TR T 3R AA 1) 2 T e 910 S 9 910 S5 A B (494 B 0 T i) e A v
29 IR 3R AT o

[0689] XA 2SI T 2T LR G T B NS B A e P, s R sl €048 F 5l
2L KA WV R TF U LV UK, B BETR, A, v S 7)) U, BV ) 5 %5
[0690] 4 T JE R 7, i LIAE 45 Fh 0 B9 0k, 9 o 4% - SLBE, FOdE, SUA0h, AR,
PR 2% VERY, DRIRAT, (mil8 &, &5 i 41 4k 2 F LS B 57K, S, T, 7408 2K, 3 5 0 vy
T VERTHS I, B CHS, R FAL A o 22, S, AR AP 4 25, BRI, 3R LNt g Be i F L e
K50 Ve R, Mg B BR N, B IR R, AT 2 0k, Bk IR SN, IR AT , ZR 4R LA I /K L B
Bt () i 10 BRI » 1 e SE A R B, B T IR i — TR, S, LA RT L e ) s R, BRI
A] AT IR, A R L AR D A s 2R, T e B R A R e R A R s H I UE
RS IR Ve Ry, FUBE, mid A, B 4, B A RERR AN s W 5 5 1Ak v A R, Tl IR
R I, RN, 58 & — BE AL e 7 s S 5.

[0691] X by SR $% 7 2 mT LA H R0 (b 4, DA SI28 B8 b 4 v » BB A 37, W
A R, WAL A R, RUZ B 2 7 A

[0692] 4 T B2 M, T LIAE FH 45 b 0 B8 0, 9 o 4 < 20, SR, ek, T al i,
SATE D, =0 o, A AL R TE R s Bl RAR A o, SRR, B, SRR IL R 45
) s BAGT 20, BIRAIL S ) s 5.

[0693] & T JE R, W LA 5 Al O 0 i gk, 49 G B gt < 38 & I, W AT, e
R RIS BHRG, 216 i H T RS

[0694] A T T Ay S ), W v FLIR BB UK B DLk i e 5 Iy 598 . w] AR %
Bl NI T2 A% (AR B )R Tl 28 VAL LV BB VR o PR B R 1) S B K, L
N, RIS IR EERE, 284k (polyoxylated) FidiIREEEE, A4 £ 4 i 7K (L Y
B ) T DT PR G 55 o FEIXPRE DL 5 A 29 50 AT DL A7 A2 DA £ SEv8  v ) == 1R S Ak A
AR ECH M, FF ELAT DL A U 3G ) SR 0h R, S, iR SRR R
), B3 ), BRI, BT, A/ B ).

[0695] A< BH (AL A0 AE 2 M350 A ) LA e BR a1, mT A S8 v Bl s 2 e e iR
IR & 1-T0wt % RS R BRI 54«

[06961 A BH 2447 il 77) ) &5 245 3 A2 8 A B2 o, 42 vl 37008 Jed o ) 500 7 3K s AP 18 A
PEA R R R & A R IR 28 2. 040, i), 250, ST BTV LV, SO RN I B
AT LACUIREA 2 AR 75 2L, 3 560 500 mT DA R Bh g Ik o 25 24, B PR Y S0 080 a0 7 280 008 s L
ARSI IRA o Tk 2R 25, BOPRARL A 5 R ST VRS BB I P v #
FIE N2

[0697] 254l F5) (1) 571) 2 3 B AR 408 450 FH U7 92 < s A8 0 ) 2 1) 7 SR R L e
SeA ke, 229 0. 001 247 100mg/keg A / K, ik 0. 001 3 50mg/kg AHE / K, 4%
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—IRE R 2
[0698]  [AI 0 7 ARG 25 Foft 4 F 10 502, /s 1 BB e Tl 570 ] RE e A2 06 1Y), B0 M DA,
LORT LA BT ) &

[0699] [ A/ BHIMALAR ]
[0700] A% BH R IEE R BE Ak S 4 HA J i —Fb P R El =M iz G R 5- R talie, 2k
W, Z B ) BRI .
[0701]  {EVE PRSP EARSN L0 55 O N I A B B B B 1 1k R4k & 0 AH Bl Ak B
(R s etk & 4 5l 7w HH B I B SR PR 0 I =P B fi 2 — R TS 2k o FE P BT AT
W, 5 E A B R EE PE B A AR TG, AR R B R R B AL S At s B
B B v R BRI P IR = R i 2 — B RCR
[0702] AR BHIFIALE AL S bL S AN BTINAR 25 B s By e
[0703]  BMdAEAEHAZA 252 5, A B IS e Ak & 4t s R 98 VA T 2808 .
[0704] A& B AN s e AL A 40 A AR 5 0 AR A 0 FH 26, AR /DS 140 R PN A i 35 1, 1R
NTEIER, 5 HARR 24
[0705] A% BH IR L Joe Ab A 0 A FH T Bt e o T 25 1 /) BB E i DR S / BRI
B HARBR IS I o A8 B IITERE BE Ak & 00 T 0t e Hrm AR 25 19 K R s aE i vk e Hh 4
o HARBR IS 1 A8 B IILERE BE Ak & 00 T 0t e HLam AR 25 IR i~ SR AR iR AR Y
Wl s AR SR IS
[0706] A< % BH R REL I Bt AL A 0 A8 /D BROK B HE 2 AT W R 56 A& T 42 12 Bl N R S
BT IR 2% A R PE RO ) Al B s H R S v 1
[0707] AU BH MR BE A A 0 BAT H0 ) — Bl P phEk =R i (g 5- Rk, 2 F
RS, 200 BEERSCR, I A 8067 H b- Rk LS R REE B
PR AR 356 ok B 5 AR 1) 45 B 0 o
[0708] X v g 1) S 461 A K ey af s, FASE (90 dan, = BEPDAIIEE , 1 28 X0 o) 2 i 1, 2
TR ) PE R, VR R M R AR R ARSI IE , PRSI B, AR H R ARAE , 22745 PR IR AT,
7 JE PARAE » AR R NNARIE , 5 PR B AR RE, X HEFIAR / 48 M JARIE , XCE HPAR,
WIAE S K TG LB B i, TR A Y A5 R85 JIARAE 5 b 25 i B 2 B 4 2 2 £, FRODR IR 2
WOR , B 55 IR AL RE TR 8B 0T, BT K AR B, 15 2 RN FLERA0E, 1A 4 2R I » Bl JR 2K g
PR PG, M P I B P 18 9 5T SR A RE R RE 1 R AR E 5 FPAE JARAE , = S AR
i, ) LB AT AR DAIIE , 2590 a0 TP 5275 K IO SIAIRE , 1T e S5 R B PIARIE , R 1Y 4G
FRBETE, B P SR (B, sh s (kMG , i gy, P 5 ), 0 i 2%
W OBk b, JR O ), W RE (5 EIRDhEE JCEE (hyperfunctio) , & 5EHR
(exophthalmica)) , WEWR ] A (W M, 18 1k BHL ZEME B 08 ) 5 R AR 1, 4 BHAb AR JEOE, &
PR 0 i, B A2 PR 2R T S A 2 28 M i N TR SR 2B ) 5 A0 i LR B, S N ISR
A, MR N BT, B RIS T, AL GRS, DR RS (9, A 28 PR IR e Fl Bk
B nervosa) , JERE, AL 22 S AREIE (4040, RS » drmT s, Wy PR, 2R L LU 2, RARR R — A&
), BEERME ST, ISk, PIRIIE , BT /R P BR G , BR3E — DR AE , Ve , 102 BEhG (4
T, PR, SRR R R 2 A N 2538 (ARCD) ) , MA4 2R ECom (484, Fi 4 2% BS 0 5 R 1
JRIR, PREE 22 8 2015 R IR ICER G, IR R IS s G ) , )i (i, sfEfLE
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I ), M EZE (U, RN M@a A 2R 48 ) » M EILSF R, B IiEion (R fkiashm
IR UATT T HIAZAL ) S KA ZOE BB R SR B0E, e AT SR G AL, T YENURER B, I 0 PR IR ok
55, ZRMEHISIAE, B AR, RE, JIMEHZE, VE R D S Z G s o aE (PURIRIE ) 181
RAENE ST » B IR 57, 48], BENRE PR SR A S (I RRAT %)

BARKHER R

[0709]  DATF bt BH il 28 S 5]« 2 bb St Aa] < S 491 R0 245 ) 238 56 o

[0710] i S jfe) 1

[0711] B ARKIAILEY (100g) \40g Avicel ( Fifhi4%, Asahi kasei Corporation 4
7))\ 30g FoKVE R A 2 RERERELVR &, BB, AR S5 48T FH A T-BHA 3Rl i) 10, Omm ELAR IR Sk
FE R o IXAFESRAG I T A A AR A, T & o i IR 04 v 711, B FH e e
AKFIELFE 10g 1) TC-5 ( 7 i %, Shin—Etsu Chemical Co.,Ltd., R NIEPILLT4EEL), 3g I
B L2 (polyethylene glucol)6000,40g [ B bR LA IS & 1 L1

[0712]  Z:LLSCfd) 1

[0718]  3-[(3,4- &AL ) —(4- FacdE ) 20 ] mbng e —1- FRIRAUT ZE/8 115 il
[0714] & AL4h (0. 198,60 %, 7R ) IR 10mL [ — F EHH (DMSO) 1, FF7E 60°C
TEERE NI B, 1 0g 1 (3,4 ZHUREE ) - (4- RS A ZNZIR G, IF
16 60°C TR HFE—/PIN o 15 2. 0g 13— ( 2K —4- TREEAIE ) bt —1- FRIRALU T JE1E
1) F S AXGS VR W Hb I N BINZTR S0 R AE 60°C FHEdE 15 /Do i LR SBE AR KR
PR o AR5 FHZKTE VeI, PR R T o FH Vol Hs TR HA 1), Ak B 3 i Ak Jec A JE AT
(IECHE : LR CBE= 20 :1) RFE4l. A B MRS R, M ERTF 0. 29g HIAE AR
(1) 3-[(3,4- ZGUREE ) - (4- WoREE ) 258 ] MEngbt —1- FRERBUT ZElE.

[0715]  'H-NMR(CDCI,) 8 ppm :

[0716] 1.43(9H, s),1.74-1.92(1H, m),2. 04-2.22(1H, m), 3. 10-3. 35(3H, m),
3.61-3.85(1H, m) , 4. 31-4. 48 (1H, m) ,6. 42 (1H, dd = 2.9Hz, ] = 8.9Hz) ,6. 67 (1H, d, ] =
2. 8Hz) ,6.90-7. 22 (5H, m).

[0717]  ZLLsLifs) 2

[0718]  3(S)-[(3,4- —RUREE ) AL ] MMt —1- FRIRAUT SRR )5 ik

[0719] & 4k4h (0. 36g,60%, /R ) MR 20mL [ — F AL (DMSO) 1, H7E 60°C T
PirE—/NiE o BEJS, ¥ 2. 0g 1 3, 4- 5K - RIZMARZIREW T, FFAE 60°C T s —
/NI BT 1L 5g 19 3 (R) — AR GERa LA ANt s ot —1— BRI BT ZE MBI DMSO %V 28 Wi il A\
FNZIREGWHIEAE 60°C N HiHe: 15 /Mo 1 LB SBE IR NS, SR 5 FHOKIE B I W
W, IR BT . R ), s @ i I E 0T (IEC R : SR S lis= 20 -
1) R¥E4E. PR e MR, RIS 0. 13g BRIt e e 4 3(S)-[(3,4- =
FURTE ) — ARIERIE ] MMt —1- RIRAUT K.

[0720]  'H-NMR(CDC1,) & ppm :

[0721] 1.42(9H, s),1.73-1.93(1H, m),2.05-2.23(1H, m),3.10-3. 36 (3H, m),
3.61-3.83(1H, m) ,4. 33-4. 50 (1H, m) , 6. 48 (1H, dd, J = 2. 9Hz, J = 10. 3Hz) ,6. 74 (1H, d, J
= 2.8Hz),6.96-7.07 (2H, m) , 7. 16-7. 34 (2H, m) , 7. 35-7. 46 (2H, m) .
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[0722] L siiifsl 3

[0723]  ((S)—1-FEFEMEMEHE -3 56 ) - (3- AT ) FLIE K

[0724] 4 &A1 2.2g [ (S)-1— % & b & k¢ -3- £ Ji (12. 5mmol) , 2. 2g [ 3— IR 5L K
(12. 5mmol) , 0. 31g ) 2, 2— XU ( ZRFEMEHRE ) -1, 1-BEZE (BINAP, 0. 51mmol) , 0. 14g FXL ( —
FXIEAET ) 4 (Pd(dba),,0. 22mmol) F 1. 3g AR T EEN (13. 2mmol) ) R 2R RAE [R13
FRERRF A I 3 NI o K s N BE CARR 2L ANE VI, B LR SRR B 38
o DMEAE W = o A NLE FZKIEYE, TR0 T 1 HES R, 5% B Al i ik Je A 2 Aol d 4l
(IECKE : LR ATE= 20 :1 — 1 :1) o RPN HPENOE R, I3RS 3. 0g ot etk
((S) -1 FFFEMEME Bt —3- FE ) - (3- |AEE ) Jio

[0725]  'H-NMR(CDCL1,) & ppm :

[0726]  1.59-1.78(2H,m),2. 21-2. 38 (1H, m) , 2. 39-2. 50 (1H,m) , 2. 55 (1H, dd, ] = 3. 3Hz,
J=9.7Hz),2.71-2.85(2H, m) , 3. 63 (2H, s) , 3. 90-4. 10 (1H, m) , 6. 24 (1H, dt, ] = 2. 3Hz, J
= 11. 6Hz) ,6. 29-6. 41 (2H, m) , 7. 02-7. 11 (1H, m) , 7. 21-7. 39 (5H, m).

[0727]  Z:LLsLiiffsl 4

[0728]  ((S)-1- "REEMEMSE —3— 55 ) — AR & ik

[0720]  $% M 23 G S 9] 3 [RIAE K 7 %, AT H (S) -1 "R FR b g —3— JEZ AR 28 6 i
((S)—1- "REENERg BT -3 ) — AL

[0730]  FREHMEY R

[0731]  'H-NMR(CDC1,) & ppm :

[0732]  1.56-1.78(2H, m),2.22-2. 39 (1H, m), 2. 41-2. 58 (1H, m) , 2. 70-2. 84 (2H, m) ,
3.63(2H, s),4.01(1H, s),6.57 (2H, d, J = 8. 5Hz) ,6. 64-6. 73 (1H, m) , 7. 11-7. 19 (2H, m) ,
7.21-7. 36 (5H, m).

[0733]  ZxLbSLjifsl 5

[0734]  ((S)-1- FIEMEMEHE —3— 55 ) - (3— AT ) —(4- =PRI ) L6 ik

[0735] & 0. Tg 1Y ((S)—1-FFFEMEMEHE —3- 3L ) - (3- L AZE) % (2. 6mmol) , 0. 59g [
4= WIRFEEE=H (2. 6mmol) , 65mg ] BINAP (0. Immol) , 23mg [ Z B4 (0. 1mmol) F1 0. 28¢g
[RIASUCT BN (2. 9mmol) 7E[PIAL T AE BT N 3 /NI o R S N VRO BB DU BR 25 AN )
T, ¥ SR SERRACIMA RIS, DMEATEE )2 o ARG KB A NUZE , I ER B T4
TEJRH T 18 ), i A E e aik B (IECHE : SR ORE= 20 :1 — 10 :1) . 1
TR T RS 35, AT 3RAS 0. 48g HITGEIHPIR ((S)—1- FREEMEMS It —3- 25 ) - (3 H K
) -(4- =H PRI ) .

[0736]  'H-NMR(CDCL,) & ppm :

[0737]  1.82-2.01 (1H, m),2.17-2. 31 (1H, m),2.61-2. 78 (3H, m), 3. 45(1H, d, ] =
12.9Hz) ,3. 64 (1H, d, ] = 12.9Hz),4.55 (1H, m), 6. 78-6. 86 (3H, m) , 6. 88-6. 96 (2H, m) ,
7.19-7. 36 (6H, m).

[0738]  ZxLbLsLjiffsl 6

[0739]  3(S)-(3— 5 —4- WARFEZIE ) Mgt —1- FRIRBUT FEBE Ak

[0740]  7F 50mL K15 5. 0g [ 3 (S) — Z FEMEMS 5t —1— FRIRAT ZEAE (27mmol) H1 5. 7g 1)
4= IR —2- A -1- ®AZE (27mmol) YR RVEW PN 1. 7g 1Y BINAP (2. Tmmol) , 0. 30g i &
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M4 (1. 3mmol) 1 3. 5g HAUT B (36mmol) o FFZIE-A WAL FAER A I 8 /)
INF, SR SRR EN B = B A B S NV, 5 SR SRR o 78 B B A T Ay Hs
WA Ja, ML HEERAEENTRERAL (IE Ok : LR ABE= 4 :1) FREW) . EHJE N1 35,
YRRV SR PSS, NITERAS 4. 76 BT A EMNIR 3(S) - (3- &l —4- FARER L) mEig
ft —1— IR T 250G

[0741]  'H-NMR(CDCI,) 8 ppm :

[0742]  1.47(9H, s),1.78-1.96 (1H, m),2. 10-2. 28 (1H, m), 2. 10-2. 28 (1H, m),
3.11-3.30 (1H, m) , 3. 30-3. 56 (2H, m) , 3. 57-3. 79 (2H, m) , 3. 85-4. 03 (1H, m) , 6. 38-6. 47 (1H,
m) , 6. 60 (1H, dd, J = 6. 0Hz, J = 2. 9Hz) , 6. 90-7. 00 (1H, m).

[0743]  Z:Lbsgiifsl] 7

[0744]  3(S)-(3— 5 —4- WARFEEZE ) MEMEHE —1- FRIRBUT ZEBE 1A Ak

[0745]  [W] 50mL 155 15. 0g 11 3 (S) — ZIEMEIE Kt —1- FRIRA T ZE Ml (80. bmmol) 1 24. 8g
1) 2— & —1— # —4- WACA (96. Tmmol) [¥) 57 BRI IRAN AN 1. 54 BIMILAR (T) (8. lmmol) ,
9. 0mL ] & B (10. lmmol) F 34. 2g (K@ PR A (161mmol) , JF H 7E & AU [H1 I # 46
NI o SN VYA E B E L AT B ORI gk RS T RAR A 2R &
BEVE UL, VEVRAIVE I — AR s N AR, bk B i i A E M4l (IECkE 2R S
Bg=4:1). EMJE FHER R EYMN = OB 450, I3RS 15. 9g 9 A Eokrtk
3(S)—(3— & ~4- WAKEZIE ) Mg Hr —1- RIRAUT FEME.

[0746]  'H-NMR(CDCl,) & ppm :

[0747]  1.47(9H, s),1.78-1.96 (1H, m),2. 10-2. 28 (1H, m), 2. 10-2. 28 (1H, m) ,
3.11-3.30 (1H, m) , 3. 30-3. 56 (2H, m) , 3. 57-3. 79 (2H, m) , 3. 85—4. 03 (1H, m) , 6. 38-6. 47 (1H,
m) , 6. 60 (1H, dd, J = 6. 0Hz, J = 2. 9Hz) , 6. 90-7. 00 (1H, m).

[0748]  ZxLbsLjfhl 8

[0749]  3(S)—(3— WUIEAIEAIE ) MLt —1- FRERBUT ZEME A %

[0750]  [o] &% A7 2. 82g 1) 3(S)— 2 ZE ML s ¢ —1- AR IR A T 25 B8 (15mmol) F 1. 82g 1
3= ¥RFNE (10mmol) 1R ZHEE (TmL) ¥%0 68. 5Smg [¥] BINAP (0. 11mmol) , 22. 5mg 1] £ FRAE
(0. Immo1) FH 3. 91g MIAKkIRE (12mmol) o W IZIEREWITEII FAER A T 8 /). 78
A EN B2 G BRI B S NS, i S AR B o 75 P R B T 5 R il e vk 4
5 BRI AT E TR AE (IE O LR AR = 4 :1) o IR B Ral™
VIRAR 2 T8, AT RAT 1. 56 VR B (R IRIV 3 (S) - (3— FUIE AR IE 2L ) Mg bt —1- FRIR
BUT ZEMR

[0751]  'H-NMR(CDCL,) & ppm :

[0752]  1.46 (9H, s),1.8-2.0(1H, m),2. 1-2. 3(1H, m), 3. 1-3. 6 (3H, m) , 3. 6-3. 8 (11, m) ,
3.9-4. 1 (2H, m), 6. 7-6. 9 (2H, m) ,6. 99 (11, d, J = 7.6Hz),7.23(1H, dd, J = 7.6Hz, ] =
8. 4Hz).

[0753]  Z:Lbsiiifsl 9

[0754]  3(S)—(3— G —4- MAEZERILZIEL ) MENEHE —1- FRIRBU T ZE/R 115 Bl

[0755] [ 5mL [R5 0. 20g 119 3 (S) — G IEMEME 4 —1— BRI T JEAE (1. lmmol) F1 0. 238¢
[ 2- 50 —-3- YRE A B (1. lmmol) [ AR 2RSS N 67. Omg (1) BINAP (0. 1 1mmol) , 24mg (1] =
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TARSCEETAER ) AR (0. 027mmol) AT 144mg FIBUT BEEN (1. 5mmol) o K iZIR EWERS
SAHRAE 100°C T [RIFUMFA— /N fEA IR 2 5, P e e i 8 R NS . 7E
RS T 18 VR, R B Al i R A E MR Al (IE O : PR GBE= 10 :1 — 3 :1) o 1EUR
JE TR Al ik 4n 25, AT ERAT 0. 28g IV (4 J0 e T B 44 3 (S) — (3— &l —4- F4 Ak
ARIEFIE ) MEMELT —1- FRBRBUT 1R
[0756]  'H-NMR(CDCIl,) 8 ppm :

[0757]1 1.47(9H, s),1.80-1.90 (1H, m),2. 10-2. 20 (1H, m), 3. 10-3. 25 (1H, m),
3.38-3.75(3H, m) , 3. 83 (3H, s),3.92-3. 96 (1H, m) , 6. 47 (1H, dd, ] = 2. 8Hz, ] = 8. 8Hz),
6.67 (1H, d, ] = 2. 8Hz) ,6. 81 (1H, d, ] = 8. 8Hz).

[0758]  ZLLsLjif 10

[0759]  3(S)—(4- FRARZEARIEZIL ) MEMSE —1- BRIRAUT ZEMR A K

[0760] [} 10mL I35 0. 28g (1) 3(S) — (3— & —4- L ARILZIL ) LMt —1- FRIRAB T
FEME IR SR WA N 0. 2mL (1) 5N AL BIATERN 0. 1810 %648k o AL 1T IR AE iR AR
JE 0 CHEE) FEHT. e ZE ) Refd e 1 1 98 s s R DR R ik4a . A A BI5%
M, BH S PN HRR BT AT, fEms T i 215, N 3k4T 0. 25¢
(R T E TR 7 3 (S) — (4- FIAREE AR IR ZSE ) Mgt —1- SRR T 250G

[0761]  'H-NMR(CDC1,) & ppm :

[0762]  1.46(9H, s),1.79-1.88 (1H, m),2. 10-2. 22 (1H, m), 3. 12-3. 25 (1H, m),
3. 30-3. 52 (3H, m) , 3. 60-3. 75 (4H, m) , 3. 88—4. 00 (1H, m) , 6. 50-6. 58 (2H, m) , 6. 72-6. 80 (2H,
m).

[0763]  ZxLbsjfifsl 11

[0764]  3(S)—[ X —(3— HAKE ) 2 I ] ML bT —1- RIRBUT FEBR KI5k

[0765] [ 10mL [ 1. 0g 1) 3(S)— & EEMEME Ft —1- FRER A T M8 (5. 3mmol) F 2. 3g
1) 3= ¥R —1- FARA (13mmol) ) A VSN I 32mg (1) VU SRR « =AU T 250 (0. 11mmol),
24mg [ LTRAE (0. 11mmol) F1 1. 5g HIBUT BERN (5. 30mmol) o B iR GWTERII FAEA S
AP 8 /NI FERHIBIEIR G, AN B VD, B IR SRR . 7R
FRAN TR A TR R 46 2 i, TR B AR B i Bk JE Mok R4 (IE ke AR ATE=4:1) .
FEVRE N R4 = IR 4 2 T, I3RS 1. 56g 135 (PRI 3 (S) - W - (3— FARIE )
A ] Mg BT —1- RIRBUT AR

[0766]  'H-NMR(CDC1,) & ppm :

[0767]  1.43(9H, s),1.78-1.95(1H, m),2.02-2. 26 (1H, m), 3. 12-3. 39 (3H, m) ,
3. 65-3. 83 (1H,m) , 4. 35-4. 51 (1H, m) , 6. 61 (20, dt, J = 2. 1Hz, ] = 11. OHz) , 6. 61-6. 68 (21,
m),6.77 (2H, t, J = 8.0Hz),7. 18-7. 31 (2H, m).

[0768] L sLjfs] 12

[0769]  3(S)-[ (3,4~ &AL ) — WEMp: —2— (AL T MLt —1- FRERBUT ZERE R A K
[0770]  [r] 150mL [ & 20. 0g 1) 3(S)—(3,4- R IRFLEFE ) Mg be —1- R T %
fis (60. 4mmol) 1 15. Og ) 2— JRWEME (91. bmmol) ) A RESHE A N 1. 86g [ VU AR « —
AT FEWE (6. 4mmol) , 2. 88g [ = ( =R XIELNE ) — 48 (3. 15mmol) F 11. 6g KA T BEHH
(120mmol) o KHZIRGWAEINA FAER AT I 9 /NI o 4 S NVES IRV HI 3B 20, AT 3%
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FiprE R g, B AN BIUEE P, B LR SR A6 B FR A T R s R IR 46 2
Ja BB YAR G B R AR E TR R (IECHKE : LR OB = 4 :1) o fERE NI
W 2, NIRRT 7. 94g BB kR IR 3 (S) -[ (3,4 GUREE ) — MEmk —2— JLa 0k T it
WAt —1— FRIRA T S5

[0771]  'H-NMR(CDCI,) 8 ppm :

[0772]  1.43(9H, s),1.83-2.03(1H, m),2. 11-2.35(1H, m), 3. 18-3. 42 (3H, m),
3.73-3.87 (1H, m) , 4. 97-5. 09 (1H, m) , 6. 53 (1H, d, J = 3.5Hz),7. 14 (1H, dd, J = 2. 5Hz, J
= 8.5Hz),7. 22 (1H, brs) ,7. 39 (1H, d, ] = 2. 5Hz) , 7. 56 (1H, brd, ] = 8. 5Hz).

[0773]  ZLLsLif 13

[0774]  3(S)-[(3— & —4— WARIL ) MEBE —3- FLZIE 1 MEng e —1- BRI T ZE/E 115 ik
[0775] [} 10mL KI5 1. 0g 1Y 3(S)—(3— &l —4- FARIEZIE ) MEmst —1- RIRALUT JEHE
(3. 2mmo1) F10. 75g [f) 3— YRALIE (4. 75mmol) ¥ F ¥R AN bl 50mg [ 9, 9— — 3k —4, 5~ XL
( RFEPEEL ) % E (XANTPHOS, 0. 09mmol) , 21. 4mg ] LTR4E (0. 10mmol) F1 11. 6g KA
TR (120mmol) o KHZIR-A VIR N AR TR TN 9 /M fEAHIRIE R S5, A
IR L JE RIS B A BIIEVE T, B STR SRR B 1 R B R Al -1
IR AR 2 5, ARG I AL E TRt al (IECKE LR ATE= 1 :1) 5WY. fEmE
TIRATIZAL AL ), MERTT 1. 14g ks LR 3(S) - [ (3— & —4- Ak ) mbhe -3- 2k
L ] Mg E —1- BRERABUT ZERE

[0776]  'H-NMR(CDCl,) & ppm :

[0777]  1.43(9H, s),1.79-1.98(1H, m), 2. 08-2. 29 (1H, m), 3. 12-3. 41 (3H, m) ,
3.65-3.85(1H, m),4. 38-4. 51 (1H, m),6.83-6. 91 (1H, m),7. 00-7. 23 (4H, m[ £ #&
7.04ppm(dd, J = 2. THz, J = 6. 4Hz) 1) ,8. 14 (1H, s),8. 22 (11, d, ] = 4. 4Hz).

[0778]  ZxLLsLiffs] 14

[0779]  3(S)-[(3- & —4- FARIL ) FROFEEIL 1 MEngdt —1- RIRAUT FE/EHI 4 %

[0780] % 3mL {1545 0. 60g 1) 3(S)—[(3— &l —4- AEE ) 205 ] MEMsfe —1- LRI T 2%
fig (1. 9mmol) 11 0. 56g FIMA M (5. Tmmol) 1) LB WAL =3 NIkt &, IR E W
hn L. 21g = CBESEMEALEN (5. Tomol) , 2 JG#E S FHidk 8 /M. K & ke A2
SRR 5 A VP 7RI R ik TR S A /K VR W, 2R 05 FHAR PR BT o BRI HH %
7], e W B AL ET (IECHE : LR BE= 10 :1) R84l EWE T WL =Y i%
HVEF, I3RS 0. 24g I EIR 3(S) -[ (3-8 ~4- WAL ) R OFEIE ] gkt -1- &
FRABUT 5.

[0781]  'H-NMR(CDCL,) & ppm :

[0782] 0.81-1.32(6H, m), 1.44(9H, s),1.60-2.00(6H, m),2.79-2.93 (1H, m),
2.98-3. 10 (1H, m), 3. 16-3. 31 (1H, m) , 3. 35-3. 70 (2H, m) , 3. 35-3. 70 (2H, m) , 3. 85—4. 07 (11,
m) , 6. 85-7. 13 (3H, m).

[0783]  ZxLLsLjiffsl 15

[0784]  3(S)—[(4- FRIEARZL ) - (3— T —4- AL ) 2058 ] Mg EE —1- BRI T LRI &
F

[0785] [l 1. 7Tg B 3(S)-[(3— F —4- WA 4E ) - (4- LA AERIL AL ) 258 ] kg
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ft —1— FRIRBUT ZEAE (3. Tmmol) 1) SBEHE S N 6mL 1) 5N S A AL s, B S fE =R T
PiFE 15 /NI o B ST BER LRI B2 N A, DA S BNV 2 IR I . A KPR =K
R ot A PR S B K S TR e — IR S AR T TR HH ), NI4T 1. 50g 1 ER R
3(S)-[ (4 FRAEEZRIL ) - (3 F —4- WARTL ) 258 1 b bt —1- FRERBUT ZElE.

[0786]  'H-NMR (DMSO-d,) & ppm :

[0787]  1.33(9H, s),1.72-1.88(1H, m), 2. 06-2. 26 (1H, m) , 2. 99-3. 23 (3H, m) , 3. 61 (1H,
dd, J = 6.4Hz, J = 11.3Hz),4.53-4. 69 (1H, m), 6. 57-6. 65 (2H, m) , 7. 19-7. 28 (1H, m),
7.46-7.58 (2H, m) , 7. 68-7. 78 (2H, m) , 12. 3 (1H, brs).

[0788]  Z:LbsLjfsl 16

[0789]  3(S)-[(3- & —4- 2R3 ) — (4- FRABLREAE ) &3 ] Mgt —1- BREBUT S
E i

[0790] 7EOC F M & 0.45g 1 3(S)-[(3— 5 —4- F a2 ) — (4— I bt Tkt Jigg I 5k 2R 2 )
EE ] MEME BT —1- FRIRABUT ZEEE (1. Ommol) 1Y — 5l e VAN N 0. 54g [ [R) S < 1 IR
(3. Immol) , BEFEAE OCHEHE 2 /N o 2 N KB VL, R BREE T8, JFAE g T 18
Wle RS, R IE R R AR (IECKE LR AEE=5:1 —~> 1 :1) . fERET
MFRA Py ), A ERTT 0. 42 kB PR 3(S) -[(3— & —4- #WAZE ) -(4- /7
AL 2RI ) 20 1 kg b —1- FRIRAUT FEls

[0791]  'H-NMR(CDC1,) & ppm :

[0792]  1.43(9H, s),1.80-1.91 (1H, m),2. 11-2. 29 (1H, m),3. 01 (3H, s),3. 16-3. 40 (3H,
m) , 3. 70-3. 86 (1H, m) , 4. 49-4. 61 (1H, m) ,6. 62 (2H, d, ] = 9.0Hz),7.03(1H, ddd, ] =
2.6Hz, J =4.1Hz, J = 8.6Hz),7.01-7. 06 (1H, m), 7. 19-7. 23 (1H, m) , 7. 24-7. 31 (1H, m),
7.66-7. 74 (2H, m).

[0793]  ZxLLsLiffs] 17

[0794]  3(S)-[(3- % —4- FAIE ) - (6— FIAEMENE —2- 25 ) I ] MLt —1- RIRA T %
B8 116

[0795]  #% 3(S)—[(6— MRMEME —2— F& ) — (3— &l —4- AKE ) 258 | MEmMs e —1- LRI T 2%
fig (500mg, 1. 06mmol) , FALEE (250mg, 2. 12mmol) FIPY ( =W ) 42 (122mg, 0. 106mmol)
T Sl [~ WIEM Wi (DMF) o, B SRR T AE LI0°CHiH: 9 /Mt 7AEve 13 %08
)5 ¥ LR STERIK I B R N AT o 2 SR a KIS sE A HLUZ , AR
BT TR TR AR, W AL ST Ak Y (IECKE : LR EBE=6:1 — 3 :
1) o FEJRE T SR Wb if (s ), AT ERTS 398mg (R gtk 3 (S) —[ (3— & —4- s
5 ) —(6- FEEMLrE —2- 2% ) & ] mbmgbr —1- RIRBUT R,

[0796]  'H-NMR(CDC1,) & ppm :

[0797]  1.44(9H, s),1.74-1.84(1H, m),2.03-2. 24 (1H, m), 3. 08-3. 32 (3H, m),
3.76-3.86 (1H, m) ,5. 28-5. 38 (1, m) ,6. 21 (1H, d, J = 8.7Hz),7.04-7. 11 (2H, m),
7.23-7.42(3H, m).

[0798]  Z:Lbsijifs] 18

[0799]  3(S)—{(3— &l —4- JRIE ) —[5- (4- JaRIL ) mbhe —2- F& ] 2058 | b —1- %
BT FEER A L
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[0800]  #£ 3(S)—[ (65— WRMERE —2— F& ) — (3— @ —4- AHE ) 2k ] MEmg Kt —1- R T 2k
fig (300mg, 0. 64mmol) , 4— A AFEMIER (98mg, 0. Tmmol) , PY ( =B ) 48 (23mg, 0. 02mmo])
FIT2M B R BN /K W (0. 83mL) I B 2K (3mL) A, B2 AR R P AE 100 CHEFE 10 /)
o TEAEREIR )G, B LR SBEFACMA B R N E i, DS NS 2. A LE
PR R B, Jo 0 PO BRI 5e . FH sk Hs 08 HR v 0, 7 B Al ik i IO 2 (IE T
LR W= 5 :1) kftal. TR T MERA™ ) b 18 H ), T 3R1S 256mg (1) [ ELlE 4
3(9)-{(3-F —4- ALK ) -[6-(4- AR ) mbwe —2- 2% ) 23 ) Mgkt —1- R T &
fig o

[0801]  'H-NMR(CDC1,) & ppm :

[0802]  1.44 (9H, s), 1. 78-1.89 (1H, m),2. 05-2. 23 (1H, m), 3. 07-3. 31 (3H, m) , 3. 85 (1H,
dd, J = 7.1,10.8Hz),5. 31-5. 42 (1H, m) ,6. 08 (1H, d, J = 8.8Hz),7. 06-7. 14(3H, m),
7.20-7.28(2H, m), 7. 41-7. 50 (3H, m) , 8. 37-8. 41 (1H, m).

[0803]  Z:LbsLjfifsl 19

[0804]  3(S)—[(3— &l —4— W AT ) — (4 MEWy —3- FLIE ) 20k ] Mg bt —1- RIRAUT 2k
[Uelivkeynd

[0805]  fi ] 3(S)-[(4-¥RKEE ) -(3- 5 —4- FARKE ) & ] MK —1- RIRHUT Z S
13- BEWY B IR, 12 HE 5 2 LU S s 9 AH IR 77 XA ke 3(S) —[ (3— &l —4- JR k) —(4- B
Wy —3— JEaRIE ) & ] mbig e —1- RIRBUT AR,

[og06]  JHITtEC A i

[0807]  'H-NMR(CDCI1,) & ppm :

[0808] 1.43(9H, s),1.83-1.88(1H, m),2.05-2.20 (1H, m), 3. 18-3. 31 (3H, m),
3. 63-3. 84 (1H, m) , 4. 40—4. 51 (1H, m) , 6. 71-6. 80 (1H, m) , 6. 85-6. 88 (2H, m) , 6. 94 (1H, dd, J
= 2.8Hz, ] = 6. 4Hz),7.05-7. 10 (1H, m) , 7. 30-7. 45 (3H, m) , 7. 50-7. 55 (21, m) .

[0809]  ZxLUSLjffsl 20

[o810]  (S)-{(3— 5 —4- W5 ) -[6-(4- FAEWRME —1- 55 ) mbwg —2- 2 ] 258 ) kg
Ft —1- BRI T ZEBR 1A )

[o811]  #£ 3(S)—[ (6 MRMERE —2— F& ) — (3— &l —4- JATE ) 258 ] MEMs e —1- BRI T 2
fig (200mg, 0. 43mmol) , 1- FAFLWRMEE (0. 61mL, 0. 55mmol) ,9,9- — FI3E —4,5- W ( — &L
HE) 4% (XANTPHOS, 12mg, 0. 02mmol) , = ( X IEHRE ) —4% (9mg, 0. 01mmol) FIAL T
B4 (61mg, 0. 63mmol) HIAZIFZE (5mL) 7, BAE R A TAE 100 CHIHE 8 /iy, il
B ER AN T, P R RAE DR R Nk Ad . TR W8 S AR AR E AT (IEC
i LR GHE= 4 :1) $84f, TR T MR 9 b 48 B R, I3RS 102mg (G ELHPIR
(S)—{(3— & —4- ATt ) —[6-(4- FIEWRIE —1- 5E ) MERE —2- 55 ) 200 | nbnghe —1- IR
BT MR

[0812]  'H-NMR(CDCL,) & ppm :

[0813]  1.44(9H, s), 1. 74-1.89 (1H, m),2. 03-2. 21 (1H, m),2. 36 (3H, s), 2. 51-2. 55 (4H,
m) , 3. 08-3. 31 (3H, m) , 3. 54 (4H, brs), 3. 64-3. 90 (1H, m), 5. 10-5. 23 (1H, m) , 5. 32 (1H, d, J
= 8. 1Hz),6. 01 (1H, d, J = 8. 1Hz) , 7. 03-7. 08 (1H, m) , 7. 19-7. 25 (3H, m) .

[0814]  ZLLsLitif 21
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[0815]  3(S)-[(3— G —4- RIE ) - (4- WRME —1- FEoRFE ) 2 ] bt —1- FRIRALU T 5%
B8 1A %

[og16] A 3(S)—-[(4- WAL ) - (3— G —4— WARTE ) 22k ] MEmse —1- FRIR AU T ZEBE A
WRIE, 4% 08 5 2 LS 11 AR RN 5 Ak 3 (S) — [ (3— & —4- UARHE ) - (4- WRIE —1- FE %
H5) AL ] Mg E —1- BRIERAAUT RS

[o817] i 4l o

[0818]  'H-NMR(CDC1,) & ppm :

[0819] 1.43(9H, s),1.55-1.62(2H, m),1.68-1.73(4H, m), 1. 74-1.90 (1H, m),
2.02-2. 18 (1H, m) , 3. 16-3. 29 (7TH, m) , 3. 61-3. 81 (1H, m) , 4. 23-4. 38 (1H, m) , 6. 40-6. 46 (1H,
m) , 6. 59-6. 62 (1H, m) , 6. 86-6. 92 (5H, m).

[0820]  ZxLbsLjfs] 22

[0821]  3(S)-[(3- 5 —4- FIEEAEE ) - (3- A —4- HoAREK ) &I ] Mkt —1- RIRBUT %
[UEifE Y

[0822] i FHYT 5T 2%, 7 &4 3(S)-[(3- & —4- HOEKE ) & FE ] e —1- IR BT FEfg
(0. 50g, 1. 6mmo1) F 2— 5 —4- . FIF (0. 30g, L. 9mmol) [ IE/K B AEF WA N &A X (=
L RERE 2L ) 2 554 (1. 1) 1Y 1. 45mL DYSEMRIW . IR A WAERIG T AR
oA 8 /NI, FRA IR E IR . AN B N T = SRR . A IR T
PR IR GG 2 S, b D I i IRAE B ATk IR 4 (IE TS : LR AHE= 4 :1) o Frizdal
FEYAERUE T R AE 2T, T 3RS 0. 56g 119 A &6 & JE I 1k 3(S)-[ (3- &l —4- J AR
) -3 5 -4 WoREE ) 2R ] bkt —1- RIRAUT KRR

[0823]  'H-NMR(CDCl,) & ppm :

[0824]  1.43(9H, s),1.76-1.93(1H, m),2. 11-2.27(1H, m), 3. 15-3. 39 (3H, m) ,
3.66-3. 87 (1H, m) , 4. 39-4. 55 (1H, m) ,6. 42 (1H, dd, J = 2. 5Hz, J = 9. 0Hz),6.57 (11, d,
J = 2.5Hz),6.98-7. 04 (1H, m), 7. 20 (1H, dd, J = 2.5Hz, J = 6.5Hz),7. 23-7. 32 (1H, m),
7.40 (1H, d, ] = 8. 5Hz).

[0825]  ZLbsLjitafy) 23

[0826]  2-(4— ST 42E ) MERERIA Rk

[0827]  [a] 25 2- NEREMY (10g, 105mmol) Fl 1- ¥ —4- & T %% (36mL, 315mmol) (X DMF %
W (110mL) AR (16g, 116mmol) , fifi 5 75 2R T HidE 8 /N 47K (300mL) fn A Z
R, ARG H QR CBE (300mL) ZEEL. AAHUZHZK (300mL) ¥EPI IR, B IR EREET
B o PR AR ), B AR e il i IR JEHT G IECHE : LR AHBE= 5 : 1) Rig4l, %
PP IR S IR YE, NTTTERTE 3. 32g HITC IR 2- (4- & T & 3L ) mEne.

[0828]  Z:LbsLjifsl 24

[0829]  3(S)-[4-(mbhe —2— AL ) T2 ] e —1- RIRBUT ZEBE 1A K

[0830] ¥4 3(S)— & FEMEMS T —1— BRI AT 2585 (0. 93g, 5. Ommol) , 2— (4— & T %% ) MERE
(0. 93g,5. Ommol) , B ERAH (0. 83g,6. Ommo1) FIMHALEN (0. 83g, 5. 5Smmol) &HVF T LE (20mL)
o IR INECA 24 /N FEAHIRI R S5, ¥ K (50mL) AR NS, H LR
fis (50mL) ZHL. PAJE FHZKIEVEANLE IR, FIBRER BT . R s ), 7R B R e
W ERFENTE (IECEK AR AR = 3 :1) RIB4L, ZIRAr=UE s Fk4gs, Mgk
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73 372mg HIE AR 3 (S) —[4- (nbiE —2- FE40E ) T Iha ik ] g b —1- R T ZERE.
[0831]  'H-NMR(CDCl,) & ppm :

[0832] 1.46 (9H, s),1.5-1.9(6H, m),1.95-2. 15(1H, m),2.68(2H, t, J] = 7Hz),
2.95-3. 15(1H, m), 3. 25-3. 65 (4H, m),4. 30 (2H, t, J = 6.5Hz),6.71(1H, d, J = 8.5Hz),
6.85(1H, dd, J = 5.5Hz, ] = 6. 5Hz) ,7.5-7.65(1H, m) ,8. 14 (1H, dd, J = 2Hz, ] = 5Hz).
[0833]  ZxLLSijifs] 25

[0834]  3(S)-[(3— &l —4— WK% ) - (3- SN ) & ZE ] bt —1- FRIRAUT ZEBE 1A K
[0835]  #f 3(S)-[(3— & —4- AL ) & ] Mkt —1- R T &/ (3g,9. bmmol) ,
1= R -3- @A KE (4. Tml, 48mmol) FlHk FRE (1. 97g, 14. 3mmol) &% T+ N— I AL AL g ¢ 1
(NMP, 15mL) , B J5 7E 100°CHiFE 8 /NI FERENBIE IR 2 )5, B /K MBI [ B3 » 75
LR OERHI . HR T AN, 25, TR TR . 5% e R E T
% (IECKE : LR OEE= 3 :1) $2401, R4 WAr s T ik4d, Mm3RTT 1. 0g otk
3(S)-[ (3= & —4- JaRIk ) - (3- FNTL ) ZJE ] bt —1- FRIRAUT ZERE.

[0836] 'H-NMR(CDCL,) & ppm :

[0837] 1.46 (9H, s), 1. 7-2. 1 (4H, m) , 3. 1-3. 35 (4H, m) , 3. 35-3. 7(4H, m) , 3. 8-4. 1 (1H, m) ,
6. 7-6.9(1H, m),6.9-7. 1 (2H, m).

[0838] LSty 26

[0830]  3(S)-[(3— &l —4— # A% ) - (3- ZHALZILNEE ) 20k ] Mg bt —1- RIRAUT 2k
Bis )5 AL

[0840]  H£3(S)-[ (35 —4- ASE) - (3- FAIE) 2058 ] MLt —1- BRI AT 2E8E (0. 5g,
1. 24mmo1) , 50 % — FJit v v (1mL) AIBAL AN (0. 37g, 2. bmmol) & V¥ T DMF (3mL) , b J5 7E
60 CHEFE 4 /NI o TEAEIBI IR Z )5, AN R R N, 7 H R LBEAEEL . DRI
I RANUZ, ARG R TR V. Bk St AT Z i ( LR OB ) #2841, 1%
PRAL IR JE AR vk T 4, AT ERAT 0. 36g G LR 3 (S) - [ (3- &l —4- A %E ) - (3- =
IR RN IE ) &2 ] Mg —1- FRIRAUT 285

[0841]1  'H-NMR(CDC1,) & ppm :

[0842] 1.46 (9H, s),1.5-1.75(4H, m), 1. 75-2. 1 (2H, m) , 2. 19 (6H, s),3. 0-3. 3 (4H, m) ,
3.3-3.75(2H, m) , 3. 8-4. 2(1H, m) , 6. 6-6. 8 (1H, m) , 6. 8-7. 1 (2H, m).

[0843]  f il i Zx b St 5] (R A 1) 75 5l 2% LR BTos AL &40 o

[0844] 1
[0845]
R4
R3 R5
R2 N'H
R1_A
G
O
HC—-0
CH,
[0846]
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ZH% Rl R2 R3 R4 R5 NMR
5]

2] -H -H -H -H -H 'H-NMR (CDCl;) dppm
1.46 (9H, s), 1.85-1.95 (1H, m), 2.15-2.23 (1H, m), 3.18-3.26 (1H, m), 3.39-
3.51 (2H, m), 3.62-3.75 (2H, m), 4.00-4.05 (1H, m), 6.60 (2H, d, J=7.8Hz),
6.69-6.73 (1H, m), 7.15-7.20 (2H, m).

286 -H -H -OCH; -H -H 'H-NMR (CDCl;) Sppm
1.46 (9H, s), 1.79-1.88 (1H, m), 2.10-2.22 (1H, m), 3.12-3.25 (1H, m), 3.30-
3.52 (3H, m), 3.60-3.75 (4H, m), 3.88-4.00 (1H, m), 6.50-6.58 (2H, m), 6.72-
6.80 (2H, m).

29 -H -H -CH; -H -H 'H-NMR(CDCL) dppm
1.46 (9H, s), 1.80-1.92 (1H, m), 2.10-2.22 (1H, m), 2.24 (3H, s), 3.15-3.23
(1H, m), 3.35-3.75 (4H, m), 3.95-4.05 (1H, m), 6.51-6.55 (2H, m), 6.95-7.05

2H, m).

30 -H -H -OCH; -CI -H g—NMR (CDClLy)  8ppm
1.47 (9H, s), 1.80-1.90 (1H, m), 2.10-2.20 (1H, m), 3.10-3.25 (1H, m), 3.38-
3.75 (3H, m), 3.83 (3H, ), 3.92-3.96 (1H, m), 6.47 (1H, dd, J=2.8, 8.8Hz),
6.67 (1H, d, J=2.8Hz), 6.81 (1H, d, J=8.8Hz).

31 -H -H F -H -H 'H-NMR(CDCl;) éppm
1.46 (9H, s), 1.75-1.82 (1H, m), 2.00-2.24 (1H, m), 3.03-3.79 (5H, m), 3.80-
4,05 (1H, m), 6.51-6.57 (2H, m), 6.90 (2H, dd, J=8.5Hz, 8.5Hz).

32 -H -H -H -F  -H 147 (9H,s), 1.80-1.99 (1H,m), 2.10-2.26 (1H,m), 3.11-3.35 (1H,m), 3.38-3.57
(2H,m), 3.61-3.77 (1H,m), 3.79-3.91 (1H,m), 3.94-4.08(1H,m), 6.29 (1H,
dt,J=2.3Hz and 11.4Hz), 6.33-6.39 (1H,m), 6.40-6.47 (1H,m), 7.04-7.16

1H,m)

33 -H -H -F Cl -H gH-NMR (CDCly) Sppm
1.47 (9H, s), 1.78-1.96 (1H, m), 2.10-2.28(1H,m), 2.10-2.28 (1H, m), 3.11-
3.30 (1H, m), 3.30-3.56 (2H, m), 3.57-3.79(2H, m), 3.85-4.03 (1H, m), 6.38-
6.47 (1H,m), 6.60(1H, dd, J=6.0Hz and 2.9Hz), 6.90-7.00 (1H, m)

34 -H -H -F -CH; -H 'H-NMR (CDCl;) &ppm
1.46 (9H, s), 1.7-1.9 (1H, m), 2.1-2.2 (1H, m), 2.21 (3H, s), 3.1-3.3 (1H, m),
3.3-3.8 (4H, m), 3.8-4.1 (1H, m), 6.3-6.5 (2H, m), 6.83 (1H, dd, ] = 8.9 Hz,
J=8.9 Hz)

35 -H -H -H -CN -H 'H-NMR (CDCl;) &ppm
1.46 (9H, s), 1.8-2.0 (1H, m), 2.1-2.3 (1H, m), 3.1-3.6 (3H, m), 3.6-3.8 (1H,
m), 3.9-4.1 (2H, m), 6.7-6.9 (2H, m), 6.99 (1H, d, J = 7.6 Hz), 7.23 (1H, dd, J
=7.6 Hz, J = 8.4 Hz)

36 -H -H -F -CF; -H 'H-NMR (CDCl;) dppm
1.47 (9H, s), 1.76-1.96 (1H, m), 2.11-2.27 (1H, m), 3.13-3.32 (1H, m), 3.37-
3.53 (2H, m), 3.61-3.84 (2H, m), 3.92-4.06 (1H, m), 6.66-6.76 (2H, m), 7.02
(1H, dd, J=9.5Hz, 9.5Hz).

37 -H -H -Cl -Cl  -H 'H-NMR (CDCl;) Sppm
1.47 (9H, s), 1.80-1.92 (1H, brs), 2.11-2.26 (1H, m), 3.15-3.30 (1H, m), 3.40-
3.55(2H, m), 3.60-3.75 (1H, m), 3.79-3.89 (1H, m), 3.91-4.04 (1H, m), 6.42
(1H, dd, J=2.7Hz and 8.7Hz), 6.66 (1H, d, J=2.7Hz), 7.19 (1H, d, ]=8.6Hz)

[0847] FE 2
[0848]
H
N-R1
N o
070
H,C CH,
[0849]
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Ref. Ex. R1 NMR
No.
38 "H-NMR (CDCl;) 8ppm

NolRe

1.20-1.30 (2H, m), 1.46 (9H, s), 1.50-1.70 (5H, m), 1.80-1.92 (2H, m), 2.05-2.12 (1H, m),
2.92-3.05 (1H, m), 3.06-3.15 (1H, m), 3.25-3.65 (4H, m).

39 'H-NMR (CDCl;) 8ppm
1.00-1.30 (SH, m), 1.46 (9H, s), 1.47-1.96 (6H, m), 2.00-2.10 (1H, m), 2.40-2.50 (1H, m),
2.91-3.02 (1H, m), 3.25-3.35 (1H, m), 3.38-3.65 (3H, m).
40 'H-NMR (CDCl;) 8ppm
N/ 1.47 (9H, s), 1.8-2.0 (1H, m), 2.1-2.3 (1H, m), 3.1-3.3 (1H, m), 3.4-3.6 (2H, m), 3.6-3.8
N (2H, m), 3.9-4.1 (1H, m), 6.88 (1H, d,J = 8.3 Hz), 7.0-7.2 (1H, m), 6.8-7.1 (2H, m), 7.9-
8.0 (1H, m), 8.03 (1H, s)
41 =N 'H-NMR (CDCl;) 8ppm
—(_/) 1.47 (9H, s), 1.82-2.00 (1H, m), 2.18-2.32 (1H, m), 3.14-3.37 (1H, m), 3.39-3.56 (2H, m),
N 3.73 (1H, dd, J=6.0Hz, 11.5Hz), 4.37-4.52 (1H, m), 4.59-4.71 (1H, m), 7.84 (1H, d,
J=2.5Hz), 7.90 (1H, d, J=1.0Hz), 8.00 (1H, brs).
42 'H-NMR (CDCl;) 8ppm
/@Q 1.46 (9H, 5), 1.79-1.95 (1H, m), 1.97-2.24 (3H, m), 2.82 (4H, dd, J=7.5Hz, 14.5Hz), 3.13-
3.29 (1H, m), 3.36-3.81 (4H, m), 3.95-4.08 (1H, m), 6.42 (1H, dd, J=2.0Hz, 8.0Hz), 6.52
(1H, brs), 7.04 (1H, d, ]=8.0Hz).
43 — 'H-NMR (CDCly) sppm
W 1.46 (9H, s), 1.73-2.01 (1H, m), 2.15-2.31 (1H, m), 3.12-3.35 (1H, m), 3.38-3.59 (2H, m),
N 3.65-3.79 (1H, m), 4.27-4.42 (1H, m), 4.48-4.65 (1H, m), 6.35-6.42 (1H, m), 6.56-6.64
(1H, m), 7.38-7.46 (1H, m), 8.04-8.15 (2H, m)
44 S 'H-NMR (CDCl;) Sppm
/@i/) 1.46 (9H, s), 1.55-1.71 (1H, m), 1.74-2.01 (1H, m), 2.16-2.29 (1H, m), 3.19-3.36 (1H, m),
3.40-3.59 (1H, m), 3.63-3.85 (2H, m), 4.01-4.19 (1H, m), 6.71 (1H, dd, J=2.2Hz and
8.6Hz), 6.99 (1H, d, J=2.2Hz), 7.13-7.21 (1H, m), 7.35-7.43 (1H, m), 7.59-7.68 (1H, m)
45 'H-NMR (CDCl;) &ppm
m 1.46 (9H, 5), 1.88-2.01 (1H, m), 2.19-2.29 (1H, m), 3.20-3.36 (1H, m), 3.41-3.59 (2H, m),
S 3.68-3.90 (2H, m), 4.03-4.18 (1H, m), 6.69 (1H, dd, J=2.1Hz and 8.6Hz), 7.03 (1H, d,
J=2.0Hz), 7.11 (1H, d, J=5.2Hz), 7.17 (1H, d, J=5.3Hz), 7.59 (1H, d, J=8 4Hz)
[0850] % 3
[0851]
R4
R3 R5
R2 u’©
"Q
N CH,
)—O—CH,
o] CH
[0852]

ZHSE Rl R2 R3
HE

R4 RS NMR

46 -H -H -Cl

-C1 -H 'H-NMR (CDCl;) dppm
1.42 (9H, s), 1.73-1.93 (1H, m), 2.05-2.23 (1H, m), 3.10-3.36 (3H, m), 3.61-
3.83 (1H, m), 4.33-4.50 (1H, m), 6.48 (1H, dd, I=2.9Hz and J-10.3Hz), 6.74

[0853]
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(TH, d.J=2.8Hz), 6.96-7.07 (2H, m), 7.16-7.34 (2H, m), 7.35-7.46 (2H, m).

47 -H -H -SCH, -H -H 'H-NMR (CDCL) &ppm
1.42 (9H, s), 1.75-1.92 (1H, m), 2.00-2.20 (1H, m),2.46 (3H.s), 3.09-3.33
(3H, m), 3.62-3.83 (1H, m), 4.38-4.55 (1H, m), 6.77-6.88 (4H, m), 6.97-7.08
(1H, m), 7.18-7.33 (4H, m)
48 -H -H -Cl -H -H 'H-NMR (CDCl;) &ppm
1.42 (9H, s), 1.78-1.87 (1H, m), 2.05-2.16 (1H, m), 3.13-3.27 (3H, m), 3.68-
3.79 (1H, m), 4.39-4.45 (1H, m), 6.68-6.75 (2H, m), 6.90 (2H, d, J=7.7Hz),
7.05-7.15 (1H, m), 7.16-7.25 (2H, m), 7.30-7.40 (2H, m).
49 -H -H -H -Cl -Cl1 'H-NMR (CDCl;) &ppm
13 -1.49 (9H, m), 1.80-1.98 (1H, m), 2.03-2.29 (1H, m), 3.19-3.41 (3H, m),
3.64-3.89 (1H, m), 4.44-4.59 (1H, m), 6.52  (2H, d, J=8.2Hz), 6.74-6.85
g H,m), 7.12-7.33 (4H,m),7.46-7.52 (1H,m)
50 -H -H -OCF; -H -H 'H-NMR (CDCl) &ppm
1.42 (94, s), 1.76- 191 (1H m), 2.02-2.21 (1H, m), 3.08-3.86 (4H, m), 4.38-
4.53 (1H, m), 6.76 (2H, d, ]=9.0Hz), 6.90-6.96 (2H, m), 7.03-7.22 (3H, m),
7.29-7.40 (2H,m)
51 -H -H -CO,CH; -H -H 'H-NMR (CDCl) &ppm
1.42 (9H, s), 1.73-1.92 (1H, m), 2.08-2.28 (1H, m), 3.12-3.34 (3H, m), 3.69-
3.88(4H,m with s at ®3.84), 4.49-4.65 (1H, m), 6.50- (2H m,), 7.08-7.16
(2H, m), 7.31-7.51(3H,m),7.82 (2H,d,J=6.1Hz)
52 -H Cl -H -Cl -H 'H-NMR (CDCl;) &ppm
1.42 (9H, s), 1.73-1.89 (1H, m), 2.02-2.21 (1H, m), 3.09-3.33 (3H, m), 3.62-
3. 5(1Hm) 4.35-4.45 (1H, m), 6.42 (2H, d, J=1.6Hz), 6.74(1H,s), 7.02-7.11
g , m), 7.30-7.50(3H,m)
53 -H -H -NO, H -H 'H-NMR (CDCl;) oppm
1.42 (9H, 5), 1.78-1.95 (1H, m), 2.09-2.28 (1H, m), 3.10-3.38 (3H, m), 3.71-
3.92 (1H, m), 4.52-4.69 (1H, m), 6.48-6.55 (2H, m), 7.08-7.18 (2H, m), 7.39-
7.58 (3H, m), 8.04(2H,d,J=8.1Hz)
54 -H -H -CH, -H -H 'H-NMR(CDCly) &ppm
1.42 (94, ), 1.80-1.85 (1H, m), 2.00-2.15 (1H, m), 2.34 (3H, s), 3.18-3.25
(3H, m), 3.65-3.80 (1H, m), 4.40-4.50 (1H, m), 6.73 (2H, d, J=8.1Hz), 6.85-
6.90 (3H, m), 7.10-7.26 (4H, m).
55 -H -H -CHO -H -H 'H-NMR (CDCl;) &ppm
1.42 (9H, s), 1.80-1.88 (1H, m), 2.10-2.20 (1H, m), 3.15-3.30 (3H, m), 3.70-
3.85 (1H, m), 4.55-4.65 (1H, m), 6.59 (2H, d, J=8.4Hz), 7.10-7.15 (2H, m),
7.40-7.60 (3H, m), 7.60-7.70 (2H, m), 9.75 (1H, s).
56 -H -H -Br -H -H 'H-NMR (CDCl;) &ppm
1.41 (9H, s), 1.80-1.88 (1H, m), 2.05-2.20 (1H, m), 3.15-3.30 (3H, m), 3.65-
3.75 (1H, m), 4.38-4.46 (1H, m), 6.65 (2H, d, J=8.9Hz), 6.94 (2H, d,
J=8.5Hz), 7.10-7.40 (5H, m).
57 -H -H -OCH, -Cl -H 'H-NMR (CDCl;) &ppm
1.43 (9H, s), 1.80-1.88 (lH m), 2.05-2.15 (1H, m), 5-3.30 (3H, m), 3.65-
3.80 (1H, m), 3.90 (3H, s), 4.38-4.44 (1H, m), 6.65-6.70 (2H, m), 6.82-6.90
(3H, m), 7.07 (1H, 5), 7.15-7.25 (2H, m).
[0854] K 4
[0855]
N
}—o—e CH,
[0856]
ZHsz Rl R2 R3 R4 R5 NMR
i)
58 -H -H -OCH; -H -H 'H-NMR (CDCl;) &ppm
1.42 (9H, s), 1.80-1.86 (1H, m), 2.00-2.12 (1H, m), 3.15-3.26 (3H, m),
3.65-3.78 (1H, m), 3.82 (3H, s), 4.40-4.50 (1H, m), 6.63 (2H, d,
1=7.6Hz), 6.75-6.80 (1H, m), 6.86-6.95 (2H, m), 7.00 (2H, d, J=7.6Hz),
7.10-7.20 (2H, m).
[0857]
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5 -H -H -OC,H; -C1 -H 'H-NMR (CDCly) ©&ppm
1.43 (9H, s), 1.47 (3H, t, J=7.0Hz), 1.75-1.92 (1H, m), 2.01-2.21 (1H, m),
3.11-3.36 (3H, m), 3.64-3.83 (1H, m), 4.10 (2H, q, J=7.0Hz), 4.36-4.51
(1H, m), 6.67-6.74 (2H, m), 6.83-6.93 (3H, m), 7.04-7.08 (2H, m),
7.14-7.27 2H, m...
60 -H -H -OCiH; -C1 -H 'H-NMR (CDCl;) Sppm
1.08 (3H, t, J=7.4Hz),1.43 (9H, s), 1.79-1.95 (1H, m), 1.96-2.20 (1H,
m), 3.15-3.38 (3H, m), 3.60-3.85 (1H, m), 3.98 (2H, t, J=6.5Hz), 4.37-
4.51 (1H, m), 6.66-6.73 (2H, m), 6.81-6.93 (3H, m), 7.03-7.09 (1H, m),
7.14-7.28 (2H, m)
61 -H -H -F -CH; -H 'H-NMR (CDCl}) 8ppm
1.43 (9H, s), 1.7-1.9 (1H, m), 2.0-2.2 (1H, m), 2.24 (3H, s), 3.1-3.4 (3H,
m), 3.6-3.8 (1H, m), 4.4-4.6 (1H, m), 6.69 2H, d, J=7.9 Hz), 6.7-7.1
(4H, m), 7.1-7.3 (2H, m)
62 -H -OCH; -F -F  -H 'H-NMR(CDCl;) &ppm
1.43 (9H, s), 1.7-1.9 (1H, m), 2.0-2.2 (1H, m), 3.1-3.4 (3H, m), 3.6-3.8
(1H, m), 3.76 (3H, 5), 4.3-4.5 (1H, m), 6.0-6.3 (2H, m), 6.92 2H, d,J =
7.5 Hz), 7.0-7.2 (1H, m), 7.2-7.4 2H, m)
63 -H -H -F -H -H 'H-NMR(CDCl;) 3ppm
1.42 (9H, s), 1.75-1.92 (1H, m), 2.00-2.24 (1H, m), 3.10-3.32 (3H, m),
3.61-3.83 (1H, m), 4.41-4.53 (1H, m), 6.72(2H,d, ]=8.2Hz), 6.85-7.10
(3H, m), 7.16-7.28 (2H, m)
64 -H -H -H -H -C1 'H-NMR (CDCl;) &ppm
1.30-1.50 (total 9H, m with two ss at 31.41and 1.44), 1.79-1.96 (1H, m),
2.06-2.32 (1H, m), 3.12-3.41 (3H, m), 3.64-3.91 (1H, m), 4.41-4.60 (1H,
m), 6.52(2H, d, J=8.2Hz), 6.70-6.81 (1H, m), 7.21-7.41 (5H, m), 7.47-
7.58 (1H, m)
65 -H -H -H -Cl  -H 'H-NMR (CDCl)) &ppm
1.43 (9H, s), 1.78-1.88 (1H, m), 2.07-2.20 (1H, m), 3.15-3.31 (3H, m),
3.65-3.74 (1H, m), 4.40-4.51 (1H, m), 6.55 (2H.dd, J=1.2Hz and 4.8Hz),
6.67 (1H, t, J=1.2Hz), 6.80-6.85 (1H, m), 6.98-7.03 (1H, m), 7.07-7.14
(1H, m), 7.21-7.28 (1H, m), 7.34-7.43 (1H, m)
[0858] % 5
[0859]
R4 R9
R3 R5 R10 R8
pegiied
R1 é R6
N CH,
>0 CH,
o _iHa
[0860]
%%% RIR2R3R4 R5R6R7 R8 RIORIONMR
0
66 -H-H-CI-CI -H-H-H -F -H-H "H-NMR (CDCI;) éppm
1.43 (9H, s), 1.73-1.91 (1H, m), 2.01-2.21 (1H, m), 3.09-3.38 (3H,
m), 3.60-3.82 (1H, m), 4.29-4.48 (1H, m), 6.41 (1H, dd, J=2.9Hz and
J=8.9Hz), 6.67 (1H, d,J=2.8Hz), 6.90-7.22 (5H, m)
67 -H-H-CICl -HFF-H -H -H-H 'H-NMR (CDCL) &ppm
1.42 (94, s), 1.73-1.92 (1H, m), 2.05-2.28 (1H, m), 3.12-3.35 (3H,
m), 3.63-3.86 (1H, m), 4.35-4.51 (1H, m), 6.39 (1H, dd,J=2.9Hz and
9.0Hz), 6.66 (1H, d, J=2.7Hz), 7.08-7.28 (4H, m), 7.31-7.45 (1H, m)
68 -H-H-H-F -H-H-H -Cl -H-H 'H-NMR (CDCl;)) &ppm
1.43 (9H, s), 1.74-1.91 (1H, m), 2.02-2.21 (1H, m), 3.10-3.35 (3H,
m), 3.62-3.82 (1H, m), 4.39-4.51 (1H, m), 6.39 (1H, dt,J=1.4Hz and
J=11.7Hz), 6.47 (1H,d,J=8.3Hz), 6.55-6.65 (1H, m), 6.89-6.98 (2H,
m), 7.09-7.21 (1H,m), 7.29-7.38 (2H,m)
69 -H-H-H-F -H-H-H -F -H-H 'HNMR (CDCl;) &ppm
1.43 (9H, s), 1.74-1.92 (1H, m), 2.06-2.29 (1H, m), 3.08-3.89 (4H,
m), 4.35-4.51 (1H, m), 6.27 (1H, dt,J=2.3Hz and J=12.3Hz), 6.35
(1H, d,J=7.0Hz), 6.41-6.53 (1H,m), 7.01-7.21 (5H, m)
[0861]
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70

71

72

73

74

75

76

-H-H-H-F

-H-H-F -H

-H-H-F -H

-H-H-H-F

-H-H-F -Cl

HH-H -sCH,

-H-H-H -Cl

-H-H-H -F

-H-H-F -H

-H-H -F -CH;3-H -H -CH;-F

-H-H-F -CH;-H-H-F  -H

-H-H

-H-H

-H-H

-H-H

H-H

-H-H

'H-NMR (CDCl;) &éppm

1.43 (9H, s), 1.75-1.91 (1H, m), 2.01-2.21 (1H, m), 2.50 (1H,s), 3.11-
3.32 (3H, m), 3.63-3.83 (1H,m) 4.38-4.51 (1H, m), 6.34 (1H,
dt,J=2.3Hz and J=12.1Hz), 6.42 (1H, d,J=8.4Hz), 6.48-6.58 (1H,m),
6.92-7.01 (2H,m), 7.05-7.18 (1H,m), 7.22-7.31 (2H, m)

'"H-NMR (CDCl;) 6Sppm

1.42 (9H, s), 1.75-1.92 (1H, m), 2.01-2.20 (1H, m), 3.10-3.33 (3H,
m), 3.61-3.81(1H,m), 4.32-4.99 (1H, m), 6.61 (2H, d, ]=8.8Hz), 6.94-
7.19 (6H, m)

'"H-NMR (CDCl;) Sppm

1.42 (9H, s), 1.80-1.88 (1H, m), 2.00-2.15 (1H, m), 3.10-3.30 (3H,
m), 3.60-3.75 (1H, m), 4.30-4.38 (1H, m), 6.75-6.85 (4H, m), 6.90-
7.00 (4H, m).

'"H-NMR (CDCl;) Sppm

1.43 (9H, s), 1.78-1.95 (1H, m), 2.02-2.26(1H,m), 3.12-3.39 (3H,
m), 3.65-3.83 (1H, m), 4.35-4.51 (1H, m), 6.61 (2H,dt,)=2.1Hz and
J=11.0Hz), 6.61-6.68 (2H, m), 6.77 (2H, t,J=8.0Hz), 7.18-7.31 (2H,

m)
"H-NMR (CDCl;) $ppm
1.43 (94, s), 1.75-1.92 (1H, m), 2.02-2.35 (1H, m), 3.12-3.38 (3H,
m), 3.63-3.85 (1H, m), 4.35-4.50 (1H, m), 6.38 (1H, dt, J=2.3Hz and
11.7Hz), 6.90 (1H, ddd, J=4.2Hz, J=4.2Hz and J=8.8Hz), 7.08
{IH ,dd, J=2.6Hz and J=6.5Hz), 7.11-7.22(1H, m)

H-NMR (CDCl3) &ppm
1.43 (94, s), 1.8-2.0 (1H, m), 2.0-2.2 (1H, m), 2.21 (6H, s), 3.1-3.4
(3H, m), 3.6-3.8 (1H, m), 4.3-4.5 (1H, m), 6.6-6.7 (4H, m), 6.8-7.0
£2H, m)

H-NMR (CDCl;) 38ppm

1.43 (%H, s), 1.7-1.9 (1H, m), 2.0-2.2 (1H, m), 2.27 (3H, s), 3.1-3.4
(3H, m), 3.6-3.8 (1H, m), 4.3-4.5 (1H, m), 6.26 (1H,d,J~ 12.4 Hz),
6.3-6.5 (2H, m), 6.8-7.2 (4H, m)

[0862]
[0863]

[0864]

*6

R3 R10
R2

>/"°+ oH,

ETE

R1R2R3

R4

R5R6R7

RS

R9 R10 NMR

Hta 5l
7

78

79

80

-H -H -F

-H-H -H

-H-H -F

-H-H -H

F

-CH,

-CH;

-H -H -CH;

-H -H -CH,

-H -H -H

-H -H -H

“H -H 'H-NMR (CDCl;) éppm
1.43 (9H, s), 1.7-1.9 (1H, m), 2.0-2.2 (1H, m), 2.40 (3
3.1-3.4 3H, m), 3.6-3.8 (1H, m), 4.3-4.5 (1H, m), 6.
(3H, m), 6.85 (1H, d, J = 6.4 Hz), 6.92 (1H,d, ] =7.3
6.9-7.1 (1H, m), 7.1-7.3 (1H, m)
-H-H 'H-NMR (CDClL) &ppm
1.43 (9H, s), 1.7-1.9 (1H, m), 2.0-2.
3.1-3.4 3H, m), 3.6-3.8 (1H, m), 4.
(1H, d,J=12.2 Hz), 6.42 (1H, d,J
m), 6.8-6.9 (2H, m), 7.0-7.2 (2H,
-H-H 'H-NMR (CDCl;) &ppm
1.43 (9H, s), 1.7-1.9 (1H, m), 2.0-2.2
3.1-3.4 3H, m), 3.6-3.8 (1H, m), 4.3-
(4H, m), 6.8-7.1 (3H, m)
-H -H 'H-NMR (CDCl;) &ppm
1.43 (9H, s), 1.7-1.9 (1H, m), 2.0-2.2 (1H, m), 2.27 (3H, ),
3134(3Hm)3638(1Hm)4446(1H,m), 6.54
(2H, d, T = 6.5 Hz), 6.74 (1H, d, ] = 7.1 Hz), 6.8-7.2 (5H,
m)

H, s),
6-6.8
HZ)}

2 (1H, m), 2.34 (3H, s),
3-4.5 (1H, m), 6.33

= 8.3 Hz), 6.4-6.6 (1H,
m), 7.2-7.3 (1H, m)

(1H, m), 2.22 (3H, s),
4.5 (1H, m), 6.6-6.8

[0865]
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81

82

83

84

85

-H -H -H

H -H -CH,

-H -H -Cl

-H -H -F

-H -H -H

-Cl

-CH;

-Cl

-H -H -H

-H -H -F

-H -H -F

-H -H -C1

-H -H -CN

CH,

-F

-H -H

-H -H

-H -H

-H -H

'H-NMR (CDCl;) &ppm
1.42 OH, s), 1.7-1.9 (1H, m), 2.0-2.
3.1-3.4 3H, m), 3.6-3.8 (1H, m), 4.
(1H, d,J=12.5 Hz), 6.3-6.5 (2H, m),
HZ) 7073(3H m)
HNMR (CDCI,) ppm

43 (9H, 5), 1.7-1.9 (1H, m), 2.0-

34(3H, m), 3.6-3.8 (1H, m), 5(1H, m), 6.38
1H ,d,J=119Hz), 6.46 (1H, d 3 Hz), 6.57 (1H, dd,

8.1 Hz, 7.8 Hz), 6.82 (1H, d, J 8.1 Hz), 7.02 (1H, s),
7.3 QH, m)

NMR (CDCL,)  6ppm
(Hs) 1719(1Hm)20
(3H m), 3.6-3.8 (1H, m),

=11.9 Hz), 6 3 (1H, d,
Hz 8.1 Hz), 6.80 (1H, d,
(lH m), 7. , m)
“NMR (CDCly)
92 (1H, m),
79 (1H. m),
91 (2H, m),
TH-NMR (CDCL)
1.43 (9H, 5), 1.8-1.
m), 3.6-3.8 (1H, m
Hz), 6.75 (1H, d, J
m)

(1H, m), 2.38 (3H, s),
45 (1H, m), 6.28
6.96 (2H, d, T=8.2

2
3-

2.2 (1H, m), 2.37 3H, s),
4.3-4.
JJ=8.

—'\luf\m._a
:»—tll

1H, m), 2.35 (3H, s),
(1H, m), 6.36
Hz), 6.55 (1H, dd,

=83 Hz), 6.89 (1H, s),

2.2(
43-4.5
1H J=83

:E""“
W
NOP‘A

3.
6.8

\]OO

"‘\)HAL))»—-
»—-II

o

(1H, m), 3.11-3.39 (3H, m),
(1H, m), 6.42-6.75 (2H, m),

4
3-
6-
6 dd, J=8.5Hz, 8.5Hz).

H
22
42
H,

oo
\lP—‘Ul

-1.
-3.
-6.

O\L»Jv—a

(

m
2.
4.
{1

m
,m), 2.1-2.3 (11, m), 3.1-3.4 (311,

4-4.5 (1H, m), 6.68 (1H, d, J = 10.2
.0 Hz), 6.9-7.0 3H, m), 7.1-7.4 (3H,

3-7.
5
2.0
4.2
7.0
5
9 (1H
), 4.
8

[0866]
[0867]

[0868]

x®T

R3

R4

R5

R9

R10 R8

K
i1

R1R2R3

R4

R5R6R7

R8

RO9R10 NMR

86

87

88

&9

-H -H -F

-H -H -F

-H-H -F

-H-H -F

-H -H -CN

-H -H -H

-H-H-H

-OCH,

-CH;3

-OC;H;

-H -H

-H -H

-H -H

-H -H

"TH-NMR (CDCl;)  dppm

1.44 (9H, s), 1.7-1.9 (1H, m), 2.0-2.2 (1H, m), 3.
(3H, m), 3.6-3.8 (1H, m), 4.3-4.5 (1H, m), 6.7-6
m), 6.9-7.0 (1H, m), 7.0-7.4 (4H, m),
'H-NMR (CDCly) 8ppm

1.43 (9H, s), 1.75-1.91 (1H, m), 2.02-2.18 (1H, m), 3.11-
3.35 (3H, m), 3.60-3.79 (1H, m), 3.83 (3H, s), 4.29-4.42
(1H, m), 6.44 (1H, dt, J=3.5Hz and J=8.9Hz), 6.61 (1H,
dd, J=2.8Hz and J=6.1Hz), 6.86-7.01 (SH, m)

H.NMR (CDCly) Sppm

1.43 (9H, s), 1.75-1.91 (1H, m), 2.02-2.20 (1H, m), 2.37
(1H, s), 3.11-3.38 (3H, m), 3.60-3.83 (1H, m), 4.29-4.49
(1H, m), 6.56 (1H, dt, J=3.6Hz and J=9.0Hz), 6.74 (1H,
dd, }=2.9Hz and J=6.3Hz), 6.86 (2H, d, ]=8.3Hz), 6.91-
7.02 (1H, m), 7.11-7.21 (2H, m)

"H-NMR (CDCl;) ppm

1.32-1.50 (12H, m, with s at 61.42 and t at & 1.43,
J=7.0Hz), 1.74-1.91 (1H, m), 2.01-2.18 (1H, m), 3.10-3.32
(3H, m), 3.58-3.81 (1H, m), 4.06 (2H, q, J=7.0Hz), 4.28-
4.42 (1H, m), 6.44 (1H, dt, J=3.2Hz and J=9.0Hz), 6.61
(1H, dd, J=2.9Hz and J=6.1Hz), 6.84-7.01 (5H, m) with at
$6.96, 1=2.5H7)

134
9 (2H,

[0869]
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90 -H-H-F -Cl -H-H-H -CH; H-H "H-NMR (CDCly)  oppm
1.25 (3H, t, I=7.5Hz), 1.43 (9H, s), 1.72-1.91 (1H, m),
2.00-2.20 (1H, m), 2.64 (2H, q, J=7.5Hz), 3.10-3.46 (3H,
m), 3.60-3.81 (1H, m), 4.30-4.49 (1H, m), 6.53-6.61 (1H,
m), 6.76 (1H, dd, J=2.9Hz and J=6.3Hz), 6.87 (1H, d,
J=8.2Hz), 6.91-7.03 (1H, m), 7.12-7.22 (2H.m)

91 -H-HF -Cl -H-H-H -CO,C,H; -H-H 'H-NMR(CDCly) dppm
1.35 (3H, t, J=7.1Hz), 1.43 (9H, s), 1.78-1.95 (1H, m),
2.09-2.27 (1H, m), 3.11-3.39 (3H, m), 3.69-3.85(1H,m),
4.32 (2H, q, J=7.1Hz), 493-4.61 (1H, m), 6.57 2H, d,
J=8.9Hz), 6.96-7.04 (1H, m), 7.14-7.29 (2H, m), 7.81-7.94
(2H, m)

92 H-HF -Cl -H-H-H -COH -H-H IH-NMR (DMSO-d6) 5ppm
1.33 (9, s), 1.72-1.88 (1H, m), 2.06-2.26 (1H, m), 2.99-
3.23 (3H, m), 3.61 (1H, dd, J=6.4Hz and J=11.3Hz), 4.53-
4.69 (1H, m), 6.57-6.65 (2H, m), 7.19-7.28 (1H, m), 7.46-
7.58 (2H, m), 7.68-7.78 (2H, m), 12.3 (1H, brs)

93 H-H-CH;-H -H-H-H -F ‘H-H 'HNMR (CDCl;) Sppm
1.42 (9H, s), 1.74-1.92 (1H, m), 2.00-2.20 (1H, m), 2.30
(3H, s), 3.13-3.32 (3H, m), 3.62-3.80 (1H, m), 4.33-4.48
(1H, m), 6.74 (21, d, J=8.5Hz), 6.80-6.88 (2H, m), 6.90-
7.02 (2H, m), 7.03-7.13 (2H, m).

[0870] % 8
[0871]
R4 R9
R3 R5 R10 RS
R2 N R7
R1 G R6
CH
N 3
)—o—é CH,
© CH,
[0872]
#Z S RIR2ZR3 R4 RS5R6R7 RS R9 R10 NMR
Mt

94 -H-H-F -Cl -H-H-H -N(CH;); -H-H 'H-NMR (CDCly) &ppm
1.43 (9H, s), 1.70-1.87 (1H, m), 2.00-2.13 (1H, m), 2.97
(6H, s), 3.10-3.29 (3H, m), 3.59-3.77 (1H, m), 4.28-4.38
(1H, m), 6.41 (1H, dt, J=3.4, 9.1Hz), 6.57-6.61 (1H, m),
6.68-6.72 (2H, m), 6.84-6.94 (3H, m).

95 -H-H-F -Cl -H-H-H -CN -H-H 'H-NMR (CDCL;) &ppm
1.43 (9H, s), 1.79-1.92 (1H, m), 2.09-2.17 (1H, m), 3.11-
3.32 (3H, m), 3.70-3.89 (1H, m), 4.45-4.53 (1H, m), 6.56
(2H, d, 1=9.0Hz), 7.02 (1H, ddd, J=2.6, 4.2, 8.7Hz)), 7.18-
7.28 (2H, m), 7.43 (2H, d, J=7.9Hz).

96 -H-H-F -Cl -H-H-H -CF; -H-H 'H-NMR (CDCl;) &ppm
1.43 (9H, s), 1.78-1.90 (1H, m), 2.09-2.23 (1H, m), 3.12-
3.34 (3H, m), 3.65-3.80 (1H, m), 4.40-4.52 (1H, m), 6.64
(2H, d, ]=8.8Hz), 7.02 (1H, ddd, J=2.7, 4.1, 8.6Hz), 7.15-
7.25 (2H, m), 7.42 (2H, d, J=7.7Hz).

97 -H-H-F -Cl -H-H-OCH; -H -H-H 'H-NMR(CDCly) &ppm
1.43 (9H, s), 1.82-1.90 (1H, m), 2.04-2.18 (1H, m), 3.15-
3.32 (3H, m), 3.65-3.80 (1H, m), 3.76 (3H, s), 4.33-4.43
(1H, m), 6.35 (1H, t, J=2.3Hz), 6.59 (1H, dd, J=1.8,
8.2Hz), 6.74-6.79 (1H, m), 6.95 (1H, dd, J=2.7, 6.4Hz),
7.02-7.10 (1H, m), 7.15-7.22 (1H, m).

[0873]
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98 -H-H-F -Cl -H-H-OC,H; -H -H

99 -H-H-F -Cl -H-H-SCH; -H

100 -H-H-F -CH;-H-H-H -NO,

101 -H-H-F -CH;-H-H-H

"H-NMR (CDCl;) &ppm

1.38 (3H, t, J=7.0Hz), 1.43 (SH, s), 1.80-1.90 (1H, m),
2.03-2.18 (1H, m), 3.16-3.32 (3H, m), 3.60-3.69 (1H, m),
3.96 (2H, q, ]=7.0), 4.31-4.41 (1H, m), 6.37 (1H, t,
J=2.2Hz), 6.41 (1H, dd, J=1.58, 8.0Hz), 6.59 (1H, d,
J=8.1Hz), 6.75 (1H, ddd, J=2.9, 3.9, 8.8Hz), 6.93 (1H, dd,
J=2.8, 6.4Hz), 7.00-7.08 (1H, m), 7.14-7.25 (1H, m).
'H-NMR (CDCl;) Sppm

1.43 (9H, s), 1.78-1.92 (1H, m), 2.04-2.20 (1H, m), 2.44
(3H, s), 3.11-3.33 (3H, m), 3.60-3.80 (1H, m), 4.31-4.45
(1H, m), 6.57 (1H, ddd, J=0.8, 2.3, 8.1Hz), 6.70 (1H, t,
1.9Hz), 6.76 (1H, ddd, J=2.8, 4.0, 8.9Hz), 6.90-6.96 (2H,
m), 7.03-7.11 (1H, m), 7.16-7.23 (1H, m).

'"H-NMR (CDCl;) Sppm

1.43 (9H, s), 1.80-1.90 (1H, m), 2.01-2.20 (1H, m), 2.31
(3H, s), 3.18-3.38 (3H, m), 3.70-3.88 (1H, m), 4.50-4.59
(1H, m), 6.50 (2H, d, J=9.5Hz), 6.85-6.97 (2H, m), 7.07-
7.15 (1H, m), 8.03 (2H, d, J=7.9Hz).

'H-NMR (CDCl;) $ppm

1.43 (9H, 5), 1.81-1.93 (1H, m), 2.08-2.20 (1H, m), 2.35
(3H, s), 3.18-3.30 (3H, m), 3.65-3.78 (1H, m), 4.45-4.55
(1H, m), 6.50 (2H, d, J=9.5Hz), 6.83-6.99 (2H, m), 7.03-
7.15 (1H, m), 7.32-7.43 (2H, m).

[0874]
[0875]

*9

R4

R3 R5

R2
R1

[0876]

R10

R9
R8

R7
R6

CH,
>/"O+ CH,
O CH

B
i3]

R1R2R3 R4 R5R6R7 R8 R9R10

NMR

102 -H-H-F -CH; -H-H-CH; -H-H

103 -H-H-F C1 -H-H-H -CsH4 -H -H

104 -H-H-F -Cl -H-H-H -C(CH;); -H-H

105 -H-H-F -H-H-H -SCH; -H -H

106 -H-H-F -H -H -H -SO,CH; -H-H

TH'.NMR (CDCI;) _oppm
1.43 (9H, s), 179.1.90 (1
(3H, s), 2.27 (3H, s), 3.12-
m), 4.39-4.50 (1H, m), 6.
m), 6.77-6.84 (2H, m), 6

m), 2.00-2.18 (1H, m), 2.24
0(3H m), 3.62-3.71 (1H,
52 (2H, m), 6.68-6.72 (1H,

0

3. 3.7
50-6 8-6.7
.93-7.01 (1H, m), 7.06-7.11 (1H,

mé

NMR (CDCl3) oppm

H, t, ]=7.3Hz), 1.43 (9H, s), 1.61-1.70 (2H, m),
(IH, m), 2.01-2.18 (1H, m), 2.51-2.65 (2H, m),
(3H, m), 3.62-3.82 (1H, m), 4.31-4.43 (1H, m),
(1H, m), 6.76 (1H, dd, 1=2.9Hz and 6.3Hz),
H, d, J=8.2Hz), 6.97 (1H, q, J=9.1Hz), 7.11-7.19

OOLhr—A\]\o

0.96 (3
1.76-1.89
3.11-3.35
6.55-6.59
6. 6(2

m

R(CDCI;) Sppm

1(9H s), 1.43 (9H, s), 1.
1H, m), 3.11-3.34 (3H, m),
(1H, m), 6.59-6.65 (1H, m),
66.81, J=2,8Hz and 6.3Hz),
7.38 (2H, m)
'H-NMR (CDCl;) 8ppm
1.43 (9H, s), 1.79-1.89 (1H, m), 2.03-2.09 (1H, m), 2.51
(3H, s), 3.13-3.34 (3H, m), 3.63-3.80 (1H, m), 6.65-6.69
(1H, m), 6.80-6.86 (3H, m), 7.02 (1H, q, }=8.811z), 7.21-
7.27 (2H,m)
'H-NMR (CDCl)) 8ppm

8-1.89 (1H, m), 2.02-2.19

2-3.80 (1H, m), 4.32-4.45
9-6.88 (2H, m with dd at
, q, J=8.9Hz), 7.29-

&
1 7
( 3.62-3.
67-6
6.99 (1H

[0877]
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107 -H-H-H -SCH; -H -H -H -F

108 -H-H-H-NO, -H-H-CH; -F

109 -H-H-F -CH; -H-H-OCH; -H

1.43 (9H, s), 1.80-1.91 (1H, m), 2.11-2.29 (1H, m), 3.01
(3H, s), 3.16-3.40 (3H, m), 3.70-3.86 (1H, m), 4.49-4.61
(1H, m), 6.62 (2H, d, J= 9.0Hz), 7.03 (1H, ddd, J=2.6Hz,
4.1Hz and 8.6Hz), 7.01-7.06 (1H,m), 7.19-7.23 (1H, m),
7.24-7.31 (1H, m), 7.66-7.74 (2H, m)

'H-NMR (CDCl;) $ppm

1.43 (9H, s), 1.78-1.91 (1H, m), 2.02-2.18 (1H, m), 2.40
(3H, s), 3.11-3.30 (3H, m), 3.71-3.80 (1H, m), 4.35-4.50
(1H, m), 6.45 (1H, dd, J=2.0, 8.1Hz), 6.56 (1H, brs), 6.75
(1H, d, 1=7.9Hz), 6.97-7.15 (SH, m).

H-NMR (CDCl;) dppm

1.43 (9H, s), 1.78-1.91 (1H, m), 2.08-2.23 (1H, m), 2.29
(3H, s), 3.14-3.33 (3H, m), 3.71-3.82 (1H, m), 4.45-4.55
(1H, m), 6.75-6.84 (1H, m), 6.89-6.99 (2H, m), 7.03-7.28
(2H, m), 7.41-7.55 (1H, m), 7.55-7.58 (1H, m).

H-NMR (CDCl;) dppm

1.43 (9H, s), 1.78-1.90 (1H, m), 2.02-2.19 (1H, m), 2.24
(3H, s), 3.13-3.30 (3H, m), 3.63-3.82 (1H, m), 3.73 (3H,
s), 4.39-4.52 (1H, m), 6.19 (1H, s), 6.25-6.28 (1H, m),
6.38-6.41 (1H, m), 6.80-6.91 (2H, m), 6.92-7.06 (1H, m),
7.07-7.13 (1H, m).

-H -H

[0878]
[0879]

* 10

R4

R3

R2

[0880]

R9

R5 R10 R8

R7
R6

N CH,
»'0+ CH,
O CH,

[z

Ztts RIR2ZR3R4  RSR6R7 RS

it 71

RO9R10 NMR

110 -H-H-CLCI -H-H-F -H

111 -H-H-F-Cl -H-H-H

)

~o7o

112 -H-H-F -CF, -H-H-Cl -F

-H-H 'H-NMR (CDCl)) &ppm

1.43 (9H, s), 1.78-1.92 (1H, m), 2.03-2.23 (1H, m), 3.12-
3.36 (3H, m), 3.61-3.82 (1H, m), 4.31-4.50 (1H, m), 6.57
(1H, dt,J=2.2Hz and 10.7Hz), 6.61-6.66 (1H,m), 6.69 (1H,
dd, J=2.7Hz and 8.7Hz), 6.75-6.85 (1H, m), 6.95
(1H,d,J=2.7Hz), 7.19-7.39 (2H, m)

'"H-NMR (CDCl;) Sppm

1.43 (9H, 5), 1.59-1.75 (3H, m), 1.79-1.92 (3H, m), 1.95-
2.15 (2H, m), 3.11-3.32 (3H, m), 3.58-3.79 (2H, m), 3.89-
3.99 (1H, m), 4.30-4.43 (1H, m), 5.30 (1H, s), 6.43-6.44
(1H, m), 6.62-6.67 (1H, m), 6.85-6.97 (3H, m), 7.02-7.10
(2H, m)

'H-NMR (CDCl;) &ppm

1.43(9H,s), 1.76-1.91(1H,m), 2.03-2.09(1H,m), 3.11-
3.37(3H,m), 3.61-3.79(11,m), 4.32-4.45(1H,m), 6.73-
6.79(1H,m), 6.93-6.98(2H,m), 7.01-7.04(1H,m), 7.05-
7.16(2H,m)

-H-H

-H-H

[0881]
[0882]

*11
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R4 R6
R3 R5 NN R7
|
R2 N 7 R8
R1 é R9
)—o—e CH
CH,

[0883]

%5z R R2 R3 R4 RS R6 R7 R8 RO NMR
Hafl
13 -H -H -H -H -H -H -H -H -H "THNMR(CDCL) bppm
1.42 (9H, s), 1.68-1.72 (1H, m), 1.99-2.21 (1H, m),
3.06-3.31 (3H, m), 3.83 (1H, dd, J=7.2Hz and 10.7Hz),
5.32-5.49 (1H, m), 5.96 (1H, d, J=6.0Hz), 6.52-6.65
(1H, m), 7.10-7.29 (3H, m), 7.31-7.52 (3H, m), 8.15-
8.23 (1H,m)
114 -H F H H -H -H -H -H -H 'HNMR(CDCl) 3ppm
1.43 (9H, s), 1.75-1.94 (1H, m), 2.09-2.38 (1H, m),
3.12-3.49 (3H, m), 3.70-3.85 (1H, m), 4.40-4.60 (1H,
m), 6.49-6.61 (2H, m), 6.68-6.79 (1H, m), 7.16-7.31
(3H ,m), 8.27(1H, 5), 8.36-8.44(1H, m)
H-NMR (CDCl;) 8ppm
1.45 (9H, s), 1.70-1. 89(1H m), 2.02-2.25 (1H, m),
3.04-3.49 (3H, m), 3.84 (1H, dd, J=7.1Hz and 10.8Hz),
53 -5.49 (1H, m), 6.02 (1H, d, J=8.6Hz), 6.58-6.72
H, m), 7.02-7.39 (4H, m), 8.16-8.28 (LH, m)
NMR (CDCl;) dppm
43 (9H, s), 1.68-1.89 (1H, m), 2.00-2.20 (1H, m), 2.43
3H, d, ]=4.6Hz), 3.09-3.30 (3H, m), 3.72-3.95 (1H, m),
5.39-5.58 (1H, m), 5.74 (1H, d, J=8.5Hz), 6.33-6.53
(1H, m), 7.05-7.20 (3H, m), 7.29-7.50 31H, m)
117 -H -H -H -H -H -H -CH; -H -H 'H-NMR (CDCly) &ppm
1.42 (9H, s), 1.68-1.85 (1H, m), 1.95-2.20 (4H, m with s
at $2.17), 3.03-3.31 (3H, m), 3.75-3.88 (1H, m), 5.24-
5.47 (1H, m), 5.92 (1H, d, J=8.6Hz), 7.07 (1H, d,
J=8.6Hz), 7.11-7.19 (2H, m), 7.29-7.31 (3H, m), 8.00
(1H, d, J=5.2Hz)
H-NMR (CDCl;) éppm

11s H <0 F H -H -H -H -H H

116 -H -H -H -H -H -CH, -H -H -H

r‘\;—n'—»"\

118 H -H H H H -H -H <CH; -H
1.42 (9H, s), 1.65-1.87 (1H, m), 1.95-2.12 (1H, m), 2.17
(3H, 5), 3.05-3.31 (3H, m), 3.78-3.88 (1H, m), 5.21-
5.45 (1H, m), 5.92 (1H, d, J=8.6Hz), 7.07 (1H. 4,
J=8.6Hz), 7.10-7.20 (2H, m), 7.28-7.31 (3H, m), 7.96-
8.05 (1H,m)

119 -H €1 F -H -H -H -CH, -H -H 'HNMR(CDCL) &ppm
1.43 (9H, s), 1.69-1.71 (1H, m), 1.90-2.10 (1H, m), 2.19
(3H, s), 3.01-3.36 (3H, m), 3.76-3.86 (1H, m), 5.19-5.36
(1H, m), 5.96 (1H, d, J=8.6Hz), 7.01-7.06(1H, m), 7.07-
7.17 (2H, m), 7.18-7.26 (2H, m), 8.01 (1H, 4,
J=12.5Hz)

1200 H €1 -F H -H -H -H -CH, -H 'HNMR(CDCl) &ppm
1.43 (9H, s), 1.68-1.81 (1H, m), 2.02-2.20 (4H, m with s
at 52.12), 3.04-3.32 (3H, m), 3.78-3.84 (1H, m), 5.29-
5.42 (1H, m), 5.80 (1H, s), 6.40-6.53(1H, m), 7.02-7.10
(1H, m), 7.11-7.25 (2H, m), 8.05 (1H, dd, J=5.0Hz and
12.2Hz)

[08g4] F 12
[0885]
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[0886]

R4

R3

R2

R1

R5

N

Q

y-0—( CH,
d

R6
NN R
|

7 R8

R9
CH

CH

3

B
91

R1

R2

R3

R4

RS

R6 R7

R8

R9

NMR

121

122

123

124

125

126

127

-H

-H

-H

-CF;

-CH;

-F

-H

-H

-H

-H

-H

H

-H

-H

-CH, -H

-H -H

-H -Cl

-H -Cl

-OCH; -H

-CF;

-H

-H

'H-NMR (CDCl;) 8ppm

1.44 (9H, s), 1.68-1.82 (1H, m), 2.00-2.19 (1H, m),
2.39-2.49 (3H, m), 3.02-3.37 (3H, m), 3.74-3.84 (1H,
m), 5.32-5.51 (1H, m), 5.70-5.81 (1H, m), 6.41-6.57
(1H, m), 7.04 (1H, ddd, J=2.6Hz,4.3Hz and 8.7Hz),
7.10-7.30 (3H, m)

'H-NMR (CDCl;) &ppm

1.43 (9H, s), 1.62-1.82 (1H, m), 2.01-2.22 (1H, m),
3.03-3.31 (3H, m), 3.79 (1H, dd, J=7.0, 10.8Hz), 5.21-
5.27 (1H, m), 5.96 (1H, d, J=9.0Hz), 7.04 (1H, ddd,
J=2.6,4.2, 8.6), 7.20-7.26 (4H, m), 8.12-8.14 (1H, m).
'"H-NMR (CDCl;) 8ppm

1.43 (9H, s), 1.63-1.79 (1H, m), 2.02-2.26 (1H, m),
3.03-3.35 (3H, m), 3.84 (1H, dd, J=7.0Hz, 11.0Hz),
5.30-5.41 (1H, m), 5.97 (1H, d, J=8.5Hz), 6.62-6.73
(1H, m), 7.26-7.47 (4H, m), 8.18-8.26 (1H, m).
"H-NMR (CDCl;) 8ppm

1.43 (9H, s), 1.68-1.82 (1H, m), 2.00-2.19 (1H, m),
2.29 (3H, s), 3.10-3.29 (3H, m), 3.79 (1H, dd, J=7.1,
10.8Hz), 5.15-5.32 (1H, m), 5.93 (1H, d, ]=9.1Hz),
6.90-6.99 (2H, m), 7.01-7.21 (2H, m), 8.11-8.12 (1H,

m).

'"H-NMR (CDCl;) ppm

1.42 (9H, s), 1.73-1.82 (1H, m), 2.00-2.17 (1H, m),
3.06-3.29 (3H, m), 3.79 (1H, dd, J=7.1, 10.8Hz), 5.15-
5.32 (1H, m), 5.92 (1H, d, J=9.0Hz), 7.07-7.27 (5H,
m), 8.12 (1H, d, J=4.7).

"H-NMR (CDCl;) Sppm

1.43 (9H, s), 1.7-1.9 (1H, m), 2.0-2.2 (1H, m), 3.0-3 .4
(3H, m), 3.7-3.9 (1H, m), 5.2-5.4 (1H, m), 6.15 (1H,
s), 6.82 (1H, d, J = 5.0 Hz), 7.0-7.1 (1H, m), 7.2-7.4
(2H, m), 8.3-8.4 (1H, m)

'H-NMR (CDCLy) 8ppm

1.43 (9H, s), 1.7-1.9 (1H, m), 2.0-2.2 (1H, m), 3.1-3.4
(3H, m), 3.7-3.9 (1H, m), 3.90 (3H, s), 5.1-5.3 (1H,
m), 5.51 (1H, d, ] = 8.1 Hz), 6.09 (1H, d, T = 8.3 Hz),
7.0-7.1 (1H, m), 7.2-7.4 (3H, m)

[0887]
[0888]

* 13

R3 R5

|
RO
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[0889]
#H5: Rl R2 R3 R4 R5 R6 R7 R& R9 NMR
Hta
1286 -H €1 -F -H -H -H -H -H -H 'H-NMR (CDCl;) 8ppm
1.43 (9H, s), 1.79-1.98 (1H, m), 2.08-2.29 (1H, m),
3.12-3.41 (3H, m), 3.65-3.85 (1H, m), 4.38-4.51 (1H,
m), 6.83-6.91 (1H, m), 7.00-7.23 (4H, m with dd at
§7.04, J=2.7Hz and J=6.4Hz), 8.14(1H, s), 8.22 (1H, d,
J=4.4Hz)
129 -H CH; F -H -H -H -H -H -H 'H-NMR(CDCly) 8ppm
1.43 (9H, s), 1.7-1.9 (1H, m), 2.0-2.2 (1H, m), 2.26
(3H, s), 3.1-3.4 (3H, m), 3.6-3.8 (1H, m), 4.3-4.5 (1H,
m), 6.8-7.1 (5H, m), 7.9-8.1 (2H, m)
130 -H -H -H -H -H -H -F -H -H 'H-NMR (CDCl;) 8ppm
1.43 (9H, s), 1.73-1.96 (1H, m), 2.01-2.29 (1H, m),
3.11-3.40 (3H, m), 3.64-3.86 (1H, m), 4.37-4.56 (1H,
m), 6.79-6.94 (3H, m), 7.02-7.15 (1H, m), 7.19-7.40
(3H, m), 7.80 (1H, brs)
131 -H €1 -F -H -H -H -OCH; -H -H 'H-NMR (CDCl;) &ppm
1.43 (9H, s), 1.7-1.9 (1H, m), 2.0-2.2 (1H, m), 3.1-3.4
(3H, m), 3.6-3.8 (1H, m), 3.96 (3H, s), 4.3-4.5 (1H, m),
6.50 (1H, d, ] = 9.0 Hz), 6.67 (1H, d, ] = 6.0 Hz), 6.78
(1H, d, J = 8.8 Hz), 6.9-7.0 (1H, m), 7.26 (1H, d, ] = 8.8
Hz), 7.92 (1H, s)
132 -H €t -H -H -H -H -H -H -H 'H-NMR (CDCl}) 3ppm
1.41 (9H, s), 1.7-1.9 (1H, m), 2.1-2.3 (1H, m), 3.1-3.4
(3H, m), 3.7-3.9 (1H, m), 4.4-4.6 (1H, m), 6.71 (1H, d, J
=6.9 Hz), 6.83 (1H, s), 7.03 (1H, dd, =69 Hz, J = 7.8
Hz), 7.1-7.3 (2H, m), 8.24 (1H, s), 8.36 (1H, s)
[0890] % 14
[0891]
R4
R3 R5 R6. N _R7
|
»Z
R2 N/VH/\[RB
R1 A R9
)~O—CH,
o CH,
[0892]
sl R R2 R3 R4 R5 R6 R7 R8 R9 NMR
133 -0 -F -H -H -H -H -H -H 'H-NMR (CDCL) dppm
1.43 (9H, s), 1.8-2.0 (1H, m), 2.1-2.3 (1H, m), 3.1-
3.4 (3H, m), 3.6-3.8 (1H, m), 4.4-4.5 (1H, m), 6.6-6.7
(1H, m), 6.7-6.9 (1H, m), 7.0-7.3 (3H, m), 8.16 (1H,
d, J=6.6 Hz), 8.25 (1H, s)
134 -H €l -H -H -H -H -H -H 'H-NMR (CDCL) dppm
[0893]
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135

136

137

1.42 (9H, s), 1.8-1.9 (1H, m), 2.1-2.3 (1H, m), 3.1-
3.4 (34, m), 3.7-3.9 (1H, m), 4.4-4.5 (1H, m), 6.47
(1H,d, J=8.1 Hz), 6.54 (1H, d, ] = 11.2 Hz), 7.2-7.4
(3H, m), 8.30 (1H, s), 8.45 (1H, s)

'H-NMR (CDCl,) éppm

1.43 (9H, s), 1.8-1.9 (1H, m), 2.1-2.3 (1H, m), 3.1-
3.4 (3H, m), 3.7-3.9 (1H, m), 4.4-4.5 (1H, m), 6.63
(1H, d, J = 8.7 Hz), 6.90 (1H, s), 7.2-7.4 3H, m),
8.27 (1H, s), 8.41 (1H, s)

"H-NMR (CDCl;) 8ppm

1.43 (9H, s), 1.74-1.94 (1H, m), 2.06-2.28 (1H, m),
3.12-3.38 (3H, m), 3.65-3.82 (1H, m), 4.38-4.56 (1H,
m), 7.01-7.25 (5H, m), 8.16 (1H, s), 8.28 (1H, d,
J=4.5Hz).

'"H-NMR (CDCl;) 8ppm

1.43 (9H, s), 1.79-1.97 (1H, m), 2.03-2.23 (1H, m),
3.11-3.29 (3H, m), 3.63-3.79 (1H, m), 4.38-4.50 (1H,
m), 6.83-6.92 (1H, m), 7.01-7.12 (5H, m), 8.01-8.10
(2H, m).

-H €1l 1 -H -H -H -H

-H CF, F -H -H -H -H

[0894]
[0895]

[0896]

* 15

R4
R3

R2

uz

R1 R9

CH,
—CH,
CH,

Q

%O
o

PYET
5]

R1

R4 RS R6 R7 RS R9 NMR

138

139

140

-H -H 'H-NMR (CDCl;) &ppm

1.42 (9H, s), 1.77-1.92 (1H, m), 1.95-2.27 (1H, m), 3.10-
3.38 (3H, m), 3.68-3.89 (1H, m), 4.41-4.61 (1H, m), 6.32-
6.40 (2H, m), 7.08-7.15 (2H, m), 7.38-7.54 (3H, m), 8.12-
8.22 (1H, m)

'H-NMR (CDCLy) 8ppm

1.43 (9H, s), 1.73-1.95 (1H, m), 2.07-2.27 (1H, m), 3.12-
3.38 (3H, m), 3.65-3.84 (1H, m), 4.41-4.61 (1H, m), 6.32-
6.41 (2H, m), 6.99-7.08 (1H,m), 7.18-7.32 (2H, m with dd at

§7.21, J-2.5Hz and J=6.6Hz), 8.12-8.31 (2H, m)

'H-NMR (CDCL;) éppm

1.43 (9H, s), 1.8-2.0 (1H, m), 2.1-2.3 (1H, m), 2.40 (3H, s),
3.1-3.4 3H, m), 3.7-3.9 (1H, m), 4.4-4.6 (1H, m), 6.1-6.3
(2H, m), 6.9-7.1 (1H, m), 7.1-7.3 (2H, m), 8.12 (1H, d, J =
5.0 Hz)

-H -H -H

-H -H -H -H

-H -H -CH;

[0897]
[0898]

* 16

63



58/189 T
(1H, m;, 3.33-
H. m), 6.98-

3.15-3.31
, 6.86-6.98 (2

g,

9H, s), 1.61-1.99 (6H, m), 2.75-

1H, m
1H, m

ppm
A4
05 §
.07

'H-NMR (CDCl;) Bppm

o]
1
3

4

-1.81 (3H, m), 1.8

3.88-4.01 (1H, m), 6.

CH,

. m),

,2.95

. 3.87
161

}

1H, m
2H, m
2H,m)

|

"H-NMR (CDCl)
0.80-1.36 (6H

2,93
3.68

7.07
1.44(9H, s)

3.70 (7H, m),

AA
NMR

LR

3

o
143 -H -H F -ClI -H /D
144 -H -H -F -H -H )@[

H -H -F -H -H

141 H A F H H ,O

142

Ref ExR1 R2 R3 R4 R5 R6
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P

Py

RS

R6
N

Qo

O—+—CH
Ioh

[0902]
#Hs: Rl R2 R3 R4 RS5 R6 NMR
T4
151 -H -H -H -H -H o "H-NMR (CDCl;) &ppm :
/@’\/) 1.40 (9H, s), 1.75-2.0 (1H, m), 2.0-2.25 (1H, m), 3.1-3.4 (3H,
m), 3.65-3.9 (1H, m), 4.45-4.65 (1H, m), 6.65 QH, d, J =
8Hz), 6.7-6.85 (2H, m), 7.00 (1H, dd, J = 2, 8,5Hz), 7.1-7.25
(2H, m), 7.34 (1H, d, ] = 2Hz), 7.50 (1H, dd, ] = 3.5, 8.5Hz),
7.65 (1H, bs).
152 -H -H F Cl -H o 'H-NMR (CDC};) $ppm
/@’\/) 1.40 (94, s), 1.7-1.9 (1H, m), 2.1-2.3 (1H, m), 3.1-3.4 (3H, m),
3.6-3.9 (1H, m), 4.3-4.5 (1H, m), 6.4-6.6 (1H, m), 6.64 (1H, s),
6.76 (1H, d, J = 7.4 Hz), 6.8-7.1 (2H, m), 7.31 (1H,'s), 7.52
(1H, dd, J = 8.9 Hz, ] = 9.0 Hz), 7.67 (111, s)
153 -H -H -F <l -H S '"H-NMR (CDCl;) &ppm 1.41 (9H, s), 1.7-1.9 (1H, m), 2.1-
/@1/} 2.3 (1H, m), 3.1-3.4 (3H, m), 3.6-3.8 (1H, m), 4.3-4.5 (1H, m),
6.5-6.7 (1H, m), 6,76 (1H, d, ] = 6.2 Hz), 6.9-7.1 (2H, m), 7.2-
7.3 (1H, m), 7.4-7.6 (2H, m), 7.8-7.9 (1H, m)
154 -H -H -H -H -H '"H-NMR (CDCl;) dppm :
/@\ 1.41 (9H, s), 1.8-2.0 (1H, m), 2.0-2.25 (1H, m), 3.1-3.4 (3H,
S m), 3.65-3.95 (1H, m), 4.4-4.65 (1H, m), 6.82 (2H, dd, J = 1,
8.5Hz), 6.95 (2H, dd, J = 2, 8.5Hz), 7.15-7.3 (3H, m), 7.36
(IH,d, T=5.5Hz), 7.47 (1H,d, T=2Hz), 7.73 (1H, dd, ] = 2.5,
8.5Hz).
155 -H -H -H -H -H '"H-NMR (CDCl;) dppm :
1.41 (9H, s), 1.75-1.95 (1H, m), 2.0-2.25 (1H, m), 3.1-3.4 3H,
s m), 3.7-3.95 (1H, m), 4.5-4.75 (1H, m), 6.59 (2H, d, ] = 8Hz),
—_ 6.7-6.8 (1H, m), 7.05-7.25 (4H, m), 7.3-7.5 (2H, m), 7.86 (1H,
d, I = 8Hz).
156 -H -H -H -H -H s 'H-NMR (CDCl;) Sppm :
/@i/) 1.40 (9H, s), 1.75-2.0 (1H, m), 2.0-2.25 (1H, m), 3.1-3.4 (3H,
m), 3.7-3.9 (1H, m), 4.45-4.65 (1H, m), 6.76 (2H, d, ] = 8Hz),
6.89 (1H, dd, J = 7.5, 7.5Hz), 6.99 (1H, dd, ] = 2.5, 8,5Hz),
7.15-7.3 (3H, m), 7.4-7.5 (2H, m), 7.82 (1H, dd, T = 3.5,
8.5Hz).
157 -H -H -F Cl -H "H-NMR (CDCl;) 8ppm :
m 1.41 (9H, s), 1.75-2.0 (1H, m), 2.0-2.25 (1H, m), 3.15-3.4 (3H,
S m), 3.65-3.9 (1H, m), 4.35-4.55 (1H, m), 6.55-6.7 (1H, m),
6.82 (1H, dd, J = 3, 6.5Hz), 6.85-7.1 (2H, m), 7.30 (1H,d, J =
5.5Hz), 741 (1H, d, ] = 5.5Hz), 7.48 (1H, d, ] = 2Hz), 7.76
(1H. d, T = 9Hz).
[0903] % 18
[0904]

R3

R2
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[0905]
ZtS R1 R2 R3 R4 R5 R6 NMR
i k]
158 -H -H -F -Cl -H o) 'H-NMR (CDCl;) Sppm :
)\_o 1.41 (9H, s), 1.68 (SH, s), 1.7-1.95 (1H, m), 2.0-2.2 (1H, m),
J N gy 3.1-3.3 (3H, m), 3.65-3.9 (1H, m), 4.4-4.6 (1H, m), 6.26 (1H,

d, ] = 4Hz), 6.35-6.45 (1H, m), 6.60 (1H, dd, J = 3, 6Hz), 6.8-
6.95 (1H, m), 6.99 (1H, d, J = 7.5Hz), 7.25-7.4 (1H, m), 7.53
(1H, br), 8.15 (1H, d, T = 8.5Hz).

'H-NMR (CDCl;) &ppm :

1.41 (9H, ), 1.63 (9H, s), 1.8-2.0 (1H, m), 2.0-2.25 (1H, m),
3.15-3.4 (3H, m), 3.65-3.85 (1H, m), 4.35-4.45 (1H, m), 6.5-
J=p 6.65(2H, m), 6.6-6.8 (1H, m), 6.86 (1H, dd, J = 2, 8.5Hz), 6.9-

159 -H -H -F -Cl -H

3

But-o 7.0 (1H, m), 7.45-7.55 (1H, m), 7.55-7.65 (1H, m), 7.86 (1H,
br).
160 -H -H -F -Cl -H CH. CH, 'H-NMR (CDCL) &ppm:

op 117 (18H. 4, T=7.5Hz), 1.40 OH, ), 1.71 (3H, qq, 1= 7.5,
H,C g 3 7.5Hz), 1.75-1.95 (1H, m), 2.0-2.25 (1H, m), 3.05-3.35 (3H,

F~N X3 m), 3.65-3.95 (1H, m), 4.4-4.6 (IH, m), 6.35-6.5 (1H, m), 6.6-
/%j CH, 6.75 (1H, m), 6.8-6.95 (1H, m), 7.0-7.3 (4H, m), 7.52 (1H, d, J
= §Hz)

"H-NMR (CDCly)
1.42 (9H, s), 1.8-2.0
3.7-3.9 (1H, m), 4.4-

161 -H -H -F Cl -H

Hm)212 (

6 (1H, m), 6.8-7.0 (1H, m), 7.0-7.2 (2H,
J=82

, 1H, m), 3.2-3.5 (3H, m),
(1
02 (1H

g

Spp
(
4.
m), 7.4-7.8 (4H, m), 8.02 (1H. 4, Hz), 8.41 (1H, s)
162 -H -H F -Cl -H HC__ "H-NMR (CDCls) 5ppm
1.45 (9H, s), 1.90 (3H, s), 2.1-2.2 (1H, m), 2.2-2.3 (1H, m),
S 3.2-3.5 (3H, m), 3.8-4.0 (1H, m), 4.8-5.0 (1H, m), 6.8-7.0 (1H,
N m), 7.0-7.1 (2H, m), 7.3-7.5 (1H, m), 7.5-7.7 (2H, m), 7.76
(IH, d, J = 5.9 Hz), 7.9-8.0 (1H, m)
163 -H -H -F -Cl -H H-NMR (CDCl;) 8ppm :
1.39 (9H, d, J = 7.5Hz), 1.65-1.85 (1H, m), 1.95-2.2 (1H, m),
. 3.05-3.35 (3H, m), 3.6-3.95 (1H, m), 4.5-4.75 (1H, m), 6.25-
N 6.4 (1H, m), 6.57 (1H, dd, ] = 3, 6Hz), 6.75-7.0 (1H, m), 7.3-
x 7.45 (2H, m), 7.78 (1H. dd, J = 7.5. 7.5Hz), 8.05-8.25 (2H, m),
8.95 (1H, d, J = 3.5Hz).

164 -H -H -H -H -H N 'H-NMR (CDCl;) $ppm :
S 139 OH, d,J = 6Hz), 1 65-1.85 (1H, m), 1.95-2.25 (1H, m),
_ 3.05-3.35 (3H, m), 3.7-3.95 (1H, m), 4.6-4.8 (1H, m), 6.54
(2H, d, ] = 8Hz), 6.65-6.8 (1H, m), 7.05-7.2 (2H, m), 7.3-7.45
(2H, rn) 7.77 (1H, dd, J = 7.5, 7.5Hz), 8.1-8.25 (2H, m), 8.93
(1H, d, T = 3.5Hz).
165 -H -H -F -Cl -H N '"H-NMR (CDCl;) &ppm
i | 1.40 (9H, s), 1.7-1.9 (1H, m), 2.0-2.3 (1H, m), 3.1-3.4 (3H, m),
X 3.7-3.9 (1H, m), 4.5-4.8 (1H, m), 6.3-6.5 (1H, m), 6.5-6.7 (1H,
m), 6.8-7.0 (1H, m), 7.5-7.8 (3H, m), 8.08 (1H, d, ] = 6.7 Hz),
837 (1H,s), 9.28 (1H,s)
[0906] X 19
[0907]
R4
R3 R5
R? N/RG
) O
N CHa
»—0—-CH,
0 CH,
[0908]
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#HscRl1 R2 R3 R4 RS R6 NMR
e 151
166 -H -H -H -H -H 'H-NMR (CDCl;) &ppm 1.43 (9H, s), 1.8-2.0 (1H, m), 2.1-2.4
N/@ (1H, m), 3.1-3.4 (3H, m), 3.7-3.9 (1H, m), 5.3-5.5 (1H, m), 7.0-
/l 7.1 (1H, m), 7.2-7.4 (3H, m), 7.45 (1H, d, J = 7.7 Hz), 7.4-7.6
S (3H, m), 7.61(1H, dd, ] = 8.2 Hz, J = 8.5 Hz)
167 -H -H -F -Cl -H 'H-NMR (CDCl;) &ppm 1.44 (9H, s), 1.8-2.0 (1H, m), 2.2-2.4
N@ (1H, m), 3.2-3.5 (3H, m), 3.8-4.0 (1H, m), 5.2-5.4 (1H, m), 7.0-
PR 7.4 (4H, m), 7.40 (1H, d, ] = 8.6 Hz), 7.50 (1H, d, T = 7.7 Hz),
S 7.62 (1H, dd, J = 8.2 Hz, ] = 8.6 Hz)
168 -H -H -F -Cl -H 'H-NMR (CDCl;) $ppm
N OMe 1.43 (9H, s), 1.8-2.0 (1H, m), 2.2-2.4 (1H, m), 3.2-3.5 (3H, m),
) 3.80 (3H, s), 3.8-4.0 (1H, m), 5.2-5.4 (1H, m), 6.92 (1H, d, J =
S 8.6 Hz), 7.03 (1H, s), 7.1-7.3 (2H, m), 7.39 (1H, d, ] = 8.6 Hz),
7.52 (1H, dd, J = 9.0 Hz, J = 9.0 Hz)
169 -H -H -F Cl -H N 'H-NMR (CDCl:) 8ppm
| 1.44 (9H, s), 1.9-2.1 (1H, m), 2.1-2.3 (1H, m), 3.2-3.4 (3H, m),
F 3.7-3.9 (1H, m), 4.6-4.8 (1H, m), 6.77 (1H, d, ] = 5.6 Hz), 7.1-
/ 7.2 (2H,m), 7.29 (1H, d, T = 6.4 Hz), 7.37 (1H, d, J = 5.6 Hz),
S
7.45 (1H, d, ] = 5.6 Hz), 8.49 (1H, d, T = 5.6 Hz)
170 -H -H -H -F H — 'H-NMR (CDCl;) &ppm
/Qs 1.43 (9H, s), 1.82-2.00 (1H, m), 2.03-2.25 (1H, m), 3.10-3.39
(3H, m), 4.32-4.50 (1H, m), 6.37 (1H, dt, J=2.3Hz and 12.2Hz),
6.41-6.57 (2H,m), 6.76 (1H, dd, J=1.4Hz and J=5.1Hz), 6.96
(1H ,dd, J=1.4Hz and J=3.1Hz), 7.06-7.18(1H, m...
171 -H -H -F C1 -H Hc. CH, 'H-NMR(CDCly) 3ppm
3 Y CH. 1.11(18H, d, J=7.4Hz), 1.43 (9H, s), 1.77-2.21 (2H, m), 3.07-
/QN—Si—( 8 335 (3H, m), 3.59-3.82 (1H, m), 4.26-4.42 (1H, m), 5.97-
A 'SH 6.02 (1H, m), 6.43-6.58 (2H, m), 6.62-6.70 (1H, m), 6.76 (1H,
H,C™ “CH, ® ), 6.83-6.95 (1H, m)
[0909] % 20
[0910]
R4
R3 R5
RO _Ré
R1 z
»—0--CH,
o] CH,
[0911]
%l Rl R2 R3 R4 R5 R6 NMR
e 151
[0912]
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172

173

174

175

176

177

178

179

-H

-H

-H

-H

-H

-H

-H

-H

-H

-H

H

-F

-F

F

-Cl

-Cl

-H

H

H

-H

-H

-H

TH-.NMR (CDCl;) &ppm

1.42(9H,s), 1.81-2.011(1H,m), 2.03-2.31(1H,m),
2.23(3H,d,J=1.0Hz), 3.12-3.38(3H,m), 3.69-3.85(1H,m), 4.89-
5.01(1H,m), 6.85(1H,brs), 7.11(1H,dd,}=2.5Hz,8.5Hz),
7.37(1H,d,J=2.5Hz), 7.51-7.54(1H,m)

'H-NMR (CDCl;)  Sppm

1.43 (9H, s), 1.81-2.00 (1H, m), 2.10-2.40 (1H, m), 3.11-3.41
(3H, m), 3.68-3.88 (1H, m), 4.99-5.13 (1H, m), 6.51 (1H, d,
J=3.5Hz), 7.12-7.31 (3H, m), 7.35 (1H, dd, J=6.5Hz and
J=2.5Hz)

'H-NMR (CDCl;) dppm

1.43(9H,s), 1.83-2.03(1H,m), 2.11-2.35(1H,m), 3.18-
3.42(3H.m), 3.73-3.87(1H,m), 4.97-5.09(1H,m),
6.53(1H,d,J=3.5Hz), 7.14(1H,dd,J=2.5Hz,8.5Hz),
7.22(1H,brs), 7.39(1H,d,J=2.5Hz), 7.56(1H,brd,}=8.5Hz)
'H-NMR (CDCl3) &ppm

1.42(9H,s), 1.80-2.03(1H,m), 2.08-2.22(1H,m), 2.22(3H,s),
3.13-3.38(3H,m), 3.68-3.85(1H,m),

4.98(1H,tt,J=6.5Hz 6.5Hz), 6.84(1H,brs), 7.11-7.23(2H,m),
7.33(1H,dd,J=2.5Hz,6.5Hz)

'H-NMR (CDCl;) 8ppm

1.42(9H,s), 1.76-2.03(1H,m), 2.08-2.33(1H,m), 3.08-
3.42(3H,m), 3.71-3.87(1H,m), 5.03-5.20(1H,m),
6.47(1H,d,J=3.5Hz), 7.11-7.32(5H,m)

'H-NMR (CDCl;) 8ppm

1.43 (9H, s), 1.80-2.00 (1H, m), 2.10-2.31 (1H, m), 3.18-3.42
(3H, m), 3.63-3.80 (1H, m), 4.38-4.50 (1H, m), 6.95-7.05(1H,
m), 7.14-7.30 (2H, m with dd at §7.17, J=2.6Hz and 6.4Hz),
8.12 (2H, s), 8.72 (1H,s)

'H-NMR (CDCl3) 3ppm

1.44 (9H, s), 1.70-1.90 (1H, m), 2.02-2.21 (1H, m), 3.09-3.41
(3H,m), 3.75-3.90 (1H, m), 5.21-5.38 (1H, m), 6.62 (1H, s),
6.99-7.09 (1H, m), 7.15-7.29 (2H, m), 8.21-8.41 (2H, m)

'H-NMR (CDCl3) $ppm

1.43 (9H, s), 1.7-1.9 (1H, m), 2.1-2.3 (1H, m), 2.53 (3H, s),
3.1-3.4 (3H, m), 3.7-3.9 (1H, m), 5.3-5.5 (1H, m), 5.56 (1H, d,
1 =5.7Hz),7.0-7.1 (1H, m), 7.2-7.3 (2H, m), 7.91(1H, d, T =
5.7 Hz)

[0913]
[0914]

[0915]

% 21

R4
R3 R5
R2

R1

R6
l;l/
Qo

»——O—l—CH
O CH

3
3

Z 9 Rl

Jtets]

R2 R3 R4 R5 R6

NMR

180

-H

H

-F

<

1 -H _N
L)
N

"H-NMR (CDCl;) 5ppm

1.43 (9H, ), 1.71-1.90 (1H, m), 2.01-2.25 (1H, m), 3.08-3.40
(3H, m), 3.71-3.89 (1H, m), 5.12-5.39 (1H, m), 7.05-7.13
(1H, m), 7.23-7.33(2H, m), 7.49 (1H, s), 7.90 (1H,s), 8.09
(1H,s)

[0916]
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181 -H

182 -H

183 -H

-H -F -H

-H -F -Cl

-H -F -CI

-H

NN 'H-NMR (CDCl;) 6ppm
|ﬁ 1.43 (9H, s), 1.69-1.87 (1H, m), 2.00-2.21 (1H, m), 3.05-3.34
/KfN (3H, m), 3.71-3.87 (1H, m), 5.13-5.27 (1H, m), 7.17 (4H, d,
J=5.5Hz), 7.44 (1H, 5), 7.85 (1H, s), 8.08 (1H, s).
GO '"H-NMR (CDCl3) 8ppm
1.40 (9H, s), 1.8-1.9 (1H, m), 2.0-2.2 (1H, m), 3.1-3.4 3H,
~-NH m), 3.6-3.8 (1H, m), 4.2-4.4 (1H, m), 6.5-6.6 (1H, m), 6.62
(1H, dd, ] = 10.0 Hz, T = 9.8 Hz), 6.72 (1H, d, ] = 6.0 Hz),
6.9-7.1 (1H, m), 7.2-7.3 (2H, m), 13.17 (1H, brs)

o) '"H-NMR (CDCl3) $ppm
Z \/@ 1.44 (9H, s), 1.7-1.9 (1H, m), 2.0-2.2 (1H, m), 3.0-3.4 (3H,
N m), 3.6-3.8 (1H, m), 4.2-4.4 (1H, m), 4.9-5.3 (2H, m), 6.4-6.5

(1H, m), 6.6-6.7 (2H, m), 6.7-7.1 (3H, m), 7.2-7.4 (5H, m)

[0917]
[0918]

[0919]

* 22

H‘N—R1

L/r\? CH,
O)‘O’Y/‘ CH,
CH,

Z L ohbl R

NMR

184

185

186

187

188

189

190

2 8

og\;"” "’5/2*0

I o=

w

(@]
I
w

9]

2

'H-NMR (CDCLy) ppm: 1.47 (9H, s), 2.04 (1H, br), 2.15-2.35 (1H, m), 3.2-3.4
(1H, m), 3.4-3.6 (2H, m), 3.65-3.95 (2H, m), 4.17 (1H, br), 6.81 (1H, d, ] = 2.3Hz),
6.86 (1H, dd, J = 2.4, 8.7Hz), 7.15-7.3 (1H, m), 7.37 (1H, dd, J = 7.8, 7.8Hz), 7.55-
7.7 (3H, m).

'H-NMR (CDCl3) dppm : 1.47 (9H, s), 1.91 (1H, br), 2.1-2.3 (1H, m), 3.1-3.35 (1H,
m), 3.35-3.85 (4H, m), 4.05 (1H, br), 6.55-6.7 (2H, m), 6.77 (1H, d, J = 2.3Hz),
7.31(1H, d, J = 8.8Hz), 7.54 (1H, d, ] = 2.0Hz).

H-NMR (CDCly) Sppm: 1.47 (9H, s), 1.93 (1H, br), 2.15-2.3 (1H, m), 3.15-3.4
(1H, m), 3.4-3.6 (2, m), 3.65-3.85 (1H, m), 3.85-4.0 (111, m), 4.0-4.2 (1H, m),
6.75 (1H, dd, T = 2.1, 8.7Hz), 6.9-7.0 (2H, m), 7.60 (1H, d, J = 8.6Hz).

'H-NMR (CDCl;) dppm: 1.47 (9H, s), 1.85-2.05 (1H, m), 2.15-2.35 (1H, m), 3.2-
3.4 (1H, m), 3.4-3.6 (2H, m), 3.65-3.9 (2H, m), 4.16 (1H, br), 6.76 (1H, dd, J = 2.2,
8.6Hz), 6.96 (1H, d, J = 2.3Hz), 7.26 (1H, 5), 7.59 (1H, d, J = 8.6Hz).

'H-NMR (CDCl;) 8ppm: 1.47 (9H, s), 1.85-2.0 (1H, m), 2.1-2.3 (1H, m), 2.36 (3H,
d, T=1.1Hz), 3.1-3.35 (1H, m), 3.4-3.6 (2H, m), 3.65-3.85 (2H, m), 4.0-4.2 (1H,
m), 6.71 (1H, dd, J = 2.2, 8.6Hz), 6.76 (1H, d, J = 0.8Hz), 7.01 (1H, d, J = 2.1Hz),
7.49 (1H, d, J = 8.6Hz).

'H-NMR (CDCl;) ppm: 1.47 (9H, s), 1.85-2.0 (1H, m), 2.15-2.3 (1H, m), 2.37
(3H, s), 3.15-3.35 (1H, m), 3.4-3.6 (2H, m), 3.65-3.85 (2H, m), 4.05-4.25 (1H, m),
6.72 (1H, dd, J = 2.2, 8.6Hz), 6.85 (1H, d, ] = 2.1Hz), 7.03 (1H, s), 7.61 (1H, d, ] =
8.5Hz).

'"H-NMR (CDCl;) 3ppm: 1.65 (9H, s), 2.04 (1H, br), 2.1-2.3 (1H, m), 3.15-3.35
(1H, m), 3.35-3.6 (2H., m), 3.6-3.8 (1H, m), 3.8-3.95 (1H, m), 3.95-4.1 (1H, m),
6.71 (1H, d, J = 1.9Hz), 6.90 (1H, d, T = 1.5Hz), 7.15 (1H, d, ] = 5.5Hz), 7.30 (1H,
d,J=5.7Hz).

[0920]
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191 'H-NMR (CDCl3) 6ppm: 1.47 (9H, s), 1.9-2.1 (1H, m), 2.05-2.35 (1H, m), 3.2-3.65
(3H, m), 3.65-3.9 (1H, m), 4.0-4.3 (2H, m), 6.53 (1H, d, J = 7.4Hz), 7.15-7.4 (4H,
S m).

—_—

192 '"H-NMR (CDCly) 8ppm: 1.47 (9H, s), 1.91 (1H, br), 2.0-2.3 (14, m), 2.51 (3H, d, J
/(jl\/\>_cr-|3 = 0.9Hz), 3.15-3.35 (1H, m), 3.35-3.6 (2H, m), 3.6-3.85 (2H, m), 4.07 (1H, br), 6.62
s (1H, dd, T = 2.2, 8.5Hz), 6.80 (1H, s), 6.93 (1H, d, J = 2.1Hz), 7.42 (1H, d, J =

8.5Hz).
[0921] % 23
[0922]
H‘N—R1
Q CH,
)‘O+CH3
O ~cH,
[0923]
Ref. Ex. R1 NMR
No.

m), 3.4-3.6 (2H, m), 3.65-3.85 (1H, m), 4.0-4.25 (2H, m), 6.70 (1H, dd, J = 2.0,

193 A TH-NMR (CDCL,) sppm: 1.47 (9H, s), 1.97 (1H, br), 2.15-2.3 (1H, m), 3.15-3.4 (1H,
N
/@Es: 8.7Hz), 6.96 (1H, d, J = 1.5Hz), 7.79 (1H, d, ] = 8.7Hz), 8.65 (1H, s).

194 - 'H-NMR (CDCl;) 5ppm: 1.47 (9H, s), 1.8-2.0 (1H, m), 2.15-2.35 (1H, m), 3.15-3.6
IR (3H, m), 3.7-3.85 (1H, m), 4.4-4.65 (2H, m), 6.43 (1H, d, J = 8.6Hz), 7.07 2H, s),
SNTS 7.76 (1H. d, J = 8.6Hz).
195 CH,  'H-NMR (CDCl;) §ppm: 1.47 (9H, s), 1.93 (1H, br), 2.17-2.29 (1H, m), 3.27 (1H,
N. _O br),3.49 (2H, br), 3.69 (3H, s), 3.92 (2H, br), 4.08 (1H, br), 6.69 (1H, d, T = 9.6 Hz),
/@j 6.71 (1H, d, ] =2.9 Hz), 6.91 (1H, dd, ] = 9.0 Hz), 7.23 (1H, d, J = 2.9, 9.0 Hz), 7.55
Z (1H, d, J = 9.6 Hz).
[0924] 3£ 24
[0925]
R4
R3 R5
N’H
R2 <
R1 O
N @]
O>/” > CH,
H,C CH,
[0926]

Z1LspEE R1 R2 R3 R4 RS NMR

196 -H -H -F -F -H 'H-NMR (CDCl;) 5ppm;1.47(9H, s), 1.76-1.95(1H, m), 2.09-2.25(1H,
m), 3.11-3.32(1H, m), 3.36-3.56 (2H, m), 3.58-3.78(2H, m), 3.85-
4.03(1H, m), 6.19-6.30(1H, m), 6.34-6.43(1I1, m), 6.96 (1H, dd,
J=9.0, 19.0Hz)

197 -H -l -H -Cl  -H 'H-NMR (CDCl;) dppm: 1.47 (9H, s), 1.77-1.95 (1H, m), 2.02-2.27
(1H, m), 3.15-3.75 (3H, m), 3.87-4.02 (2H, m), 6.45-6.46 (2H, m),
6.68-6.70 (1H, m).

19¢ -H -H Cl  -CH; -H 'H-NMR (DMSO-d¢) 8ppm : 1.39 (9H, s), 1.64-1.85 (1H, m), 2.00-
2.18 (1H, m), 2.21 (3H, ), 2.97-3.10 (1H, m), 3.22-3.39 (2H, m),
3.42-3.60 (1H, m), 3.78-3.96 (11, m), 5.89 (1H,d, ] = 6.8 Hz), 6.43
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[0927]
(1H, dd, ] = 8.6, 2.5 Hz), 6.55 (1H, d, J = 2.5 Hz), 7.06 (1H, d, J = 8.6
Hz).

199 -H -OCH; -F -F -H 'H-NMR (DMSO-dg) ppm : 1.39 (9H, s), 1.60--1.82 (1H, m), 1.93-
2.17 (1H, m), 2.92-3.10 (1H, m), 3.20-3.44 (1H, m), 3.48-3.57 (1H,
m), 3.75 (3H, s), 3.80-4.00 (1H, m), 6.01-6.19 (2H, m).

200 H F -F -F -H 'H-NMR (CDCl) dppm: 1.47 (9H, s), 1.74--1.92 (1H, m), 2.08-2.21
(1H, m), 3.08-3.28 (1H, m), 3.33-3.51 (2H, m), 3.61-3.95 (2H, m),
6.08-6.21 (2H, m).

201 H -F C1 -F  -H 'H-NMR (CDCL) dppm: 1.45 (9H, s), 1.78--1.93 (1H, m), 2.03-2.24
(1H, m), 3.09-3.31 (1H, m), 3.36-3.52 (2H, m), 3.60-3.75 (1H, m),
3.85-4.08 (1H, m), 6.15-6.24 (2H, m).

202 -H -H -CH; -F -H 'H-NMR (CDCly) 5ppm: 1.46 (9H, s), 1.87 (1H, br), 2.14-2.23 (1H,
m), 2.15 (3H, d, T = 1.4 Hz), 3.21 (1H, br), 3.45 (2H, br), 3.68 (2H,
br), 3.97 (1H, br), 6.26-6.31 (2H, m), 6.95 (1H, dd, ] = 8.5, 10.7 Hz).

203 -H -H -Cl -H -H 'H-NMR (CDCl;) dppm 1.46 (9H, s), 1.78-1.96 (1H, m), 2.10-
2.20(1H,m), 3.11-3.30 (1H, m), 3.40-3.56 (2H, m), 3.60-3.80(2H, m),
3.85-4.03 (1H, m), 6.52 (2H, d, ]=8.7Hz), 7.12 (1H, d, 8.7Hz)

[0928] % 25
[0929]
R4 R9
R3 R5 R10 R8
R2 N R7
R1 H R6
Q)_O
CH
o X 3
H,C CH,
[0930]

ZthszhEf Rl R2 R3 R4 R5 Ré6 R7 R8 R9 R10 NMR

204 -H -H -F -Cl -H -CH; -H -F -H -H 'H-NMR (CDCly) 8ppm;{1.42 (s), 1.4 (s)
total 9H, 1:1}, 1.71-1.89 (1H, m), 2.03-2.19
(1H, m), 2.08 (3H, s), 3.12-3.36 (3H, m),
3.61-3.82(1H, m), 4.32-4.45 (1H, m), 6.23-
6.29 (1H, m), 6.46 (1H, dd, J=3.0, 6.0Hz),
6.86-7.07 (4H, m)
205 H -H F F -H -H F F -H -H 'H-NMR(CDCl)&ppm;1.43(9H, s), 1.73-
1.92(1H, m), 2.00-2.22(1H, m), 3.11-3.36(3H,
m), 3.59-3.78 (1H, m), 4.25-4.41(1H, m),
6.51-6.72(4H, m), 7.09(2H, dd, J=8.5,
18.0Hz)
[0931] % 26
[0932]
R4
R3 R5 R6._N__R7
I
P
R2 N/\g;[Rs
R1 O R9
N>/_O
CH
o X *
H,C CH,
[0933]
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S HS P R1

R2

R3

R4

RS

R6 R7 R8 RS NMR

206 -H

207

208

-H

TH-NMR (CDCL;) 8ppm; 1.43 (9H, s), 1.79-1.90 (1H,
m), 2.10-2.20 (1H, m), 3.15-3.33 (3H, m), 3.67-3.84
(1H, m), 4.39-4.52 (1H, m), 6.63 (1H, dd, J=2.7, 8.8Hz),
6.89 (1H, d, J=2.7Hz), 7.24-7.32 (3H, m), 8.28 (1H,
brs), 8.42 (1H, brs).

'H-NMR (CDCl;) ppm; 1.44 (9H, s), 1.74-1.89 (1H,
m), 2.04-2.20 (1H, m), 2.12 (3H, s), 3.13-3.21 (1H, m),
3.24-3.38 (2H, m), 3.69-3.85 (1H, m), 4.39-4.55 (1H,
m), 6.25-6.36 (1H, m), 6.52 (1H, dd, J=3.1, 6.0Hz),
6.90-6.98 (1H, m), 7.25-7.28 (1H, m), 8.30 (1H, s), 8.48
(1H, d, J-4.8Hz).

'H-NMR (CDCl,) $ppm; 1.43 (9H, s), 1.70-1.86 (1H,
m), 2.04-2.28 (1H, m), 2.12 (3H, s), 3.14-3.21 (1H, m),
3.23-3.35 (2H, m), 3.68-3.84 (11, m), 4.43-4.51-5.35
(1H, m), 6.29 (1H, d, 8.7Hz), 6.56 (1H, d, ]=2.9Hz),
7.16-7.20 (1H, m), 7.27-7.30 (1H, m), 8.29 (1H, s), 8.50
(1H, d, J=4.7Hz).

-CH;

H -H -H -CH;

[0934]
[0935]

* 27

[0936]

R4

R3 R6__ Ny R7

R5 |
AL
QT

N
»-0

CH
o X °
H,C™ CH,

R2
R1

ZHsLiEl] Rl

R3

R4

RS

R6 R7 R8 R9 NMR

209

210

211

212

213 -H

CH,

-CH,

-H

-H

-Cl

-F

-H

-H

-H

-H

"H-NMR (CDCl;) Sppm : 1.43 (9H, s), 1.72-1.89 (1H,
m), 2.08-2.24 (1H, m), 3.09-3.32 (3H, m), 3.67-3.84
(1H, m), 4.38-4.52 (1H, m), 6.52-6.53 (2H, m), 6.87-
6.89 (1H, m), 7.35-7.40 (2H, m), 8.34-8.35 (1H, m),
8.54-8.56 (1H, m).

'H-NMR (CDCls) dppm : 1.43 (9H, s), 1.79-1.92 (1H,
m), 2.04-2.22 (1H, m), 2.34 (3H, s), 3.15-3.38 (3H, m),
6.76 (1H, dd, = 8.4, 2.5 Hz), 6.85 (1H, d, ] = 2.5 Hz),
6.97-7.05 (1H, m), 6.87-6.89 (1H, dd, J = 8.4, 4.6 Hz),
7.27-7.35 (1H, m), 8.09-8.145 (1H, m), 8.18 (1H, d, J =
3.8 Hz).

"H-NMR (CDCl;) 6ppm: 1.43 (9H, s), 1.8-1.95 (1H, m),
2.05-2.3 (1H, m), 3.15-3.4 (3H, m), 3.65-3.8 (1H, m),
4.35-4.5 (1H, m), 6.59 (1H, d, ] = 10.2Hz), 6.95-7.05
(1H, m), 7.1-7.3 (2H, m), 7.84 (1H, br), 7.96 (1H, d, T =
2.1Hz).

'H-NMR (CDCl;) Sppm: 1.43 (9H, s), 1.8-1.95 (1H, m),
2.05-2.25 (1H, m), 2.29 (3H, s), 3.15-3.35 (3H, m),
3.65-3.8 (1H, m), 4.35-4.5 (1H, m), 6.45-6.55 (1H, m),
6.85-6.95 (2H, m), 7.0-7.15 (1H, m), 7.79 (1H, br), 7.87
(1H, d, = 1.9Hz).

TH-NMR (CDCl;) Sppm: 1.43 (9H, s), 1.8-1.95 (1H, m),
2.05-2.25 (1H, m), 3.1-3.35 (3H, m), 3.65-3.8 (1H, m),
4.35-4.5 (1H, m), 6.45-6.55 (1H, m), 7.05-7.2 (4H, m),
7.80 (1H, br), 7.88 (1H, d, J = 2.1Hz).

-H -H -H

-H -H -H

-H -H -F -H

-H -H -F -H

[0937]
[0938]

* 28
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R4
R3 R5 R6._N_R7
|
R2 N 7 “R8
R1 O R9
N»‘o
CH
o X 3
H,C" CH,

[0939]

ZILsoiE® R1 R2 R3 R4 R5 R6 R7 R§ R9 NMR

214 H -C1 -F -H -H -H -H -F -H 'HNMR (CDC,) dppm: 1.43 (9, s), 1.8-1.95 (1H,
m), 2.05-2.3 (1H, m), 3.15-3.4 3H, m), 3.65-3.8 (1H,
m), 4.35-4.5 (1H, m), 6.59 (1H, d, J = 10.2Hz), 6.95-
7.05 (1H, m), 7.1-7.3 (2H, m), 7.84 (1H, br), 7.96 (1H,
d,J=2.1Hz).

215 -H -CH; F -H -H -H -H -F -H 'HNMR(CDCL)3ppm: 1.43 (9H, s), 1.8-1.95 (1H,
m), 2.05-2.25 (1H, m), 2.29 (3H, s), 3.15-3.35 (3H, m),
3.65-3.8 (1H, m), 4.35-4.5 (1H, m), 6.45-6.55 (1H, m),
6.85-6.95 (2H, m), 7.0-7.15 (1H, m), 7.79 (1H, br), 7.87
(1H, d, T = 1.9Hz).

216 -H -H -F -H -H -H -H -F -H 'H-NMR (CDCl;) sppm: 1.43 (9H, s), 1.8-1.95 (1H,
m), 2.05-2.25 (1H, m), 3.1-3.35 (3, m), 3.65-3.8 (1H,
m), 4.35-4.5 (1H, m), 6.45-6.55 (1H, m), 7.05-7.2 (4H,
m), 7.80 (1H, br), 7.88 (1H, d, J = 2.1Hz).

[0940] 29
[0941]
R4
R3 R5
R6
R2 N/
R1 :
Q
YO, cr,
o X
H,C’ CH,
[0942]
2 He S 15 R1 R2 R3 R4 R5 R6 NMR
217 -H -H -CI CI -H Cl "H-NMR (CDCL;) oppm: 1.43 (9H, s), 1.75-1.89 (1H,
B m), 2.03-2.20 (1H, m), 3.08-3.33 (31, m), 3.80 (1H, dd,
P J=7.1, 109Hz), 5.17-529 (1H, m), 6.00 (1H. d.
N J=9.0Hz), 7.03 (1H, dd, J=2.4, 8.4Hz), 7.25 (1H, dd,
J=2.2, 9.0Hz), 7.29 (1H, d, J=2.2Hz), 7.52-7.57 (1H.,
dd, =47, 8.3Hz), 8.13 (1H, d, J=4.7Hz).
218 -H -H -F Cl -H Ch__ 'H-NMR (CDCl;) Sppm: 1.44 (9H, s), 1.80-2.21 (2H,
| m), 3.20-3.47 (3H, m), 3.57-3.78 (1H, m), 4.68-4.74
SN (1H, m), 6.85-7.03 (4H, m), 7.55-7.59 (1H, m), 8.29-
8.32 (1H, m).
219 H -H -F C1 -H "H-NMR (CDCl;) dppm: 1.44 (9H, s), 1.71-1.89 (1H,
m), 2.04-2.28 (1H, m), 3.10-3.34 (3H, m), 3.85 (1H, dd.
N J=7.5, 10.3Hz), 5.35-543 (1H, m), 6.08 (1H, d.
| Cl 1=8 8Hz), 7.07-7.12 (1H, m), 7.26-7.36 (5H, m), 7.46-
N 7.51 (2H, m), 8.42 (1H, d, J=5.9Hz).
[0943]
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220

221

222

223

224

-H

-H

-H

-H

-H

-H

-F

-F

-F

-H

-H

-H

-H

"H-NMR (CDCl,) dppm: 1.43 (94, s), 1.80-1.93 (1H,
m), 2.05-2.21 (1H, m), 3.14-3.35 (3H, m), 3.67-3.82
(1H, m), 4.35-4.46 (1H, m), 5.36 (1H, d, J=10.8Hz),
6.05 (1H, d, I=17.4Hz), 6.75 (1H, dd, J=10.8, 17.4Hz),
6.83-6.89 (1H, m), 7.02-7.19 (3H, m), 7.24 (1H, d.
J=8.6Hz), 8.09 (1H, s).

'H-NMR (CDCl3) dppm: 1.32 (9H, s), 1.75-1.89 (1H,
m), 2.08-2.20 (1H, m), 3.07-3.32 (3H, m), 3.67-3.81
(1H, m), 3.97 3H, ), 4.38-4.46 (1H, m), 6.42 (1H, dd,
J=2.9, 9.0Hz), 6.66 (1H, d, ]=2.9Hz), 6.81 (1H, dd,
J=3.1, 8.4Hz), 7.17 (1H, d, -6.8Hz), 7.30 (1H. dd,
J=2.7,8.8Hz), 7.94 (1H,d, 2.3Hz).

'H-NMR (CDCl;) dppm: 1.43 (9H, s), 1.80-1.93 (1H,
m), 2.15-2.20 (1H, m), 2.29 (3H, s), 3.18-3.39 (3H, m),
3.63-3.77 (1H, m), 4.41 (1H, brs), 6.85-6.91 (2H, m),
7.03-7.07 (1H, m), 7.11-7.18 (1H, m), 7.73 (1H, brs).

'H-NMR (CDCl,) $ppm: 1.43 (9H, s), 1.78-1.92 (1H,
m), 2.09-2.36 (1H, m), 2.55 (3H, s), 3.15-3.32 (3H, m),
3.68-3.99 (1H, m), 5.31-5.52 (1H, m), 6.24 (1H, d,
J=9.2Hz), 6.96 (1H, d, ]=9.2Hz), 7.06 (1H, ddd, J=2.6,
4.2, 8.6Hz), 7.15-7.27 (1H, m), 7.55-7.59 (1H, m).
'H-NMR (CDCly) 8ppm: 1.43 (9H, s), 1.78-1.97 (1H,
m), 2.08-2.36 (1H, m), 3.12-3.32 (3H, m), 3.67-3.96
(1H, m), 4.05 (3H, s), 5.14-5.33 (1H, m), 6.39 (1H, d,
1=9.6Hz), 6.72 (1H, d, J=9.6Hz), 7.07 (1H, ddd, J=2.6,
4.2, 8.6Hz), 7.11-7.32 (2H, m).

[0944] % 30

[0945]

[0946]

Q

O%OX %

__R6

H,C’ CH,

S H B
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NMR

225

226

227

228

-H

-H

-H

-H

-H

-F

-F

-F

L J_ _cH

3

"H-NMR (CDCly) éppm: 1.43 (9H, s), 1.81-1.95 (1H,
m), 2.10-2.35 (1H, m), 3.12-3.30 (3H, m), 3.74-3.95
(1H, m), 5.34-5.45 (1H, m), 6.31 (1H, d, J=9.4Hz),
7.06-7.10 (2H, m), 7.21-7.33 (2H, m).

'H-NMR (CDCls) ppm: 1.43 (9H, s), 1.84-1.99 (1H,
m), 2.10-2.29 (1H, m), 3.12-3.38 (3H, m), 3.70-3.76
(1H, m), 4.36-4.45 (1H, m), 7.02 (1H, ddd, J=2.7, 4.1,
8.6Hz), 7.20 (1H, dd, J=2.5, 6.4Hz), 7.21-7.28 (1H,
m), 7.97 (2H, m).

'H-NMR (CDCl;) dppm: 1.44 (9H, s), 1.80-1.95 (1H,
m), 2.04-2.20 (1H, m), 3.20-3.40 (3H, m), 3.70 (6H, s),
3.77-3.88 (1H, m), 5.21-5.30 (1H, m), 5.46 (1H, s),
7.02 (1H, ddd, J=2.5, 4.3, 8.7Hz), 7.13-7.19 (1H, m),
7.24 (1H, dd, 1=2.4, 6.6Hz).

'H-NMR (CDCly) ppm: 1.43 (9H, s), 1.70-1.88 (1H,
m), 1.97-2.20 (1H, m), 3.07-3.30 (3H, m), 3.72-3.82
(1H, m), 3.83 (3H, s), 3.96 (3H, s), 4.86 (1H, 5), 5.37-
5.41 (1H, m), 7.05 (1H, ddd, J=2.6, 4.2, 8.7Hz), 7.21-
7.31 (2H, m).

[0947]
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229 H H F H H N "H-NMR (CDCLy) oppm: 1.43 (9H, s), 1.86-1.96 (1H,
)/\J m), 2.16-2.28 (1H, m), 3.10-3.35 (3H, m), 3.72-3.77
N (1H, m), 4.41-4.51 (1H, m), 7.09-7.17 (4H, m), 8.07
(2H, 5), 8.64 (1H, s).
230 -H -H -F -CH, H N 'H-NMR (CDCly) Sppm: 1.43 (9H, s), 1.85-1.97 (1H,
Lﬁ m), 2.05-2.28 (1H, m), 2.29 (3H, s), 3.20-3.35 (3H, m),
N 3.70-3.78 (1H, m), 4.43-4.47 (1H, m), 6.89-7.97 (2H,
m), 7.06-7.13 (1H, m), 8.06 (2H, s), 8.63 (1H, s).
231 -H -H €l c1 H Ng_Cl 'H-NMR (CDCl;) 5ppm: 1.43 (9H, s), 1.81-1.96 (1H,
/E/Y m), 2.10-2.31 (1H, m), 3.15-3.39 (3H, m), 3.63-3.78
2N (1H, m), 4.37-4.45 (1H, m), 6.90 (1H, dd, J=2.5,
8.6Hz), 7.16 (1H, d, 1=2.4Hz), 7.51 (1H, d, J=8 3Hz),
8.05 (2H, s).
222 -H -H F -H H N_ _Cl 'H-NMR (CDCly) 5ppm: 1.42 (9H, s), 1.78-1.93 (11,
/@/ m), 2.10-2.26 (1H, m), 3.09-3.37 (3H, m), 3.63-3.70
N (1H, m), 4.37-4.45 (1H, m), 7.07-7.29 (4H, m), 7.92
CH. s).
33 H -H F -CH, -H N_ _Cl '"H-NMR (CDCly) 5ppm: 1.43 (9H, s), 1.81-1.95 (1H,
N
/E/Y m), 2.05-2.27 (1H, m), 2.29 (3H, s), 3.19-3.43 (3H, m),
N 3.65-3.80 (1H, m), 4.35-4.43 (1H, m), 6.90-6.97 (2H,
m), 7.07-7.13 (1H, m), 7.91 2H, s).
[o948] %k 31
[0949]
R4
R3 R5
R2 e
R1 :
&,
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o X_°
H,C CH,
[0950]
ZlLocip R1 R2 R3 R4 R5 R6 NMR
234  H H F - H F TH-NMR (CDCl,) 8ppm- 1.44 (9HL, ), 1.74-1.60 (1H, m),
Flp 2.08-2.26 (1H, m), 3.09-3.35 (3H, m), 3.78-3.88 (1H. m),
5.20-5.35 (1H, m), 6.92 (1H, d, J=4.8Hz), 7.04 (1H, ddd,
N7 J1=2.5, 4.2, 8.7Hz), 7.20-7.25 (2H, m), 8.47 (1H, d,

J=4.6Hz).

N
. 'H-NMR (CDCl;) Sppm: 1.43 (9H, s), 1.77-1.88 (1H, m),
[N 2.05-2.28 (1H, m),2.52 (3H, s), 3.15-3.33 (3H, m), 3.70-
A o.CH, 3.90 (1H, m), 5.28-5.43 (1H, m), 5.60 (1H, d, J=6.0Hz),
N™ S 7.03 (1H, dd, J=2.4, 8.5Hz), 7.29 (1H, d, J=2.4Hz), 7.58
(1H, d, ]=8.3Hz), 7.90 (1H, d, J=6.0Hz).

235 -H -H C1 C1 -H

236 -H -H -Cl -Cl -H "H-NMR (CDCl;) 8ppm: 1.44 (9H, s), 1.75-1.88 (1H, m),
N
,/j 2.05-2.20 (1H, m), 3.12-3.36 (3H, m), 3.77-3.87 (1H, m),
)\N/ 5.24-5.34 (1H, m), 6.62 (1H, brs), 7.02 (1H, dd, J-2.4,

8.5Hz), 7.27 (1H, d, J=2.4Hz), 7.51 (1H, dd, J=4.1,
8.4Hz), 8.32 (2H, brs).
237 -H -H F 1 -H CH, 'H-NMR (CDCL;) 3ppm: 1.44 (9H, s), 1.87-1.96 (1H, m),
O N 2.04-2.20 (1H, m), 3.15-3.39 (3H, m), 3.61 (3H, s), 3.72-
/\[/ ] 3.84 (1H, m), 4.77-4.86 (1H, m), 6.96 (1H, ddd, J=2.6,
N 4.3, 8.7Hz), 7.06 (1H, dd, J=2.6, 8.5Hz), 7.11 (1H, dd,
J=2.6, 6.6Hz), 7.65 (1H, brs), 7.79 (1H, d, J=4.4Hz).

[0951]
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238 H H F 1 H HC_N TH-NMR (CDCly) oppm: 1.42 (9H, s), 1.90-2.20 (2H, m),
/\[ l 2.00 (3H, 5), 2.48 (3H, 5), 3.22-3.45 (3H, m), 3.61-3.82
SN CH,  (LH, m), 4.67-4.76 (1H, m), 6.80-6.84 (1H, m), 6.95-7.02

(1H, m), 7.08 (1H, t, J=8.6Hz), 8.04 (1H, d, J=5.2Hz).

239 -H -H -F -Cl -H Ny 'H-NMR (CDCl;) 5ppm: 1.44 (911, s), 1.78-1.86 (1H, m),
/[ l 2.05-2.24 (JH, m), 3.08-3.31 (3H, m), 3.80 (111, dd,
N J=7.0,9.0Hz), 5.17-5.23 (1H, m), 7.10 (1H, ddd, J=2.6,

3.9, 8.7Hz), 7.26-7.32 (3H, m), 7.88 (11 s).

240 -H -H €1 -Cl -H Ng 'H-NMR (CDCl) $ppm: 1.44 (SH, s), 1.77-1.87 (1H, m),
/[ j 2.04-2.21 (1H, m), 3.11-3.35 (3H, m), 3.75-3.86 (1H, m),
NG 5.14-5.23 (1H, m), 7.07 (1H, dd, J=2.4, 8.5Hz), 7.33 (1H,

d, J=2.4Hz), 7.51 (1H, d, J=1.1Hz), 7.58 (1H, dd, J=3.9,

8.2Hz), 7.90 (1H, s), 8.09 (1H, s).

241 -H -H <l -Cl -H F 'H-NMR (CDCl;) $ppm: 1.44 (9H, s), 1.73-1.80 (1H, m),
3 2.01-2.18 (1H, m), 3.03-3.33 (3H, m), 3.81 (1H, dd,
SN J=6.1, 10.7Hz), 5.13-5.22 (1H., m), 6.06 (1H, dd, J=3.4,

9.2Hz), 7.02 (1H, dd, J=2.4, 8.4Hz),7.06-7.12 (1H, m),
7.28 (1H, d, J=2.4Hz), 7.50-7.55 (1H, m), 8.06 (1H, brs).

[0952] % 32
[0953]
R4
R3 R5
R _R6
R1 z
QU
O cH,
o
H,C' CH,
[0954]
"SR] R1_R2 R3 R4 R5 R6 NMR
240 -H -H -Cl -Cl -H ~ 'H-NMR (CDCl) 5ppm: 1.43 (OH, s), 1.75-1.84 (1H, m),
N 2.04-2.18 (1H, m), 3.03-3.33 (3H, m), 3.77-3.85 (1H, m),
Nop  5:29-5.38 (1H, m), 5.68 (1H, dd, J=2.1, 12.0Hz), 6.38-6 46

(1H, m), 7.03 (1H, dd, J=2.4, 8.5Hz), 7.29 (1H, d, J=2.3Hz),
7.54-7.59 (1H, m), 8.10-8.18 (LH, m).
243 -H -H €l -C1 -H 'H-NMR (CDCl;) Sppm: 1.43 (9H, s), 1.72-1.86 (1H, m),
2.04-2.22 (1H, m), 3.08-3.33 (3H, m), 3.83 (1H, dd, J=7.1,
10.8Hz), 5.28-5.37 (1H, m), 6.04 (1H, d, J=8.6Hz), 6.63-6.68
(1H, m), 7.03 (1H, dd, J=2.4, 8.5Hz), 7.27-7.35 (2H, m),
7.51-7.56 (1H, m), 8.17-8.22 (1H, m).
'H-NMR (CDCl;) 5ppm: 1.44 (9H, s), 1.73-1.90 (1H, m),
2.05-2.22 (1H, m), 3.08-3.34 (3H, m), 3.82 (1M, dd, J=7.2,
10.7Hz), 5.16-5.25 (1H, m), 7.08-7.14 (1H, m), 7.27-7.33
(2H, m), 7.49 (1H, s), 7.89 (1H, brs), 8.09 (1H, brs).
'H-NMR (CDCl;) 5ppm: 1.44 (9H, s), 1.76-1.89 (1H, m),
2.05-2.28 (1H, m), 3.10-3.35 (3H, m), 3.77-3.87 (1H, m),
5.14-5.25 (1H, m), 7.08 (1H, dd, J=2.4, 8.5Hz), 7.34 (1H, d,
1=2.3Hz), 7.52 (1H, 5), 7.59 (1L, dd, ]=4.0, 8.2Hz), 8.10
(1H, brs), 8.66 (1H, brs).
'H-NMR (CDCl;) dppm: 1.44 (9H, s), 1.75-1.86 (1H, m),
]\ 2.09-2.28 (1H, m), 3.12-3.34 (3H, m), 3.80 (1H, dd, 7.1,
10.0Hz), 5.13-5.24 (1H, m), 7.07 (1H, dd, J=2.4, 8.5Hz),
7.32-7.34 (211, m), 7.59 (1H, d, J=8.0Hz), 8.49 (1, s).
'H-NMR (CDCl;) 8ppm: 1.43 (9H, s), 1.82-1.95 (1H, m),
2.09-2.25 (1H, m), 3.13-3.37 (3H, m), 3.70-3.80 (1H, m),
4.41-4.50 (1H, m), 6.86 (1H, dd, J=2.5, 8.6Hz), 7.13 (1H, d,
J=2.5Hz), 7.48 (1H, d, J-8.8Hz), 8.22 (2H, s), 8.82 (1H, s).

\

4

z

244 -H -H -F -Cl -H

245 -H -H €1 -Cl -H

246 -H -H Cl -Cl -H

Z

>/ A\
z
Q

247 -H -H CI CI -H
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248

249

250

-H -H

-H -H

-H -H

-Clt -C1

-Cl1 -Cl

-F -Cl

-0

H N

-H N.__ClI

"H-NMR (CDCl;) 6ppm: 1.44 (9H, s), 1.74-1.88 (1H, m),
2.05-2.20 (1H, m), 3.10-3.38 (3H, m), 3.77-3.87 (1H, m),
5.22-5.34 (1H, m), 6.63 (1H, brs), 7.02 (1H, dd, J=2 .4,
8.5Hz), 7.28 (1H, d, J=2.4Hz), 7.51 (1H, dd, J=4.3, 8.4Hz),
8.32 (2H, brs).

'H-NMR (CDCls) 3ppm: 1.43 (9H, s), 1.79-1.90 (1H, m),
2.04-2.27 (1H, m), 3.14-3.36 (3H, m), 3.67-3.80 (1H, m),
4.36-4.45 (1H, m), 6.89 (1H, dd, J=2.5, 8.5Hz), 7.16 (1H, d,
J=2.3Hz), 7.51 (1H, d, ]=8.4Hz), 8.05 (1H, brs).

'H-NMR (CDCl3) ppm: 1.43 (9H, s), 1.80-1.98 (1H, m),
2.11-2.28 (1H, m), 3.15-3.39 (3H, m), 3.68-3.78 (1H, m),
4.36-4.45 (1H, m), 6.99-7.05 (1H, m), 7.18-7.27 (2H, m),
7.97 (2H, s).

[0956] % 33

[0957]

[0958]

R4

R1

R5
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NMR

251

252

253

254

255

256

257

258

-H -H -F

-H -H -Cl1

-H -CI-H

-H -H -F

-H -H -Cl

-H-H-F

-F

-CH,4

-Cl

-Cl

s

-H

n

wn

()]

n

2,00

"H-NMR (CDCL,) Sppm: 1.43(9H, s), 1.79-1.97(1H, m), 2.01-
2.22(1H, m), 3.08-3.38(3H, m), 3.60-3.78 (1H, m), 4.25-
4.41(1H, m), 6.42-6.62(2H, m), 6.66(1H, dd, J=1.5, 5.0Hz),
6.78(1H, dd, J=1.5, 3.0Hz), 6.91-7.07(1H, m), 7.30 (1H, d,
J=3.0Hz)

'H-NMR (CDCl;) 8ppm: 1.43 (9H, s), 1.78-1.97 (1H, m), 2.03-
2.20 (1H, m), 2.29 (3H, s), 3.18-3.38 (3H, m), 3.61-3.82 (1H,
m), 4.34-4.43 (1H, m), 6.54-6.73 (4H, m), 7.11-7.30 (2H, m).

'H-NMR (CDCl;) 8ppm: 1.44 (9H, s), 1.78--1.94 (1H, m), 2.04-
2.20 (1H, m), 3.13-3.34 (3H, m), 3.67-3.80 (1H, m), 4.29-4.45
(1H, m), 6.48 (2H, d,J = 1.7 Hz), 6.72-6.83 (2H, m), 7.04 (1H,
dd, J = 3.1, 1.7 Hz), 7.37-7.42 (1H, m).

'H-NMR (CDCl;) 5ppm: 1.43 (SH, s), 1.82-2.00 (1H, m), 2.01-
2.23 (1H, m), 3.10-3.40 (3H, m), 3.61-3.79 (1H, m), 4.26-4.42
(1H, m), 6.41-6.44 (1H, m), 6.50 (1L, dd, J= 1.5, 5.0Hz), 6.89-
7.02 (4H, m), 7.18 (1h, brs)

'H-NMR (CDCls) 5ppm: 1.43 (9H, s), 1.81-1.98 (1H, m), 2.05-
2.24 (1H, m), 3.12-3.38 (3H, m), 3.63-3.82 (1H, m), 4.30-4.46
(1H, m), 6.50 (1H, dd, ] = 3.0, 9.0Hz), 6.72-6.76 (2H, m), 6.96
(1H, dd, J=1.5, 3.0Hz), 7.20 (1H, brd, J = 9.5Hz), 7.36 (1H, brs)
'H-NMR (CDCl,) sppm: 1.27-1.52 (11H, m), 1.62-1.82 (3H, m),
1.90-2.05 (1H, m), 2.95-3.69 (7H, m), 3.85-4.05 (3H, m), 6.95-
7.00 (1H, m), 7.00-7.16 (2H, m).

'H-NMR (CDCl;) 8ppm: 1.15-1.35 (2H, m), 1.46 (9H, s), 1.52-
1.73 (3H, m), 1.76-2.05 (2H, m), 2.91 (2H, d, J = 6.7 Hz), 3.08-
3.35 (4H, m), 3.35-3.65 (2H, m), 3.80-4.00 (3H, m), 6.76-6.88
(1H, m), 6.95-7.10 (2H, m).

'H-NMR (CDCly) 5ppm: 1.42 (9H, s), 1.8-1.95 (1H, m), 2.1-
2.25 (1H, m), 3.15-3.35 (3H, m), 3.65-3.85 (1, m), 4.45-4.6
(1H, m), 6.7-6.8 (1H, m), 6.9-7.0 (2T, m), 7.0-7.1 (1H, m), 7.21
(1H, s), 7.31 (1H, d, J = 1.7Hz), 7.65-7.8 (1H, m).

[0959]
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HHH -H -H CI 'H-NMR (CDCl;) dppm: 1.42 (9H, s), 1.8-1.95 (1H, m), 2.1-
2.25 (1H, m), 3.15-3.35 (3H, m), 3.65-3.9 (1H, m), 4.45-4.6
(1H, m), 6.85-7.0 (3H, m), 7.05-7.2 (2H, m), 7.25-7.4 (3H, m),
7.6-7.75 (1H, m).

JH-NMR (CDCl;) $ppm: 1.42 (9H, s), 1.8-2.0 (1H, m), 2.1-2.3
(1H, m), 3.15-3.4 (3H, m), 3.65-3.85 (1H, m), 4.4-4.6 (1H, m),
6.65-6.75 (1H, m), 6.86 (1H, dd, J = 2.9, 6.3Hz), 6.95 (1H. dd, J
=22, 8.6Hz), 6.95-7.1 (1H, m), 7.35 (1H, 5), 7.42 (1H, d, ) =

| 2.1Hz),7.74 (1H, d, J = 8.6Hz).

259

260 -H-H-F -CI -H
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"H-NMR (CDCl,) 5ppm: 1.41 (9H, s), 1.8-2.0 (1H, m),
2.05-2.3 (1H, m), 3.15-3.4 (3H, m), 3.7-3.9 (1H, m), 4.5-4.7
(1H, m), 6.8-6.9 (2H, m), 6.9-7.1 (2f1, m), 7.2-7.35 (3H, m),
7.42 (1H, d, T = 2.1Hz), 7.65-7.75 (1H, m).

'H-NMR (CDCl;) 3ppm: 1.42 (9H, s), 1.8-2.0 (1H, m),
2.05-2.3 (1H, m), 3.15-3.4 (3H, m), 3.7-3.85 (1H, m), 4.45-
4.6 (1H, m), 6.80 (1H, dd, T = 2.3, 8.8Hz), 6.9-7.1 (4H, m),
7.2-7.35 (2H, m), 7.62 (1H, d, J = 8.6Hz).

'H-NMR (CDCl3) ppm: 1.43 (9H, s), 1.8-1.95 (1H, m),
2.05-2.25 (1H, m), 3.1-3.4 (3H, m), 3.65-3.9 (1H, m), 4.4-
4.6 (1H, m), 6.82 (1H, dd, ] = 2.0, 8.8Hz), 6.95-7.2 (6H, m),
7.55-7.7 (1H, m).

'H-NMR (CDCL,) $ppm: 1.41 (9H, s), 1.8-1.95 (1H, m),
2.05-2.25 (1H, m), 2.42 (34, d, J = 0.6Hz), 3.15-3.35 (3H,
m), 3.7-3.9 (1H, m), 4.45-4.65 (1H, m), 6.75-6.85 (2H, m),
6.9-7.05 (3H, m), 7.15-7.3 (2H, m), 7.45 (1H, d, J = 1.9Hz),
7.63 (1H, dd, J = 3.9, 8.5Hz).

'"H-NMR (CDCls) 8ppm: 1.40 (9H, d, ] = 2.9Hz), 1.8-1.95
(1H, m), 2.05-2.25 (1H, m), 2.39 (3H, d, J = 0.8Hz), 3.15-
3.35 (3H, m), 3.7-3.9 (1H, m), 4.45-4.65 (1H, m), 6.65-6.75
(2H, m), 6.8-6.9 (1H, m), 7.01 (1H, dd, J= 1.8, 8.5Hz), 7.11
(1H, bs), , 7.15-7.3 (2H, m), 7.39 (1H, d, J = 1.9Hz), 7.81
(1H, dd, T = 3.6, 8.4Hz).

'H-NMR (CDCls) Sppm: 1.42 (9H, s), 1.8-1.95 (1H, m),
2.05-2.25 (1H, m), 3.15-3.35 (3H, m), 3.7-3.9 (1H, m),
4.45-4.6 (1H, m), 6.87 (1H, d, J=1.9Hz), 6.93 (2H, dd, J =
1.0, 8.5Hz), 7.05-7.15 (1H, m), 7.23 (1H, s), 7.25-7.4 (4H,
m).

'H-NMR (CDCl;) §ppm: 1.41 (9H, s), 1.75-1.95 (1H, m),
2.0-2.2 (1H, m), 2.57 3H, 5), 3.15-3.35 (3H, m), 3.7-3.9
(1H, m), 4.45-4.6 (1, m), 6.75 (211, d, J = 7.811z), 6.8-7.0
(3H, m), 7.15-7.3 (2H, m), 7.39 (1H, d, J = 1.7Hz), 7.58
(1H, dd, J = 3.8, 8.2Hz).

[0963]
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268 -HHTF H H
s

"H-NMR (CDCl,) dppm: 1.42 (9H, s), 1.75-1.95 (1H, m),
2.0-2.2 (1H, m), 2.55 (3H, d, J = 1.0Hz), 3.15-3.35 (3H, m),
3.657-3.85 (1H, m), 4.35-4.55 (1H, m), 6.75-6.9 (4H, m),
6.9-7.05 (2H, m), 7.26 (1H, s), 7.51 (1H, d, J = 8.6Hz).

[0964] % 35

[0965]

R2

[0966]

Z % B RIRZR3 R4 RS5R6

-H-H-F -Cl

e

288

269

Z

270 -H-H-H

z

271 -H-H-F

Z

272 -H-H-H

A\

/
W

P4

273 -H-H-F -H -H

7\

Z/\Z
Z R Oz

274 -H-H-H

275 -H-H-F -H

\

7/

276 -H-H-F -CH;-H
N-CHs

ziizo
O
Q
oL

277 -H-H-F -Cl

\

4

"H-NMR (CDCl5) éppm: 1.44 (9H, s), 1.8-1.95 (1H, m),
2.1-2.3 (1H, m), 3.15-3.4 (3H, m), 3.7-3.9 (1H, m), 4.45-
4.6 (1H, m), 6.71 (1H, dd, J = 2.1, 8.9Hz), 6.9-7.05 (1H,
m), 7.1-7.3 (3H, m), 7.81 (1H, d, J = 8.8Hz), 8.72 (1H, s).

TH-NMR (CDCl,) éppm: }.43 (9H, s), 1.8-2.0 (1H, m),
2.1-2.25 (1H, m), 3.15-3.35 (3H, m), 3.75-3.95 (1H, m),
4.5-4.65 (1H, m), 6.69 (1H, dd, J = 2.2, 8 9Hz), 7.05-7.15
(3H, m), 7.3-7.4 (1H, m), 7.4-7.5 (2H, m), 7.76 (1H, d,J
=7.7Hz), 8.68 (1H, bs).

"H-NMR (CDCly) oppm: 1.43 (9H, s), 1.8-1.95 (1H, m),
2.1-2.3 (1H, m), 3.1-3.35 (3H, m), 3.7-3.9 (1H, m), 4.5-
4.65 (1H, m), 6.65 (1H, dd, ] = 2.2, 9.0Hz), 7.05-7.2 (5H,
m), 7.75 (1H, d, J = 8.3Hz), 8.67 (1H, s).

'H-NMR (CDCl3)dppm : 1.43 (9H, s), 1.7-1.9 (1H, m),
2.05-2.25 (1H, m), 3.1-3.35 (3H, m), 3.8-3.95 (1H, m),
5.4-5.55 (1H, m), 6.03 (1H, d, J = 8.9Hz), 7.0-7.05 (1H,
m), 7.05-7.1 (14, m), 7.1-7.2 (2H, m), 7.35-7.55 (3H, m),
7.58 (1H, d, J=8.9Hz).

"H-NMR (CDCl;) ppm: 1.43 (9H, s), 1.7-1.9 (1H, m),
2.05-2.25 (1H, m), 3.05-3.35 (3H, m), 3.8-3.95 (1H, m),
5.4-5.55 (1H, m), 6.02 (1H, d, J = 8.9Hz), 7.0-7.2 (6H,
m), 7.60 (1H, d, J = 8.8Hz).

'"H-NMR (CDCl;) 8ppm: 1.43 (9H, s), 1.7-1.9 (1H, m),
2.05-2.25 (1H, m), 3.1-3.35 (3H, m), 3.8-3.95 (1H, m),
5.4-5.55 (1H, m), 6.06 (1H, d, J=9.0Hz), 7.15-7.2 (2H,
m), 7.3-7.55 (4H, m), 7.55-7.65 (1H, m), 7.67 (1H, d, J =
10.0Hz).

'"H-NMR (CDCls) 8ppm;1.43(9H, s), 1.85-2.00(1H, m),
2.08-2.26(1H, m), 3.16-3.40(3H, m), 3.68-3.90 (1H, m),
4.50-4.61(1H, m), 6.88-6.96(1H, m), 7.05-7.20(4H, m),
7.35(1H, dd, J=4.2, 8.3Hz), 7.88-8.05(2H, m), 8.76 (1H,
d, J=2.9Hz)

"H-NMR (CDCls) dppm: 1.43 (9H, s), 1.75-1.88(1H, m),
2.12 (1H, br), 2.28 (3H, 5), 2.85 (2H, t,J = 6.6 Hz), 3.10
(3H, s), 3.19-3.28 (3H, m), 3.48 (2H, t, J = 6.6 Hz), 3.69-
3.83 (1H, m), 4.49-4.55 (1H, m), 6.22 (1H,d,J=12.3
Hz), 6.49 (1H, dd, J = 8.1, 8.6 Hz), 6.87-6.95 (2H, m),
7.03-7.09 (1H, m), 7.87 (1H, dd, J = 8.7, 8.7 Hz).
"H-NMR (CDCl5) dppm: 1.41 (9H, s), 1.83-1.95 (1H, m),
2.15 (1H, br), 3.22-3.34 (3H, m), 3.69-3.85 (1H, m), 4.06
(3H, s), 4.47 (1H, br), 6.65-6.70 (1H, m), 6.85 (1H, dd, J
=2.8,6.3 Hz), 6.90 (1H, d, J = 8.8 Hz), 6.99-7.05 (1H,
m), 7.17 (1H, dd, J = 2.5, 8.9 Hz), 7.26-7.27 (1H, m),
7.77-7.90 (2H, m).

[0967]
[0968]

% 36
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Q,
CH
o X °
H,C CH,
[0969]
ZICmif R1_ R2 R3 R4 R5 R6 NMR
778 T Hm F < H CH "H-NMR (CDCI3) dppm: 1.43(9H, s), 1.78-1.90 (1H,
N 3 0 m), 2.04-2.17 (1H, m), 2.66 (2H, dd, J = 6.7, 7.7 Hz),
2.86 (2H, dd, J = 6.7, 7.7 Hz), 3.19-3.29 (3H, m),
3.36 (3H, s), 3.66-3.78 (1H, m), 4.35-4.41 (1H, m),
6.60 (1H, ddd, = 3.0, 3.8,9.0 Hz), 6.75-6.78 (2H,
m), 6.86 (1H, dd, J = 1.9, 8.6 Hz), 6.93-7.02 (2H, m).
279 -H -H -F -H -H CH '"H-NMR (CDCl;) dppm: 1.43 (9H, s), 1.78-1.91
N 8 o (1H,m),2.05-2.17 (1H, m), 2.62 (2H, dd, ] = 6.1 8.3
Hz), 2.82 (2H, dd, T = 6.1, 8.3 Hz), 3.26 (3H, br),
3.33 (3H, s), 3.69-3.79 (1H, m), 4.41 (1H, br), 6.62
(1H, br), 6.72 (1H, dd, J = 2.5, 8.7 Hz), 6.84-6.91
pH, m), 6.93-7.03 (2H, m).
280 H -H -F Ccl H CH H-NMR (CDCl3) 8ppm: 1.41 (9H, s), 1.81-1.93
N o (1H,m),2.13-2.18 (IH, m), 3.24-3.31 (3H, m), 3.67-
3.81 (1H, m), 3.72 (3H, s), 4.41-4.45 (1H, m), 6.62-
_ 6.67 (1H, m), 6.73 (1H, d, J= 9.4 Hz), 6.81 (1H, dd,
J=2.7,6.2 Hz), 6.82-7.05 (1H, m), 7.14-7.18 (2H,
m), 7.27-7.32 (1H, m), 7.59 (1H, d, J =9.4 Hz).
281 -H -H -CH; -F -H CH "H-NMR (CDC};) 8ppm: 1.43(9H, s), 1.78-1.91 (1H,

% | m),2.08-2.18 (1H, m), 2.18 (3H, s), 2.66 (2H, dd, J
=6.6,7.6 Hz), 2.86 (2H, dd, ] = 6.6, 7.6 Hz), 3.18-
3.27 (3H, m), 3.36 (3H, s), 3.68-3.78 (1H, m), 4.38-
4.44 (1H, m), 6.36-6.43 (2H, m), 6.79 (1H, d, J = 2.2
Hz), 6.87-7.02 (3H, m).
282 -H -H CH; -F -H CH 'H-NMR (CDCl;) ppm: 1.41 (9H, s), 1.60-1.72
(1H, m), 2.15 (1H, br), 2.20 3H, s), 3.24-3.32 (311,
m), 3.72 (3H, s), 3.75-3.81 (1H, m), 4.46 (1H, br),
6.40-6.45 (2H, m), 6.72 (1H, d, T = 9.5 Hz), 7.02
(1H, br), 7.18-7.21 (2H, m), 7.31-7.34 (1H, m), 7.58
(1H,dd, J =2.9, 9.4 Hz).

H-NMR (CDCly) Sppm: 1.43 (9H, s), 1.78-1.90
(1H, m), 2.02-2.13 (1H, m), 2.24 (3H, s), 2.62 (2H,
dd, T=5.4, 8.0 Hz), 2.79-2.84 (2H, m), 3.19-3.29
(3H, m), 3.32 (3H, s), 3.98-3.79 (1H, m), 4.35-4.46
(1H, m), 6.58 (1H, br), 6.70-6.76 (3H, m), 6.84-6.99
(2H, m).

H-NMR (CDCl,) Sppm: 1.42 (9H, s), 1.80-1.92
(1H, m), 2.08-2.18 (1H, m), 2.24 (3H, s), 3.24-3.31
(3H, m), 3.69 (3H, s), 3.75-3.81 (14, m), 4.44 (1H,
br), 6.69 (1H, d, J = 9.4 Hz), 6.74-6.79 (2H, m),
6.96-7.01 (3H, m), 7.21-6.79 (1H, m), 7.55 (1H, d,J

- zZ
o5
O

8
O

283 -H -H -F -CH; -H

O
I
w

.

24 H H F -CH, -H CH

w

8
o

=9.4 Hz).
[0970] % 37
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285 -H

286 -H

287 -H

288 -H

-H

-H
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-F

-CHjs

-F

-H

-CH;

-H

-H

"H-NMR (CDCls) sppm: 1.42 (9H, s),
1.77-1.82 (1H, m), 2.06-2.10 (1H, m), 2.72-
2.80 (2H, m), 2.86-2.91 (2H, m), 3.15-3.27
(3H, m), 3.64-3.73 (1H, m), 3.78 (3H, s),
4.34 (1H, br), 5.09 (2H, br), 6.53-6.89 (7H,
m), 6.97-7.00 (1H, m), 7.14-7.17 (2H, m).

'H-NMR (CDCls) $ppm: 1.42 (9H, s),
1.61-1.73 (1H, m), 1.90-2.00 (1H, m), 2.74
(2H, dd, J=5.8, 7.9 Hz), 2.87 (2H, dd, T =
5.8,7.9 Hz), 3.10-3.23 (3H, m), 3.56-3.68
(1H, m), 3.77 (3H, s), 4.23-4.28 (1H, m),
4.81 (1H,d,J=15.5Hz),5.02 (1H, d, J =
15.5 Hz), 6.12 (1H, d, ] = .2.3 Hz), 6.37
(1H, d, J = 8.4 Hz), 6.72-6.99 (SH, m).
'H-NMR (CDCl;) 8ppm: 1.42 (9H ), 1.76-
1.86 (1H, m), 2.04-2.11 (1H, m), 2.18 (3H,
$), 2.75-2.79 (2H, m), 2.88-2.93 (2H, m),
3.13-3.25 (3H, m), 3.66-3.76 (1H, m), 3.78
(3H, s), 4.34-4.38 (1H, m), 5.09 (2H, s),
6.36 (2H, m), 6.70-6.74 (2H, m), 6.83-6.91
(3H, m), 6.99 (1H, br), 7.17 (1H,d, ] = 8.6
Hz).

'H-NMR (CDCly) $ppm: 1.42 (9H, s),
1.76-1.85 (1H, m), 2.01-2.09 (1H, m), 2.22
(3H, s), 2.71-2.75 (2H, m), 2.84-2.88 (2H,
m), 3.13-3.28 (3H, m), 3.63-3.75 (1H, m),
3.77 (3H, s), 4.33-4.37 (1H, m), 5.06 (2H,
s), 6.47-6.53 (2H, m), 6.69-6.85 (5H, m),
6.91-6.95 (1H, m), 7.14 (2H, d, J = 8.5 Hz).

[0973] K 38
[0974]

[0975]

ZHschEf)] Rl

R6

NMR

289 Cl

oL

S

"H-NMR (CDCly) sppm: 1.41 (9H, sy, 1.8-2.0 (1H, m), 2.1-2.3 (1H,
m), 3.15-3.4 (3H, m), 3.7-3.9 (1H, m), 4.45-4.6 (1H, m), 7.0-7.1 (2H,
m), 7.1-7.2 (1H, m), 7.28 (1H, ), 7.45 (1H, d, J = 1.6Hz), 7.75-7.8

(1H, m), 8.1-8.3 (2H, m).

[0976]
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290 _ "H-NMR (CDCl;) 5ppm: 1.42 (9H, s), 1.8-2.0 (1H, m), 2.1-2.3 (1H,
N//\,©\ /O m), 3.15-3.4 (3H, m), 3.7-3.9 (1H, m), 4.5-4.7 (1H, m), 6.78 (1H, dd, J
S x-N =2.0,8.9Hz), 7.28 (1H, s), 7.3-7.4 (2H, m), 7.86 (1H, d, J = 9.4Hz),
8.37 (1H, s), 8.45-8.55 (1H, m), 8.75 (1H, s).

291 S _ 'H-NMR (CDCl;) 8ppm: 1.40 (9H, s), 1.8-2.0 (1H, m), 2.1-2.3 (1H,
Q /O m), 3.15-3.4 (3H, m), 3.7-3.9 (1H, m), 4.5-4.65 (1H, m), 6.95-7.2 (3H,
S;@\ N m), 738 (1H, 5), 7.53 (1H, d, ] = 2.0Hz), 7.75-7.9 (1H, m), 8.05-8.2
ci (H, m).
292 N '"H-NMR (CDCl;) 5ppm: 1.40 (9H, s), 1.8-2.0 (1H, m), 2.1-2.3 (1H,
(/t@\ ﬂ m), 3.1-3.4 (3H, m), 3.7-3.9 (1H, m), 4.45-4.6 (1H, m), 6.45-6.6 (1H,
s NANE m), 7.09 (1H, dd, I = 1.9, 8.4Hz), 7.38 (1H, d, J - 5.4Hz), 7.54 (1H, d,

J = 5.4Hz), 7.65 (1H, d, ] = 1.7Hz), 7.8-7.95 (3H, m).

293 s N 'H-NMR (CDCl;) Sppm: 1.42 (9H, s), 1.8-2.0 (1H, m), 2.1-2.3 (1H,
@ /LJ\ m), 3.1-3.4 (3H, m), 3.7-3.9 (1H, m), 4.45-4.6 (1H, m), 6.45-6.6 (1H,
N~NF  m),7.07 (1H, dd, T = 2.0, 8.4Hz), 7.3-7.4 (1H, m), 7.55 (1H, d, T =
5.4Hz), 7.59 (1H, d, J = 2.0Hz), 7.8-7.9 (2H, m), 7.96 (1H, d, J =
5.4Hz).
cl _N 'H-NMR (CDCL;) 3ppm: 1.40 (9H, s), 1.8-2.0 (1H, m), 2.1-2.3 (1H,
U\ m), 3.1-3.4 (3H, m), 3.7-3.9 (1H, m), 4.45-4.6 (1H, m), 6.5-6.65 (1H,
2/\/0\ N~ m),7.18(lH, dd,J=19, 8.5Hz), 7.40 (1H, s), 7.59 (1H, d, ] = 1.7Hz),
s 7.8-8.0 (3H, m).

294

[0977]  SEJEfH) 1

[0978]  (3,4- —SUAKE ) AFEMEMS KT —3- Tl — EhPR EL A Ak

[0979] & 3— S ARMEME B¢ —1- REE AT ZE AR (0.67g) M (3,4- — S I ) K%
(0. 94g) Wy LPR¥SVE (15mL) 752 N itk 4 MZIR-A YA N 1. 5g 1) = S EIE AL
B, B SRS T BRE 8 /NN o B BB S N, I KYE, Bl e O R B 115
FH s Hs 088 HRE 1), e B 08 I T ek KA B A (IE O : SR SR = 20 1) RAS4L . 1E Ik
JE N MAZSE ALYy TR 8 R, R B v T IN 3R IR — s, Rl — i R X
ISR AR 2215, AT 3RAT 50mg AR (A TR 1 (3, 4- ZGURIE ) ZRFRMEm b —3- 5
e — R .

[0980]  'H-NMR (DMSO-d,) & ppm :

[0981]  1.50-1.68(1H, m),2. 10-2. 29 (1H, m), 2. 74-2. 90 (1H, m), 3. 02-3. 22 (2H, m) ,
3.51-3.66 (1H, m) , 4. 61-4. 79 (1H, m) , 6. 58 (1H, dd, ] = 2. 9Hz, J = 9. 0Hz),6. 87 (1H, d, J
= 2.9Hz),7. 13-7. 19 (2H, m) , 7. 29-7. 44 (2H, m) , 7. 45-7. 54 (2H, m) , 9. 03 (2H, brs).

[0982] St 2

[0983]  (S)—(3,4- @RI ) AEEMEME T —3— FEf% « —EhMRERI Gk

[0984]  H4 3(S)-[(3,4- G AZE ) AEEEE ] MMt —1- RIRABUT Z5/E (0. 13g) ¥ T IN
IR — B, R INFA— /NI o B SOV RIS 2T, NS 0. 11 BIFR 0 2 B[]
f (3,4- ZRUORIL ) RILNEg bt -3- Ll Eh iR .

[0985]  'H-NMR(DMSO-d,) & ppm :

[0986] 1.50-1.68(1H, m),2. 10-2. 29 (1H, m), 2. 75-2. 90 (1H, m), 3. 02-3. 23 (2H, m) ,
3.51-3.65(1H, m) , 4. 60—4. 80 (1H, m) , 6. 58 (1H, dd, J = 2. 9Hz, J = 9. 0Hz) ,6. 87 (1H, d, J
= 2.9Hz),7.12-7. 19 (2H, m) , 7. 29-7. 44 (2H, m) , 7. 45-7. 54 (2H, m) , 9. 05 (2H, brs).

[0987]  SLJifs) 3

[0988]  (3— gz ) —(S)— MMt —3- 2 —(4- =R PEARE) KE BIRATLN G
[0989] [ ((S)-1-"FIEMEME BT —3- 3 ) — (3— AL ) - (4- = P HEEREE) iz (0. 48g,
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1. tmmol) [y 1,2- AP HE (ImL) AN PR 1- SLHERS (0. 82g,5. 8mmol) o Kfi%iR
EWAEEIR T BeRE 15 /AN IR RIEIN R 3 /NN o 7R T AR HE R, AR5 SmL FEE I
FHZER B P IF AL 3 AN AR N R S AR R R R T A e,
TR R S B /K B TE Ve o AR IR BE T8, 2 )5, 7E VR T IR s . KR Vs T L1,
NGNS SR (128mg, 1. 1mmol) , $RAF IS IV« AR T 1R HIE ), 8 i 9840 25
FHAS 0 — 50 R e 20 5% BE 0 v B 7 AR IR R B8, 3RAS 0. 24 TR AR E R IR (3— iR
F)—(S) - Mg dr —3- 5 - (4- =R TEER) HE LA .
[0990]  #/4 144.0-146.2°C.,
[0991] Sty 4
[0992]  (3— &l —4- F Ik ) — (4- FmABLIEERTE ) — (S) — b b —3— JENZ Eh R 2h 1A ik
[0993] ¥4 3(S)-[(3— G —4- H AR ) - (4- AL ZRIE ) A 1 mEmsde —1- FRER AT 2%
fig (0.42g,0.9mmol) JUANZE| AN PR / LR LB, B G 7E S N IFE— /DBy 7R ¥
SN T AR BT, ATTERAT 0. 35g [ KPR I (3— & —4— S ASE ) — (4- PRABESE R
%) —(S) - mkg e —3- FEfLEh R .
[0994]  'H-NMR (DMSO-d,) & ppm :
[0995] 1.56-1.68(1H, m),2.19-2.29 (11, m),2.82-2.94(1H, m),3.08(3H, s),
3. 10-3. 20 (2H, m) , 3. 57-3. 68 (1H, m) , 4. 70-4. 85 (1H, m) , 6. 69-6. 75 (2H, m) , 7. 32-7. 37 (1H,
m), 7. 58-7. 64 (1H, m), 7. 65-7. 69 (3H, m) , 9. 10-9. 45 (2H, m).
[0996]  SLiifs) 5
[0097]  (3— &l —4— @Rk ) —[4- (Hbng —2- FE42E ) T 28 1-(S) - mbig bt -3- Kbz & LR
AE
[0998]  [n] & 3(S)—[4-(MbRE —2— FL4 AL ) T G20 1 ks foe —1- R IR T JElE (0. 2g,
0. 6mmol) FI 4- ¥ —2— 40 —1- FAL A (0. 8mL, 0. 65mmol) [ FF 28 W Wi (4mL) ¥ im VY 58 4
£ e = - BUTEEMBE (14mg, 0. 05mmol) , = ( R XIERET ) — 48 (11mg,0.012mmol) FIHL T
Bl (110mg, 1. 2mmol) , FEZVT A FIFUINA 12 /N o ZEAHIBI IR 2 )5, B AN B J 3
W, B CIR CIEAEHL o AU B IR T4, FRAE DR ™ ik 4a, Bk B AR I il i ik
AR ENTTE (IECKE : LR AHE= 3 :1) $840. 7EHRUE T WFRA =Y il s . e E Y
BT 0. AmL S G, BN =M L2 (0. 06mL, 0. 8mmol) , bifi J5 7E 253 T i 3 /NI o 7EJK
WG fE, iR B pE s HPLC $24l. Wt BAndisr, G, fEi)s MR ), ¥ 10 %6 kiR
BRSO 25X B, Bl e H = SR B 2 B o 1236 B Rt R BT 13 IR A ek s T Wk 4
HESHE S 8. Img) M ZERINABZIREY ( L), Wi SRIGE ) K%
Mo TEPRE T IRYE, 2 )5, F7K (3mL) AR B Y)rh, b5 A2 T8 N3RS 19mg 1 H
R (3- 5 —4- JaR3E ) —[4- (ke —2- 5058 ) T2 1-(S) — bkt —3- g & SR A
o
[0999]  'H-NMR (DMSO-d,) & ppm :
[1000] 1.45-1.55(2H, m),1.65-1.8(2H, m), 1. 8-1.95(1H, m),2. 05-2. 15(1H, m),
2.6-4.05(11H, m) ,4. 25 (2H, t, ] = 6. 5Hz) , 4. 3—4. 4 (1H, m) , 6. 55 (4H, s) ,6. 77 (1H, d, ] =
8. 5Hz) ,6.8-6.9 (1H, m),6.9-7. 0 (1H, m), 7. 03 (1H, dd, J = 3Hz, ] = 6. 5Hz), 7. 22 (1H, dd,
J=9Hz, ] = 9Hz),7.65-7. 7(1H, m),8. 1-8. 15 (1H, m).
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[1001]  SEjiEf 6

[1002]  (3— S —4— S AKE ) — (3- FIEBRLEAE A I ) — (S) — mbng ke —3— JENZ Eh IR 2R -5 k.
[1003] &4 0.60g (] 3(S)-[(3— & —4- 2 Ak ) 2 Fk ] bk b¢ —1- R R AU T 2L B
(0. 60g, 1. 9mmo1) F 3— HHREETAES (0. 6g,5. Tmmo1) ] ZEEHSM (3mL) 7521 Nkt 7 .
W= OSSN LA (0. 81g, 3. 8mmol) IIARNZIRGWH, Bl 5 76 =3 T BidE 15 /.
W SRR ON B S SV R S R P K R 0 T S 7 S VBT WOl S L Y T » A G
BT . TEUUE NI AT, ARG B T IN R IR — £ (10mL) , 7[RI I #— /N Ae
W NS HOARAR 2158, MITERTF 0. 16g I B TE B TR R (8- &l —4- FAREE ) - (3- A6
FENZE ) - (S) - mbg bt —3- Ll bR #h .

[1004]  'H-NMR (DMSO-d,) & ppm :

[1005]  1.52-1.70(2H, m),1.80-2. 18 ( & #& 5H, m[2. 07ppm(s)]),2. 40-2. 51 (2H, m),
2.84-3. 49 (6H, m) , 4. 29-4. 49 (1H, m) , 6. 85-6. 95 (1H, m) , 7. 05-7. 35 (2H, m) , 9. 30-9. 79 (2H,
m).

[1006]  SCjtfs] 7

[1007]  (3— &l —4- FARZE ) MbiE -3- 2 —(S) - Mg —3— M — TR IR 3 K & ik
[1008] [ & 3(S)-[(3— 5 —4- WA ) mbme —3- FL 2 3L 1 mbig e —1- RIRAUT ZEhE
(16. 0g,41mmol) W S FHEHE (100mL) &S0 =9 L BR (20mL) , Bl Ji5 76 & T Hid: 3 /)
I o FE g 8 HE ), o LR R R S B /K VBN B 5 B A, AT 2 B ) S ke
b5 FH = S b A B AR EUY) PO B R 052, 70 Hs T U8 HH 3R], 122 P 40 20 e i e e JI A
JERTE (AR R = 10 1) R34, TR0t~ AIRA =Y h sl &A%
B 1) SRS 0N I PR (9. 20) » AR JSAEIE NI o 125k YN Sz 45 5
K, T ERTT 16. 9g [ I ERRR I (3— & —4- FREE ) Mbng —3- 2% — (S) - bt —3- FEfi
TR £

[1009] #4194, 0-195.0°C.

[1010]  fsf FHAHR R AR A4, 4 M8 5 DL b S [R] 16 7 =] CL 26T 3R B 7 1) S e 441
8 B 1180 M4 & . fE TR, Lhs BT HAEURIE, mp. (M), Th, 'H-NVR A
MS (il ) 2 R RE LS.

(10111 3£ 39

[1012]

R4 H
R3 RS H H

R2 N H

N
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5zjif5] R1 R2 R3 R4RS M.p. (C) £
[1013] 8 -H -H -C1-H -H 173.7-175.0 ‘& 5pgth
9 -C1-Cl-H -H -H 160.3-162.6 & Egxh
10 -H -Cl-H -H -H 144.2-146.7 ‘5 4Rk
[1014] 3% 40
[1015]
R4 H
R3 R5 H H
R2 N H
R1 H
N
\
H
[1016]
o Rl R2 R3 R4 R5 NMR £
11 H -H Cl -Cl -H 1H-NMR (DMSO-d6) dppm 2 theih
1.50-1.68 (1H, m), 2.10-2.29 (1H, m), 2.74-2.90 (1H, m),
3.02-3.22 (2H, m), 3.51-3.66 (11, m), 4.61-4.79 (1H, m),
6.58 (1H, dd, J=2.9Hz and 9.0Hz), 6.87 (1H, d, J=2.9Hz),
7.13-7.19 (2H, m), 7.29-7.44(2H, m), 7.45-7.54 (2H, m),
12 -H -H -Cl -Cl -H 1H-NMR (DMSO-d6) dppm =T
1.49-1.68 (1H, m), 2.05-2.25 (1H, m), 2.69-2.82 (1H, m),
2.92-3.15 (2H, m), 3.44-3.60 (1H, m), 4.55-4.74 (1H, m),
6.44(2H, s), 6.57 (1H, dd, J=2.9Hz and 9.0Hz), 6.85 (1H,
d, J=2.8Hz), 7.11-7.21 (2H, m), 7.29-7.41 (2H, m), 7.43-
7.54 (2H, m)
(10171 % 41
[1018]
R4 e
R3 R5 R10 R8
R2 N R7
R R6
N
\
H
sziEfl RI R2 R3 R4 R5 R6 R7 R8 R9 RI0O i (°C) %
13 H H F -H -H -H -H F -H -H 155.4-156.4 ‘= Ofsth
[1019] 14 H H F H -H -H -H -Cl Cl -H 178.7-180.1 o EsEL
15 .-H -H H H F -H -H -Cl -CI -H 156.6-158.7  ‘ZLEsEh
16 H F H -H -H -H -CI -Cl -H -H 156.4-158.5 ‘& LEsth
[1020] % 42
[1021]
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R4 H
R3 R5 H H
R2 N H
R1 R H
:N
\
H
sz R1 R2 R3 R4 RS el (OO i
17 -H -H -Cl -H -H  152.0-153.0 R0
18 -H -Ct -Cl -H -H  144.0-147.9 EOEm
19 -H -H -SCH; -H -H  152.9-155.5 B SRik
20 -H -H -F -H -H  143.0-145.0 = DR
21 -Cl -H -H H -H 138.1-141.8 R T 06
sy -H -H -CH, -H -H  141.7-143-8 = SmRiL
23 -Cl Cl -H -H -H 1302-1322 =S|t
24 -H H -OCF; -H -H 131.2-133.6 = DR
25 -H -l -H -H -H  146.6-149.1 B OmEt
2 H H -CF, H -H  1203-124.6 Rl 8
27 -H -H -OCH;, -H -H  137.5-139.2 TN
[1022] 28 -H -H -NO, -H -H  153.0-1355 = SmRE
29 -H -OCH; -H -H -H  1353-140.7 R8N
30 -H -H -CO,CH; -H -H  147.5-149.0 = DR
31 -H -Cl -H -Cl -H 164.8-166.8 B LR
32 -H -H -Br -H -H 156-158 (RS ]&N
33 -H -H SO,CH; -H -H 184.5-1858  (dec.) EDM#:
34 -H F -F -H -H  137.5-138.5 N
35 -H -H -CN H -H  146.7-149.6 = DR
3 -H -Cl -OCH; -H -H 142-144 AT 8N
37 -H -H -H -F -H  144.2-1452 R8N
38 -H -F -Cl -H -H  1554-158.4 EE]E
39 -H Cl -OCHs -H -H 1350-137.2 CEEL &N
40 -H <l -OCGH; -H -H  129.6-1324 Rl E
[1023] £ 43
[1024]
R4 H
R3 R5 H H
R2 N H
R1 /_\’ H
N
\
H
[1025]
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il R1OR2 R3 R4 R5 NMR : h
41 -H -C1 -Cl -H -H 1H-NMR (DMSO-d6) éppm EhR R
1.50-1.68 (1H, m), 2.10-2.29 (1H, m), 2.75-2.90
(1H, m), 3.02-3.23 (2H, m), 3.51-3.65 (1H, m),
4.60-4.80 (1H, m), 6.58 (1H, dd, J=2.9Hz and
9.0Hz), 6.87 (1H, d, I=2.9Hz), 7.12-7.19 (2H,
m), 7.29-7.44 (2H, m), 7.45-7.54 (2H, m), 9.05
(2H, brs)
42 -H -H -NH, -H -H 1H-NMR (DMSO-d6) éppm 2 EhEgEh
1.52-1.69 (1H, m), 2.09-2.24 (1H, m), 2.71-2.86
(1H, m), 3.00-3.21 (2H, m), 3.48-3.62 (1H, m),
4.52-4.75 (1H, m), 6.82-6.90 (2H, m), 6.98-7.08
(2H, m), 7.14-7.23 (1H, m), 7.24-7.32 (2H, m),
7.35-7.44 (2H, m), 9.30-10.9 (5H, m)
43 -H -H  -N(CHj), -H -H 1H-NMR (DMSO-d6) sppm 2 EthEsh
1.50-1.70 (1H, m), 2.09-2.27 (1H, m), 2.69-2.87
(1H, m), 2.92-3.24 (8H, m with s at §3.01),
4.60-4.77 (1H, m), 6.83 (2H, d, J=8.6Hz), 6.90-
7.20 (3H, m), 7.22-7.70 (4H, m), 9.12-9.60 (2H,
m)
44 H -Cl -F H -H 1H-NMR (DMSO-d6) sppm = Y
1.50-1.68 (1H, m), 2.05-2.20 (1H, m), 2.72-2.86
(1H, m), 2.96-3.13 (2H, m), 3.43-3.57 (1H, m),
4.52-4.69 (1H, m), 6.45 (2H, s), 6.77-6.86 (1H,
m), 6.97 (2H, d, J=8.2Hz),7.05 (1H, dd,
J=2.8Hz and 6.4Hz), 7.09-7.17 (1H, m), 7.26-
7.41 (3H, m)
45 -H -H -COH -H -H 1H-NMR (DMSO-d6) éppm g h
1.50-1.70 (1H, m), 2.14-2.30 (1H, m), 2.70-2.90
(1H, m), 2.99-3.22 (2H, m), 3.51-3.70 (1H, m),
4.69-4.89 (1H, m), 6.54-6.64 (2H, m), 7.19-7.29
(2H, m), 7.38-7.48 (1H, m), 7.49-7.59 (2H, m),
7.68-7.79 (2H, m), 9.34(2H,brs), 12.32 (1H,

B

brs)
46 -H -CH; -F -H -H 1H-NMR (DMSO-d6) éppm =E TN
1.5-1.7 (1H, m), 2.0-2.2 (1H, m), 2,20 (3H, s),
2.7-2.9 (1H, m), 3.0-3.2 (2H, m), 3.5-3.6 (1H,
m), 4.5-4.7 (1H, m), 6.44 (2H, s), 6.6-6.8 (2H,
m), 6.8-6.9 (2H, m), 6.9-7.0 (1H, m), 7.0-7.3
(3H, m)
47 -H -F -F -OCH; -H 1H-NMR (DMSO-d6) éppm = s h

1.5-1.7 (1H, m), 2.0-2.2 (1H, m), 2.7-2.9 (1H,
m), 3.0-3.2 (2H, m), 3.5-3.7 (1H, m), 3.77 (3H,
s), 4.6-4.8 (1H, m), 6.2-6.4 (2H, m), 6.47 (2H,
s), 7.00 (2H, d, T = 7.6 Hz), 7.15 (1H, dd, J =
7.3 Hz, J = 7.3 Hz), 7.3-7.5 (2H, m)

[1026] 3% 44
[1027]
R4 R9
R3 R5 R10 R8
R2 N R7
iy : R6
Q
\
H
[1028]
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SEiEBl R1 R2 R3 R4 R5 R6 R7 RS R9 RIO wa (T =

48 -H -H -F -H -H -H -H -F -H -H 156.0-157.0 = Eh
49 -H -H F -H -H -H -H -Cl -1 -H 170.5-171.8 =R
50 -H -H -H -H F -H -H -Cl -C1 -H 133.1-135.8 = s Hh
51 -H -H -Cl -H -H -H -F -H -H " 154.3-155.6 NN
52 -H -H -F -H -H -H -F -H -H -H 143.2-144.4 I Eh
53 -H -H -CF; -H -H -H -F -H -H -H 144.0-146.2 2 BIEREL
54 -H -H -SCH; -H -H -H -F -H -H -H 161.1-163.2 O
55 -H -H -F -H -H -H -H -Cl -H -H 174.1-176.2 o TR
56 -H -H -F -H -H -H -F -F -H -H 148.6-151.3 5 TR
57 -H -H -F -H -H -H -Cl -F -H -H 176.7-178.4 = T s £h
58 -H -H -F -H -H -H -F -Cl -H -H 163.1-164.1 IR
59 -H -H -H -F -H -H -Cl -F -H -H 149.0-152.0 = OEsEh
60 -H -CH; -H -H -H -H -H -F -H H 142-143 = O
61 -H -Cl -F -H -H -H -H -OCH; -H -H 133.1-135.1 =
62 -H -H -CH; -H -H -H <l -F -H H 144.0-146.0 = O
63 -H -Cl -F -H -H -H -H -OC,H; -H -H 138.0-141.0 O
64 -H -H -SCH; -H -H -H -H -F -Cl1 -H 136.7-139.0 = Tk
65 -H -H -C3H, -H H -H -H -F Cl -H 136.6-138.0 oL
66 -H -H -C(CHy);y -H -H -H -H -F 1 132.0-134.8 =T
67 -H -Cl -F -H -H -H <l -F -H H 165-167 =N EoN
68 -H -H -F Cl -H -H -H -OH -H H 191.5-194.5 = IS £
69 -H -H -F -H -H -H -H -CH; -H H 145-148 Ly e

[1029] % 45

[1030]

R4 R9
R3 R5 R10 R8
R2 N R7
R1 : R6
O
\
H
[1031]
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sziif] R1 R2 R3 R4 R5 R6R7 R8R9 RI0O s (C) h
70 -H -H -Br H -H H-H -F -CI -H 141-143 I
71 -H -H 3%k -H -H -H-Cl -F-H -H 158-160 IR
72 -H -CF;, F -H -H -H-H -F -Cl -H 105-108 2 BT
73 H -H -CN .-H -H HCl -F-H -H 174-175 & T £k
74 -H -H -CF, -H -H -H -Cl -F -H -H 169-170 O
75 -H -H N(CH;), -H -H -H-Cl -F -H -H 153-154 HILER L
76 -H -OCH,; -H .-H -H -H-Cl -F-H -H 135-137 = TR
77 -H -OCH; -H -H -H H<Cl F-H -H 155-156 2T L
78 -H -H -NO, -H -H -H-CH; -F-H -H 162-164 o Ik
79 -H -H -CN -H -H -H CH; -F-H -H 169-170 I
80 -H -CH; -H -H -H -H-CH; -F -H -H 129-130 = T,
81 -H -H -F -H -H H SCH; -H-H -H 156-158 = R,
82 -H -NO, -H -H -H -H-CH, -F-H H 108-110 & RS
83 -H -OCH; -H -H -H -H-H -F -CH; -H 140-142 = U
84 -H -H OCH; -H -H -H-H -F -CH; -H 112-113 I
85 -H -F -H H -H -H-F -H-H -H 149.0-153.0  (dec)  zompis
8 -H -SCH, -H -H -H -H-Cl -F-H -H 143-144 HILES
[1032] K 46
[1033]
R4 RO
R3 R5 R10 R8
= N R7
iy : R6
Q
\
H
[1034]
il R1 R2 R3 R4 R5 R6 R7 R8 R9 RI0 175 ih
CH
87 -H -H (\N,CH3 -H -H -H -H -F -Cl -H 199-203 3 ihEgEh
N
88 -H -H -H -H -H CI F -H -H 108-110  EOomi:
A
89 -H -H O -H -H -H -H -F -C1 -H 198-201 3 EhEgEh
_N
90 H H 0 -H -H H -H -F -Cl -H 115-117
N
[1035]
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9 ‘HD) STL ‘(W “HT) 0T'L-00°L ‘(ZHI'6=[ ‘P ‘HTZ) €L'9 ‘(W ‘HI)
9L'p-69' ‘(W “HI) L9°€-06°€ ‘(W ‘HT) 61°€-20°€ (S ‘H9) €0°¢ “(w
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R4 R7
R3 RS
R6 | XN
4
R2 N R8
B R9
O
N
\
H
Scfifl RI R2 R3 R4 R5 R6 R7 R8 RO /&M o
[1092] C)
273 _-H -Cl Il -H -H -H -H -H -H 229231 3 hhih
[1093] £ 78
[1094]
R4 R7
R3 R5 R6 | NN
=
R2 N R8
B R9
O
N
\
H
[1095]
il Rl R2 R3 R4 R5 R6 R7 R8 R9 NMR e

274 H -H -H -H -H -H -H -H -H 1H-NMR (DMSO-d6)oppm1.52-1.71 (1H, L&k
m), 2.21-2.39 (1H, m), 2.40-2.99 (1H, m),
3.00-3.25 (2H, m), 3.61-3.78 (1H, m), 4.98-
5.12 (1H, m), 6.55-7.10 (2H, m), 7.35-7.45
(2H, m), 7.53-7.71 (3H, m), 8.22-8.38 (2H, m),
9.80 (2H, brs), 14.45 (1H, brs)

275 -H -Cl F -H -H -H -H -H -H I1H-NMR (DMSO-d6) sppm 2
1.56-1.76 (1H, m), 2.20-2.38 (1H, m), 2.89-
3.02 (1H, m), 3.03-3.20 (2H, m), 3.60-3.75
(1H, m), 4.94-5.11 (1H, m), 6.70-7.15 (2H, m),
7.41-7.53 (14, m), 7.66-7.76 (1H, m), 7.85
(1H, dd, J=2.5Hz and 6.9Hz), 8.33 (2H, d,
J=7.0Hz), 9.44-9.80 (2H, m)

B
8
24

276 -H C1 F -H -H -H -CH; -H -H H-NMR (DMSO-d6) dppm 2 iR
1.6-1.8 (1H, m), 2.2-2.4 (1H, m), 2.50 (3H, s),
2.8-3.0 (1H, m), 3.1-3.2 (2H, m), 3.6-3.8 (1H,
m), 4.9-5.1 (1H, m), 6.4-7.0 (2H, m), 7.4-7.5
(1H, m), 7.69 (1H, dd, T =9.0 Hz, J = 9.0 Hz),
7.8-7.9 (1H, m), 8.20 (1H, d, = 5.5 Hz), 9.54
(1H, brs), 9.70 (1H, brs)

[1096] % 79
[1097]
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R4
R3 R5
R6
R2 ry/
N
\
H
[1098]
SZHE 5] Rl R2 R3 R4 R5 R6 7 e ih
277 -H -H -H -H -H _ 124.7-126.7 = LR Eh
s
278 -H Cl F -H H _ 135.0-136.0 = O RREh
s
279 H F -H -H -H _ 139.0-141.0 = R
s
[1099] £ 80
[1100]
R4
R3 R5
R6
R2 ry/
N
\
H
[1101]
Hifl R R2 R3 R4 R5 R6 NMR i
280 -H -H -F -H -H 1H-NMR (DMSO-d6) dppm thEgth
/QO 0.99-1.50 (2H, m), 1.51-2.20 (4H, m), 2.80-
3.65 (7H, m), 3.60-3.99 (2H, m), 4.10-4.81
(1H, m), 7.01-7.99 (4H, m), 9.15-9.90 (2H, m)
[1102] K 81
[1103]
R4
R3 R5
R6
R2 N/
N
\
H
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[1104]
i RI R2 R3 R4 R5 R6 NMR h
281 -H -CI F -H -H = 1H-NMR (DMSO-d6) sppm 2 thERh
/QNH 1.68-1.83 (1H, m), 2.05-2.22 (1H, m), 2.75-
3.20 (3H, m), 3.41-3.59 (1H, m), 4.51-4.72

(1H, m), 5.80-5.90 (1H, m), 6.57-6.65 (1H,
m), 6.69-6.79 (2H, m), 6.80-6.88 (1H, m),
7.09-7.19 (1H, m), 9.10-9.50 (2H, m), 11.05

(1H, brs)
282 -H €l -F -H -H H 1H-NMR (DMS0-d6) 5ppm 2 SR L
N 2O 1.6-1.8 (1H, m), 2.1-2.2 (1H, m), 2.8-3.0 (1H,
/Ej m), 3.1-3.3 (2H, m), 3.4-3.6 (1H, m), 4.6-4.7

(1H, m), 6.56 (1H, d, ] = 9.6 Hz), 6.7-6.8
(1H, m), 6.94 (1H, d, J = 9.2 Hz), 7.25 (1H,
dd,J=9.2 Hz, 1= 9.0 Hz), 7.43 (11, d, ] =
9.6 Hz), 7.58 (1H, s), 8.90 (2H, brs)

283 H Cl -F -H -H PN 1H-NMR (DMSO-d6) ppm R R
ﬁ 1.6-1.8 (1H, m), 2.1-2.2 (1H, m), 2.8-3.0 (1H,
N m), 3.0-3.2 (2H, m), 3.4-3.6 (1H, m), 4.5-4.7

(1H,m), 5.04 (1H, d, ] = 14.5 Hz), 5.12 (1H,
d,J=14.5Hz), 6.48 (2H, s), 6.49 (1H, d, ] =
9.5 Hz), 6.6-6.7 (1H, m), 6.8-6.9 (1H, m),
7.1-7.5 (7H, m), 7.94 (1H, 5)

n}

284 H Cl F -H -H 0 1H-NMR (DMSO-d6) ppm 2 Hhwsih
1.6-1.8 (1H, m), 2.1-2.2 (1H, m), 2.8-3.0 (1H,
~-N-ch m), 3.0-3.2 (2H, m), 3.42 (3H, 5), 3.4-3.6
® (1H, m), 4.5-4.7 (1H, m), 6.46 (1H, d, T =9.5

Hz), 6.6-6.7 (1H, m), 6.8-6.9 (1H, m), 7.22
(1H, dd, 7=9.1 Hz, J = 9.1 Hz), 7.30 (111, d,
J=9.5 Hz), 7.87 (1H, s), 9.42 (1H, brs), 9.49

(1H, brs)
285 -H -Cl -F -H -H H 1H-NMR (CDCI3) 8ppm : 1.65-2.0 (2H, m),
| N 2.05-2.25 (1H, m), 2.7-3.05 (3H, m), 3.1-3.3
(1H, m), 4.4-4.55 (1H, m), 6.4-6.55 (1H, m),
6.65-6.75 (1H, m), 6.86 (1H, dd, ] = 9, 9Hz),
7.0-7.1 (2H, m), 7.1-7.45 (4H, m), 8.51 (1H,
br).
[1105] % 82
[1106]
R2., ..
2 N R6
Q
H
[1107]
S R2 R6 NMR I
286 N 1H-NMR (DMSO-d6) 8ppm 2 s
C@\ D 1.56-1.76 (1H, m), 2.01-2.17 (2H, m), 2.21-2.35
Z (1H, m), 2.76-3.01 (5H, m), 3.05-3.25 (2H, m),
3.59-3.74 (1H, m), 4.79-4.91 (1H, m), 7.07 (1H,
dd, J=1.5Hz, 7.5Hz), 7.20 (1H, s), 7.42-7.53
(2H, m), 7.70-7.76 (1H, m), 8.06 (1H, d,
1=3.0Hz), 8.19 (1H, d, J=5.0Hz), 9.46 (1H, br),
9.52 (1H, br).
[1108]
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287 1H-NMR (DMSO-d6) dppm 2 EiEsth
1.62-1.81 (1H, m), 1.99-2.15 (2H, m), 2.20-2.37

Z (1H, m), 2.84-3.21 (7H, m), 3.57-3.73 (1H, m),

5.10-5.26 (1H, m), 6.38 (1H, d, J =8.5Hz), 6.90

(1H, dd, J=6.5Hz, 6.5Hz), 7.11 (1H, dd,

J=1.5Hz, 8.0Hz), 7.24 (1H, 5), 7.44 (1H, d,

J=8.0Hz),7.68 (1H, dd,J=7.5Hz,7.5Hz), 8.12

(1H, dd, J=1.5Hz, 5.5Hz), 9.42 (1H, br), 9.51

(1H, br).

1H-NMR (DMSO-d6) Sppm 2

1.64-1.85 (1H, m), 1.99-2.25 (3H, m), 2.85-3.28

(7H, m), 3.47-3.63 (1H, m), 5.02-5.15 (1H, m),

7.09 (1H, dd, J=2.0Hz,8.0Hz), 7.22 (1H, s),

7.38-7.43 (2H, m), 7.88 (1H, d, J=2.5Hz), 8.19-

8.21 (1H, m), 9.26 (1H, br),9.54 (1H, br).

1H-NMR (DMSO-d6) 5ppm = O

1.66-1.71 (1H, m), 2.15-2.25 (1H, m), 2.82-2.91

(1H, m), 3.01-3.14 (2H, m), 3.54-3.62 (1H, m),

4.70-4.85 (1H, m), 6.47 (2H, s), 7.09 (1H, dd,

J=1.9Hz and 8.5Hz), 7.12-7.16 (1H, m), 7.20-

7.26 (1H, m), 7.45 (1H, d, J=5.4Hz), 7.77 (1H,

d, 1=5.4Hz), 7.85-7.88 (1H, m), 7.91 (1H, 4,

J~8.5Hz), 8.04-8.09 (2H, m)

1H-NMR (DMSO-d6) sppm : 1.55-1.8 (1H, m), % gL

2.1-2.35 (1H, m), 2.75-4.5 (7TH, m), 4.65-4.9

(1H, m), 6.46 (21, s), 7.09 (1H, dd, J=2.5,

9Hz), 7.2-7.35 (2H, m), 7.35-7.55 (2H, m), 7.60

(1H, d, T = 2Hz), 7.75-7.95 (3H, m), 8.1-8.25

(2H, m).

1H-NMR (DMSO-d6) dppm : 1.45-1.7 (1H, m),

2.1-2.3 (1H, m), 2.6-4.3 (7H, m), 4.75-4.95 (1H,

m), 6.48 (2H, s), 6.85-6.95 (1H, m), 7.1-7.25

(2H, m), 7.25-7.4 (1H, m), 7.51 (1H, dd, 1 = 7.5,

7.5Hz), 7.78 (1H, d, ] = 5.5Hz), 7.85-8.0 (2H,

m), 8.10 (1H, d, ] = 8Hz).

1H-NMR (DMSO-d6) $ppm : 1.4-1.7 (1H, m), 7 gk

2.0-2.3 (1H, m), 2.6-4.65 (7H, m), 4.85-5.0 (1H,

m), 6.49 (2H, s), 6.8-6.9 (1H, m), 7.12 (1H, dd, J

=4.5,8.5), 7.45-7.7 (4H, m), 7.77 (1H, d, T =

8Hz), 7.84 (1H, d, J = 3Hz), 7.91 (1H, dd, T = 1,

4.5Hz), 7.99-8.1 (2H, m).
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[1109] % 83

[1110]
R2., .R6

N
Q
H

[1111]

SEHE R2 R6 NMR #*
293 Ny TH-NMR (DMSO0-d6) dppm : 1.55-1.75 (1H, m), = D fg:
| 2.15-2.3 (1H, m), 2.55-4.55 (7H, m), 4.75-4.9
Z (14, m), 6.48 (2H, s), 6.95-7.05 (1H, m), 7.1-7.25
\_g (1H, m), 7.38 (1H, d, J = 7.5Hz), 7.45-7.6 (2H,
m), 7.75 (1H, d, ] = 5.5Hz), 7.85-8.05 (3H, m).

[1112]
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e \ 7~

z

Y,

$

\ 7~

1H-NMR (DMSO-d6) dppm
1.59-1.69 (1H, m), 2.21-2.49 (1H, m), 2.82-3.24
(3H, m), 3.61-3.75 (1H, m), 4.84-5.02 (1H, m),

.7.90 (1H, d, J=2.0Hz), 7.92 (1H, d, J=5.5Hz),

8.14 (1H, d, J=2.8H>2), 8.19 (1H, d, J=5.5Hz),
8.24 (1H, d, J-8.5Hz)

1H-NMR (CDCI3) éppm : 1.7-1.9 (2H, m), 2.16
(1H, dt, T = 7.5, 7.5Hz), 2.85-3.0 (3H, m), 3.21
(1H, dd, ] = 6.5, 11.5Hz), 4.45 (1H, tt, ] = 6.5,
6.5Hz), 6.77 (1H, dd, J = 1, 2Hz), 6.8-6.9 (1H,
m), 7.0-7.1 (2H, m), 7.38 (1H, d, J = 2Hz), 7.55
(1H, d,J = 8.5Hz), 7.68 (1H, d, ] = 2Hz), 7.99
(1H, dd, J = 1.5, 4.5Hz), 8.04 (1H, d, J = 3Hz).
1H-NMR (CDCI3) ppm : 1.75-1.95 (1H, m),
2.05-2.4 (2H, m), 2.88 (2H, t, ] = 7.5Hz), 2.98
(1H, dd, ] = 5.5, 11.5Hz), 3.17 (1H, dd, ] = 6.5,
12Hz), 3.83 (3H, s), 4.35-4.5 (1H, m), 6.48 (1H,
dd, 7 = 0.5, 3Hz), 6.75-6.85 (1H, m), 6.9-7.05
(2H, m), 7.11 (1H, d, J = 3Hz), 7.3-7.45 (2H, m),
7.92 (1H,dd,J=1.5,4.5Hz), 8.03 (1H,d,J=
3Hz).

1H-NMR (DMS0-d6) 6 ppm : 1.3-1.65 (1H, m),
2.0-2.25 (1H, m), 2.6-5.65 (8H, m), 6.46 (2H, s),
6.54 2H,d, J=8Hz), 6.71 (1H,dd, J=17.5,
7.5Hz),7.12 (2H, dd, J = 7.5, 8.5Hz), 7.52 (1H,
dd,J=4,8.5Hz), 7.59 (1H, dd, J = 1, 7.5Hz),
7.87(1H,dd, J=17.5, 8.5Hz), 8.09 (1H, d, J =
8.5Hz), 8.15-8.25 (1H, m), 8.93 (1H, dd, T = 1.5,
4Hz).

1H-NMR (DMSO-d6) ppm : 1.55-1.75 (1H, m),
2.15-2.35 (1H, m), 2.6-5.75 (8H, m), 6.50 (2H, s),
6.95-7.05 (1H, m), 7.1-7.2 (1H, m), 7.3-7.5 (3H,
m), 7.9-8.0 (3H, m), 8.0-8.1 (1H, m).

1H-NMR (DMSO-d6) 5ppm : 1.65-1.85 (1H, m),
2.15-2.35 (1H, m), 2.85-3.05 (1H, m), 3.05-3.3
(2H, m), 3.5-3.7 (1H, m), 4.7-4.9 (1H, m), 6.9-
7.05 (2H, m), 7.38 (2H, d, J = 5.5Hz), 7.55 (2H,
d, J = 1.5Hz), 7.76 (2H, d, J = 5.5Hz), 7.91 (2H,
d, J = 8.5Hz), 9.28 (1H, br), 9.50 (1H, br).
1H-NMR (DMSO-d6) dppm : 1.65-1.85 (1H, m),
2.15-2.35 (1H, m), 2.8-3.05 (1H, m), 3.05-3.25
(2H, m), 3.35-3.8 (1H, m), 4.75-4.9 (1H, m), 6.9-
7.0 (2H, m), 7.39 (1, d, J = 5.5Hz), 7.64 (21, d,
J = 5.5Hz), 7.70 H, s), 7.79 (2H, d, ] = 8.5Hz),
9.24 (1H, br), 9.43 (1H, br).

2 #mEE
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[1114]
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St s Rl R2 R3 R4 R6

e (C)

301
302

-H
-H

-Cl -F -H
-Cl -F -H

'H'CG»HII
-CHy-#F-CgH,,

194.9-196.1 (dec.)
158.5-161.0

B By
BB e
B

[1116]
[1117]

% 85

R4
R3

R2
R1

[1118]

R5

®

\
H

iz

Sl Rl R2 R4 R5 Ré6

NMR

303 -H -Cl -H -H —cyclo—CéH 1

304 -H -H H£-CeHyy

305  -H -(CH,);SCH,

306 -H  -34-CsHy

307 -H -F -H -(CH,);NHCH;

308 F -H -H -(CH):N(CHj),

TH-NMR (DMSO-d6) ppm

0.80-1.09 (3H, m), 1.15-1.38 (2H, m), 1.42-
1.58 (2H, m), 1.60-1.87 (5H, m), 1.88-2.05
(1H, m), 2.81-3.12 (3H, m), 3.12-3.29 (1H,
m), 4.09-4.25 (1H, m), 7.00-7.10 (1H, m),
7.20 (1H, dd, J=2.6Hz and 6.7Hz), 7.24-7.34
(1H, m),

1H-NMR (DMSO-d6) 5ppm

0.59-1.55 (8H, m), 1.58-2.43 (5H, m), 2.81-
4.11 (4H, m), 4.40-5.22 (1H, m), 7.00-8.20
(4H, m), 9.25-10.45 (2H, m)

1H-NMR (DMSO-d6) éppm

1.52-1.70 (2H, m), 1.80-2.18 (5H, m with s at
62.07), 2.40-2.51 (2H, m), 2.84-3.49 (6H, m),
4.29-4.49 (1H, m), 6.85-6.95 (1H, m), 7.05-
7.35 (2H, m), 9.30-9.79 (2H, m)

1H-NMR (DMSO-d6) Sppm

1.15-1.88 (9H, m), 1.95-2.18 (1H, m), 2.71-
3.49 (4H, m), 3.60-3.85 (1H, m), 4.35-4.55
(1H, m), 7.05-7.55 (3H, m), 9.01-9.45 (2H, m)
1H-NMR (DMSO-d6) ppm

1.5-3.5 (14H, m), 3.7-3.9 (1H, m), 4.1-4.6
(2H, m), 5-5.75 (1H, brs), 6.8-7.1 (1H, m),
7.1-7.3 (2H, m), 8.7-9.7 (2H, m)

1H-NMR (DMS0-d6) §ppm

2.3 (3H, m), 2.70 (3H, s),2.72  (3H, s),
3.4 (8H, m), 4.38(1H, m), 6.8-7.0 (1H, m),
7.2 (1H, m), 7.28 (1H, t, }=9.1Hz), 9.2-9.4
1H, brs), 9.6-9.8 (1H, brs), 10.3-10.6 (1H,

-
9-
-

brs)

3 HhEEh

3 HhERER

[1119]
[1120]

% 86

R4
R3

R2
R1

[1121]

R5
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siiif) Rl R2 R3 R4 R5 R6 NMR H
300 -H -Cl F -H -H -(CH,),0CeH; 1H-NMR (DMSO-d6) oppm : 1.85-2.1 2 @i

(1H, m), 2.1-2.3 (1H, m), 2.95-3.25
(2H, m), 3.25-3.55 (2H, m), 3.67 (2H, t,
J=5.5Hz), 3.85-4.1 (3H, m), 4.4-4.6
(2H, m), 6.8-7.0 (4H, m), 7.1-7.2 (1H,
m), 7.2-7.35 (3H, m), 9.43 (1H, br),
9.60 (1H, br).
310 -H -Cl F -H -H 1H-NMR (DMSO-d6) dppm : 1.8-1.95 2
(3H, m), 2.05-2.15 (1H, m), 2.6-3.95
O S (11H, m), 4.07 (2H, 1, J = 6Hz), 4.35-
- 4.45 (1H, m), 6.57 (4H, s), 6.9-6.95
(1H, m), 7.12 (1H, dd, J = 3, 6.5Hz),
7.26 (14, dd, T = 9, 9Hz), 7.32 (1H, dd,
J=435,8.5Hz), 738 (1. dd, J = 1.5,
8.5Hz), 8.17 (1H, dd, J = 3.5, 3.5Hz),
8.31 (1H, d, J = 3Hz).
31 -H Cl F -H -H IH-NMR (DMSO-d6) dppm : 1.45- 2 =Gk
1.55 (2H, m), 1.65-1.8 (2H, m), 1.8-
SO #7195 (1H,m), 2.05-2.15 (1H, m), 2.6-
N 4.05 (11H, m), 4.25 (2H, t, J = 6.5Hz),
4.3-4.4 (1H, m), 6.55 (4H, s), 6.77 (1H,
d.J = 8.5H7), 6.8-6.9 (111, m), 6.9-7.0
(1H, m), 7.03 (11, dd, T = 3, 6.5Hz),
722 (1H, dd, T = 9, 9Hz), 7.65-7.7 (1H,
m), 8.1-8.15 (1H, m).

Eiild
o
5
£t

[1122] % 87

[1123]
R4

R5 R3

R2
R1

[ ywd

st R1 R2 R3 R4 RS MS (M+1)
312 -H ‘H -OC,H; -H TH 283
313 CH; -H -H -H -H 253
[1124] 314 -H -H -CF; -H -H 307
315 -H -H -CN H -H 264
316 -H -NO, -H H -H 284
317 -H -H -NO, -H -H 284
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318 -H -H -N(CH3), ‘H -H 282
319 -H -CH; -H H -H 253
320 -OCH; -H -H -H -H 269
321 -H -OCH3 -H -H -H 269
322 -H -OC,H; -H -H -H 283
323 -H -OCF; -H -H -H 323
324 -H -SCH; -H -H -H 285
325 -H -N(CH;),; -H -H -H 282
326 -CN -H -H -H -H 264
327 -H -H -SCH, -H -H 285
328 -H -CF; -H -H -H 307
329 CH; -H -F -H -H 271
330 -H -CF; -Cl -H -H 341
331 -H -H -CH,4 -H -H 253
332 -H -Cl -H Cl -H 307

[1125] 333 -H -H -COC¢Hs -H -H 343
334 -H -H -CH(CH3), H -H 281
335 -H -H -OC¢H; -H -H 331
336 -H -H -OC¢Hy3 -H -H 339
337 -H -H -C,H; H H 267
338 -H -H -OCH,C¢Hs -H -H 345
339 -H -CF; -F -H -H 325
340 -H -CF; -H -CF; -H 375
341 -H -H -OCH; -H -H 269
342 -CH; -CH; -H H -H 267
343 -C,Hs; -H -H -H -H 267
344 -H -F -H ‘H  -OCH; 287
345 -H -H -COCH; -H -H 281
346 -H -COCH; -H -H -H 281
347 -CHy -H -C1 H H 287
348 -H -Cl -Cl -H H 307

[1126] %X 88

[1127]

R4
N R2
A R1
Q
\
H
Ll Rl R2 R3 R4 RS MS (M+1)

349 -H -F -F -H -H 275
350 -H -F -H -F -H 275
351 -H -H -CF -F -H 325

[1128] 352 -H -CF, -H ’ -F -H 325
353 -H -CF; -CH, -H -H 321
354 -H -SCF; -H -H -H 339
355 -H -CF; -OCH,4 -H -H 337
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356 -H “CH, N(CHy),  -CH, H 310
357 -H CH(CHy), - H -H 281
358 -H -H -SC,H, H -H 299
359  -H H NGCHy), -H H 310
360  -H -OCH(CHs), -H H -H 297
361 -H F H 1 -H 201
362 -H -CH, H CH; -H
363 -H F -CH, H -H 271
364 -H F -l H -H 291
365  -H -CeH, H H -H 315
366  -H F H H -H 257
367  -H -l _CH, H -H 287
368 -H F F F  -H 203
369 -H F H H  -CH, 271

[1 129] 370 -F —H -H 'CH3 -H 271
371 -H F -OCH, H -H 287
372 -H -CH, -l H H 287
373 -H H -CiH, H -H 281
374  -OCH, -H H CH, -H 283
375  -CH, -Cl H H -H 287
376 -H -H CH,CH; -H -H 329
377 -H cl - H  -OCH, 303
378  -CH, -F -CH, H -H 285
379 -H CH,CH,CN -H H -H 292
380  -H -H CH,CH,CN -H -H 292
381 -H Cl H H  -CH, 287
382 -H -OCHF, -H H -H 305
383 -H -C,Hs H H -H 267
384 -H F -OCH, F  -H 305
385  -CH; -H _CH, H -H 267

[1130] % 89

[1131]

R4
R5 R3
N R2
i R1
N
\
H
Sl RI R2 R3 R4 R5 MS (M+D)
386 H F F “OCH, -H 305
387 -H -cl H H H 273
388 -CH, H H CH; -H 267
389  -H -CH, -CH, H H 267
390  -H OCH,  -OCH, OCH, -H 329

[1132] 391 -H CN F H H 282
392 -CH(CHy), -H -H CHy, -H 295
393 -H H COCHs  -H H 205
304  -H “H -CF, H F 325
395  -F “H -CFs F H 343
396  -H CO,CH;  -Cl H H 345
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[1133]

[1134]
[1135]

[1136]

[1137]

397 CH,CH, -H -H H H 329
398 H -CH, -OCH, H H 283
399 H H -CeH; H H 315
400 H -Cl -CN H H 298
401 H -CH, -F -CH, -H 285
402 -H -H -OCF,CHF, -H -H 355
403 -H -H -OH -H -H 255
290
R4
©\ R5 R3
N R2
i R1
N
\
H
S:fafl Rl R2 R3 R4 RS MS (M+1)
404 H -H o H H 322
Y,
/
405 -H N -H -H -H 336
\[ S—CH,
S
406 H H N H -H 306
3
0
407 H -H A H -H 305
N
408 H -H H -H 352
Nij
o
/
409 H -H H -H 306
Y
o
410 H -H I H -H 307
0
411 H o\ H H -H 349
o—< >7F
# 91
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[1138]
R4 R9
R3 R5 R10 R8
R2 N R7
R1 : R6
:N:
AN
[1139]
SCHE] R1 R2 R3 R4 R5 Ré R7 R8 R9 RI10 MS
(M+1)
412 £ e F HH H H “OC,H, HH 335
413 -H -Cl -F -H -H -CH; -H - -H -H 305
414 -H -Cl -F -H -H -H -H -CF;4 -H -H 359
415 -H -Cl -F H -H -H -H -CN -H -H 316
416 -H -C1 -F H -H -H -H -N(CHs), -H -H 334
417 -H -Cl -F H -H -H -CH, - H -H 305
418 -H -l -F H -H -H -CO,C,H; -H -H -H 363
419 -H -Cl -F -H -0 -OCH, -H -H -H -H 321
420 -H -l -F H -H -H -OCH; -H -H -H 321
421 -H -Cl -F H -H -H -OC,H; -H -H -H 335
422 -H -l -F H -H -H -OCF, -H -H -H 375
423 -H -Cl -F H -H -H -SCH; -H -H -H 337
424 -H CH; -F .H -H -H -H -OC,H; -H -H 315
425 -H CH, -F -H -H -CH; -H . H -H 285
426 -H CH; -F H -H -H -H -CF, H -H 339
427 -H -CH, -F -H -H -H -H -CN H H 296
428 -H CH; -F H -H -H -NO, -II -H -H 316
429 -H -CH; -F -H -H -H -H -NO, -H H 316
430 -H -CH; -F H -H -H -H -N(CH3), -H -H 314
431 -H -CH; -F -H -H -H -CH, - -H -H 285
432 -H -CHy, -F -H -H -OCH; -H -H -H -H 301
433 -H -CH; -F -H -H -H -OCH; -H -H -H 301
434 -H -CHy, -F -H -H -H -0OC,H; -H -H -H 315
435 -H -CH; -F -H -H -H -OCF, -H -H -H 355
436 -H -CH; -F -H -H -H -SCH, -H -H -H 317
437 -H -H -F H -H -H -H -OC,H; -H -H 301
438 -CH; -H -H -H -H -H -H -F -H -H 271
439 . -H -CF, H -H -H -H -F -H -H 325
440 H -H -F H -H -H -H -CN H -H 282
441 -H NO, -H H -H -H -H -F -H -H 302
442 -H -H -NO, H -H -H -H -F H -H 302
443 -H -H N(CH:), -H -H -H -H -F H -H 300
444 -H CH; -H -H -H -H -H -F -H -H 271
445 -OCH; -H -H H -H -H -H -F -H -H 287
446 -H -OCH; -H H -H -H -H -F H -H 287
[1140] 3k 92
[1141]
R4 R9
R3 R5 R10 R8
R2 'l‘ R7
TG )
N
\
H

129



-H /@[ j 297

CN 103613587 A OB P 124/189 T
Bl R1R2 R3 R4 R5 R6 R7 _R8 RO RI0O MS (MiD)
447 W OCGH, -H -H H H -H -F HH 301
448 -H -OCF;, -H -H -H -H -H -F H -H 341
4499 H SCH, -H -H H -H -H F -H -H 303
450 -H N(CH;), -H -H -H -H -Cl -F H -H 334
[1142] 451 -H -CI F H -H -CN -H -H H -H 316
452 H -Cl F H -H -H -H -SCH, -H -H 337
453 -H -N(CH), -H H -H -H -CH, -F H -H 314
454 -H -CH; F -H -H -H -H -SCH; -H -H 317
455 -H NCH), -H -H -H -H -H -F H -H 300
456 -H -H F -H -H -H -H -SCH, -H -H 303
[1143] % 93
[1144]
R4
R3 R5
R6
R2 N/
N
\
H
Bl RL RZ R3 R4 R5 R6 MS (M+1)
457 H H H H H o 783
>
o
458 .H -H -H -H -H 283
Q 3
o
459 H -H -H -H -H 319
[1145] Q
o)
O)CFF
460 H -1 -F -H -H oj 349
- i :o
461 H -H -H -H 0
0
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462 -H -CH; -F -H -H o] 329
- : :o
463 -H -H -F -H -H oj 315
- i :o
464 .-H H -H -H -H o FF 369
- C :O:CFF
[1146] 465 .-H -H -H -H -H o> 311
- : :o
466 .H H -H -H -H o F 369
f-F
o)
FF
467 H -H -H -H -H o) 293
[1147] K 94
[1148]
R4
R3 RS
R6
R2 N
) G
N
\
H
SEEfl  R1 R2 R3 R4 RS R6 MS (M+1)
468 .-H -H -H -H -H . 289
469 H -H -H -H -H l] ll 289
[1149] 470 -H -H -H -H -H O. 319
471 .-H -H -H -H -H F 307
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42 H H H H H 327
473 H -H -H -H -H /@EO) 281
474 H -H -H -H -H 279
\
f o:
475 H -cl -F -H -H \ 347
1150 /@
[1150] o
4% H H H H H 205
Jos
s
477 -H CH; -F -H -H 327
s
s
478 H -H F -H -H 313
Jon
s
[1151] % 95
[1152]
R4
R3 R5
R6
R2 ry/
N
\
H
B Rl R2 R3 R4 R5 R6 MS (M+1)
479 B H H H . 295
\
f s:
480 H -1 F -H -H _ 297
[1153] ):/S
481 -H -Cl 304

-F -H -H MYCH:;
s” \s
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127/189 mL

W M P
482 H H -H -H -H 321
Jas @
S
483 H -H -H -H H 246
S’\>
)Q N
484 -H -1l -F -H -H 298
S/\>
)QN
[1154] 485 -H -CH, -F -H -H 278
3 S/\>
AN
48 -H -H -H -H -H _N 243
/LN-CH3
S
47 H -H F -H H _N 261
)/\/N—CHS
S
[1155] 3K 96
[1156]
R4
R3 R5
R6
R2 ':‘/
N
\
H
scill Rl _R2  R3 R4 RS R6 MS
(M+1)
488 -H -H -H -H H  N__CH, 255
S
49 H -0l F -H H  N__CH, 307
|
[1157]
490 H -CHy F H -H | \N__CH, 287
)\J/
40 H -H F H -H  N__CH

| 5 273
)\j
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49 H -C F -H -
2 H, H /E\(QC“a 303
NN
493 -H -H H -H -H 317
7
SyN
[1158] 494 H -l F -H -H 369
7
SN
495 H -CH, -F -H -H 349
3
\N,N
[1159] % 97
[1160]
R4
R3 R5
R6
R2 N/
TG
N
sofil R1I R2 R3 R4 R5 Ré MS
(M+1)
496 H -H H -H -H N7 241
b
N
497 H Cl -F -H -H N7 293
b
N
b
N
499 H -H H -H -H 269
N CH,
)I\N/
287

- - - H -
500 H -H F H N7 CH,
P
N
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501 H -CH; -F -H -H 301
3 N/YCHa
)\N/
502 H -1 F -H -H 321
N CH,
)l\ &
N
503 H -H -H -H -H NN CH, 283
)l\ “
N
[1162]
504 H ¢l -F -H -H N/ﬁ/\/CHS 335
/m “
N
505 H -H F -H -H NN CH, 301
/”\ “
N
506 H -CH, F -H -H N/ﬁ/VcH3 315
l o
)\N
[1163] % 98
[1164]
R4
R3 R5
R6
R2 rg/
N
\
H
SHil RI R2 R3 R4 R5 R6 MS (M+1)
507 H H H H H CH, 269
.
)\\N CH,
508 H €1 -F -H H CH, 321
N? |
s
[1165] N" "CH,
509 .H -CH;, -F -H -H CH, 301
N? |
)\\N CH,
510 H -H -F -H H CH, 287
).
Py
N”CH,
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i B P 130/189 71
511 .H Cl -F -H -H 361
1
/l “
N”CF,
512 -H -CH; -F -H -H 341
N
I o
N”CF,
513 -H -H F -H -H 327
i
|
N”~CF,
[1166] 514 H -H H -H -H OMe 301
N™ X
I o
/kN OMe
515 H 1 -F -H -H OMe 353
NTX
)'\ “
N~ "OMe
516 H CH, -F -H -H OMe 333
N™ X
| 7
N~ ~OMe
[1167] 3% 99
[1168]
R4
R3 R5
R6
R2 N
G
N
\
H
s:fifl Rl R2 R3 R4 R5 R6 MS
(M+1)
517 H -H F -H -H OMe 319
N™~X
)l\ “
N~ "OMe
[1169] 518 -H -H H -H -H /{\1 287
Sy~s-CHs
519 H ¢ -F -H -H f{\l 339
S\~s-CHa
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520 -H -CH, -F -H -H N 319
|
\N)\S,CH3
521 H H F -H -H NN 305
|
SygCHs
52 H 01 F -H H HC 411
[1170] NJ§N
Y
07~0""CH,
23 H CHy -F -H H HC 391
NJ§N
Y
07~0""CH,
[1171] 3£ 100
[1172]
R4
R3 R5
R6
R2 N/
N
\
H
scHiffl RI _R2Z  R3 R4 R5 R6 MS (M+1)
524 H -1 -F -H H OMe 353
o
MOMG
525 H -H -H -H -H CH, 337
HC Ay
|
\NJ\CFa
[1173] 526 H -CH -F -H -H CH, 369
HC Ay
|
\N)\CFa
527 -H -H -F -H -H CF, 399
NN
Y
07~0""CH,
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528 H -CH, -F -H -H CF, 413
NN
Y
07 07 CH,
529 H -H -H -H -H N 241
e
~ N
[1174] 530 -H -CH; -F -H -H /Nj 273
|
Q!
531 H -H -F -H -H N 259
£
~_N
532 H 1 -F -H -H N 293
£
N
[1175] % 101
[1176]
R4
R3 R5
R6
R2 N/
N
\
H
schapl RI R2  R3 R4 R5 R6 MS (M+1)
533 H -H H -H H N 241
JQ
N
53 -H C1 F -H -H N 293
JQ
N
535 -H -CH, -F -H -H N 273
L)
[1177]
53 H H F -H -H _N 259
L)
N
537 H -H H -H -H HCUN 269
PGt
N”CH,
533 -H €1 -F -H -H 321
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539 -H -CHy -F -H -H HCN 301
J§
/\[\N CH,
540 -H -H F -H -H HC_N 287
J§
541 -H -H -H -H -H N/\ 271
' ~.N
[1178]
OMe
542 .-H -Cl -F -H -H N 323
)|\fN
OMe
543 H -CH; -F -H -H N 303
)‘\(N
OMe
[1179] % 102
[1180]
R4
R3 RS
R6
R2 N
N
\H
HEf]  R1 R2 R3 R4 R5 R6 MS
(M+1)
-H -H F -H - 2
544 H F -H -H N/\ 89
/“\(N
OMe
545 -H -H -H -H -H HaC\F o 322
Jou
[1181] s46 H -H -H -H -H 296
S
sy
547 -H Cl -F -H -H 348
4 )
SN
548 H CH; -F -H -H 328
4 )
SN
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549 -H -H -F -H -H 314
4 )
Ay
55 --H -H -H -H -H 326
I\IIOOMe
A
551 H -c1 -F -H -H 378
[\I]@‘OMe
A
[1182] ss2 -H -CH; -F -H -H 358
I\II/QOMe
A
53 H -H -F -H -H 344
hf/@»OMe
A
554 H -H -H -H -H S 310
Do
N
[1183] % 103
[1184]
R4
R3 R5
R6
R2 lj/
O
N
\
H
sciifll Rl _R2  R3 R4 R5 R6 MS
(M+1)
555 H - -H -H -H —N 296
N\ /S
=
55 -H -H -H -H -H A 296
557 H -H -H -H -H ,= 296
[1185] N
N\ 7/ 1
s
55§ H -CI -F -H -H /=N 348
N\ 7/ )
S
55 -H -CH; -F -H -H =N 328
N\ / )
S
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[1186]

[1187]
[1188]

* 104

[1189]

560 -H -H -F -H -H —N 314
\ 7/ \
S
s¢ H -H H H -H ,=N 297
Ny 7 )
S
562 -H -Cl -F -H -H /=N 349
Ny 7/ )
S
563 -H CH; -F -H -H /~=N 329
Ny 7 )
S
564 -H -H -F -H -H =N 315
Ny 7 )
S
565 -H -H -H -H -H =N CH 311
N/ | :
S
R4
R3 R5
N . 6
R1 :
Q
H
Sl RI _R2 R3 R4 R5 R6 MS
(M+1)
566 -H -Cl -F -H -H =N CH 363
N \ :
S
567 -H -CH; -F -H -H =N CH3 343
Ny 7 )
S
568 -H -H -F -H -H =N CH3 329
Ny 7 )
S
569 -H -H -F -H -H /=N 315
N \
S
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570 -H -l -F -H -H =N 363
Ny /S
4
H,C
571 -H -CHy -F -H -H ,=N 343
Ny /=S
P
H,C
52 H -H -F -H -H =N 329
Ny /=S
o
[1190] H,C
3 H HOH CH H sy 387
\
s
H,C
74 H Ol F H H Ay 439
\
7 s
H,C
[1191] % 105
[1192]
R4
R3 R5
R6
R2 Ill/
O
N
\
H
sl Rl _R2  R3 R4 R5 R6 MS
(M+1)
5 H CH, FH OCH O xy 419
\
7 s
[1193] H,C
5% -H -H -H -H -H CH, cH 322
2
_ N
N“ N
CH
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[1194]

[1195]
[1196]

[1197]

577 H -CI -F -H -H CH, cH 374
3
~
N” "N
CH,
578 .-H -CH; -F -H -H CH, cH, 354
~
N“ N
CH,
579 H -H -F -H -H CH, cH, 340
~
_ LN
N“ N
CH,
580 H -H -H -H -H 290
N
581 H Cl -F -H -H 342
N
582 -H -CH, -F -H H 322
N N
583 H HF H H 308
N
% 106
R4
R3 R5
R6
R2 r;l/
R
N
\
H
stiafsl R1 R2  R3 R4 RS R6 MS
(M+1)
584 H -H H -H -H N 290
7\
585 H H F -H -H N 308
7 N\
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138/189 1t

586 H -Cl -F -H -H N 342
7 N
587 H -H -H -H -H N 290
Jo¢
588 H -H -H -H -H Ng_CH 304
L
589 H -H -H -H -H CH, 310
)
o
590 H -H -H -H H OMe 354
o}
[1198] l
N0
CH,
591 H H -H -H -H Ng 291
Jo o
N
592 H €1 -F -H H Ny 343
Jo e
N
593 H -CH, -F -H -H Ny 323
Joe
N
594 -H -H -H -H -H Ny 291
Jo®
N
[1199] % 107
[1200]
R4
R3 R5
R6
R2 rg/
N
\
H
sii] RI R2  R3 R4 R5 R6 MS
(M+1)
595 H -H H -H H 367
[1201]

0
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596 .-H C1 -F -H -H 419
in B\
N/)\©
597 -H -CH; -F -H -H 399
~
[1202] | /N
e
598 -H -H F -H -H 385
SN
il _
e

[1203] 3% 108

[1204]
R4 R6
R3 RS /"¢[R7
R2 N 7 “Re
< R9
R1 A

®

\

H

Sl R1 R2 R3 R4 R5 R6 R7 RS R9 MS (M+1)

599 H CI F -H H H -NO, “H ‘H 337
600 H -Cl F -H -H -H -CO,CH; -H -H 350
601 H -Cl F -H -H -H -H -H -CF; 360
602 H Cl -F -H -H -H -Cl -H -H 326
603 H Cl -F -H -H -H -H -H -Cl 326
604 .H Cl -F -H -H -OCH; -H -H -H 322
605 H ¢t -F -H -H -H -H -H -H 292
606 -H CI F -H -H -H -CH; -H H 306
607 H €1 F -H -H -H -H -CH, -H 306
[1205] 608 -H €1 F -H -H H -H -CF; -H 360
609 H C1 -F -H -H -CH; -H -H -H 306
610 .H C1 -F -H -H -H -CF; -H -H 360
611 .H -H -H -H -H -H -NO, -H -H 285
612 H -H -H -H H -H -CO,CH; -H -H 298
613 H -H -H -H -H -H -H -H -CF; 308
614 .H -H -H -H -H -H -Cl -H -H 274
615 H -H -H -H H H -H -H Cl 274
616 H -H -H -H -H -H -H -H -H 240
617 H -H -H -H -H -H -CH; -H -H 254
618 H -H -H -H -H -H -H -CH; -H 254
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g H
H

3

CN 103613587 A

308
254

CF, T

-H
-H
-H

-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H

-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H

-H
-H
-H
-H
-H
-F
-F
-F
-F
-F
-F
-F
-F
-F
-F
-F
-F

-H
-H
-H
-H
-H

619
620
621

-CH;

270
254
308
317
330
340
317
306
306
272
286
286
340
286
302

-OCH,
H
H
H
H
H
H
H
H
H
H
H
H

-H

-CH;
-H

-H
-H
-H
-H
-H
-H

622
623
624
625

-CF;
-NO,

-CH,
-CH,
-CH,
-CH,
-CH,
-CH,
-CH;
-CH,
-CH;
-CH,
-CH,
-CH,

-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H

-CO,CH;

-CF,
NO,
H
-Cl

626
627
628
629
630
631

[1206]

-Cl1

-H

-CH;
-H

H
H

-CH,
-CF,

632
633

-H
-H

-CH,
-OCH,

634
635

% 109

[1207]
[1208]

R6

R4

R7

N7 X

R5

R3

R8

=
R9

e
pd
N_._.O

R1

R2

MS (M+1)

R9

R8

R2 R3 R4 R5 R6 R7

R1

St

286
340
303

_CH,

-H
-H
-H
-H
-H

-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H

-H
H
-H
H
H
H
H
H
H
H
H
H
H
H
-H
H
H

-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H

F
F
F
-F
F
F
F
F
F
F
F
F
F
F
F
F
F

-CH;
-CH;
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H

-H
-H

636
637
638
639

-CF;
-NO,

316
326
292
292
258
272
272

-CO,CH;

-H

-CF;

-H
-Cl

640
641
642
643

-Cl

-H
-H

-CH;,
H
H
H
H

-H

644
645

[1209]

-H
-H

-CH;,
-CF;

326
272
288

646
647
648

-CH;
-OCH;

-H

-H
H

326

-H
-H
-H
-H

-H

-CF;
-H
-H
-H

649
650
651

374
337
322

-CF;
NO,

-CH,4
H
H

-Cl

-H
-H

-Cl
-Cl

-OCH;

652
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653 -H -Cl -F -H -H -H H ‘C,H, -H 320
654 H -H -H -H -H -CH, -H -CF, -H 322
655 H -H -H -H -H -H H .NO, -H 285
656 -H -H -H -H -H -H H -OCH, -H 270
657 -H -H -H -H -H -H H -C,H; -H 268
658 -H -CH, -F -H -H -CH; -H CF, -H 354
[1210] 659 -H -CH, F -H -H -H H NO, -H 317
660 -H -CH, -F -H -H -H H -OCH; -H 302
661 H -CH, F -H -H -H H -C,H;, -H 300
62 --H -H -F -H -H -CH, -H -CF, -H 340
63 -H -H -F -H -H -H H NO, -H 303
664 --H -H -F -H -H -H H -OCH; -H 288
65 -H -H -F -H -H -H H -C,H; -H 286
[1211] % 110
[1212]
R4 R6
R3 R5
NI X R7
v
R2 N RS
= R9
R1 i
N
\
H
Bl Rl R2 R3 R4 R5 R6 R7 RS RO MS (M+1)
666 H -H -H -H -H -H H H 309
[1213] M)
-
[1214] FE 111
[1215]
R4
R3 RS R6 N R7
| =
P
R2 N R8
= R9
N
\
H
[1216]
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R B
R4 R5 R6

3

CN 103613587 A

MS (M+1)

R& R9

R7

R2 R3

292
240
285
268
272
317

-H
-H
-H

-H
-H
-H
-H
-H

-H
-H
-NO,
-CH;
-NO;

T
H
H
-CH,
H
H

-H
-H
-H
-H
-H
-H

-H
-H
-H
-H
-H
-H

-F
-H
-H
-H
-F
-F

1
-H
H
-CH,
-CH;

e
H
-H
-H
H

667
668
669
670
671
672

[1217]

258
303
286
306
322
322
254
270
286
302
272
288
284
254
308
265
285
285
283
308
272
342
254
296
308
286
344
282
332
340
324
268

H
H
H
H
H
H
H
H
H
H
H
H
-H
H
H
H
H
H

H
H
H
-H
H
-OCH;
H
-OCH,
H
-OCH;
H
-OCH;
-H
H
H
H
-H
H
-H
-H
H
H
H
H
H

H
-NO,
-CH,
-CH,
-OCH;
H
-CH,
-H
-CH,
H
-CH;
H
H
H
H
H
H

H
H
H

H
H
H

H
H
-CH,
H
H
H
-H
H
H
-H
H
H
H
H
H
H
-H
H
H
H
H
H
H
H
H
H
H
H
H
-H
-H
-H

H
H
H
H
H
H
H
-H
-H
-H
-H
-H
H
H
H
H
H
H
H
H
H
H
-H
H
H
H
H
H
H
H
H
-H

H
-H
-H
-H
H
-H
-H
-H
-H
H
-H
H
H
H
H
-H
-H
-H
-H
-H
-H
-H
H
H
-Cl
H
H
H
H
H
-H
-H

-C(CH3);
-COCgH;
-CH(CHs),
-OC¢H;
-OCgH;3
'C6H13
-C,Hs

-N(CHs),
H

F
-F

-F

-F

F

H

F

-F

-F

-F
-0C;H;
-CF,
-CN
0
-NO,
H

-l
-CH,
_SCH;

H
H
Cl
Cl
-Cl
-H
-CH;
-CH;
-H
H
H
H
-NO,
-H
-H
-CF;
H
-CF;
H
H
¥e)|
H
H
H
H
H
H
H

H
-H
-H
-H
H
H
H
-H
H
-CHj
H
-H
-H
-H
-CH;,
H
H
H
H
H
H
-H

673
674
675
676
677
678
679
680
681
682
683
684
685
686
687
688
689
690
691
692
693
694
695
696
697
698
699
700
701
702
703
704

* 112

[1218]

[1219]

R4

R6

R5

R3

e
2z
N_...O

R2

R1
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[1220]
sEhwl] Rl R2 R3 R4 RS R6 R7 R8 R9 MS (M+1)
705 -H ‘H “OCH,CH; -H -H ‘H -H -H -H 346
706 -H -CF, -F -H -H -H -H -H -H 326
707 -H -CF; -H -CF, -H -H -H -H -H 376
708 -H -OCH;, -H -H -OCH; -H -H -H -H 300
709 -Cl -H -H -H -H -H -H -H -H 274
[1221]
710 -H -H -OCH, -H -H ‘H -H -H -H 270
711 -CH; -CH, -H -H -H -H -H -H -H 268
712 -C,H; -H -H -H -H -H -H -H -H 268
713 -H -F -H .H -OCH; -H -H -H -H 288
714 -H -H -COCH; -H -H H -H -H -H 282
715 -H -COCH; -H -H -H -H -H -H -H 282
716 -CH; -H -Cl -H -H H -H -H -H 288
717 -H -Cl -Cl -H -H H -H -H -H 308
718 -H -F -F -H -H -H -H -H -H 276
719 -H -F -H -F -H -H -H -H -H 276
720 -H -H -CF; -F -H -H -H -H -H 326
721 -H -CF, -H -F -H -H -H -H -H 326
722 -H -CF; -CH, -H -H -H -H -H -H 322
723 -H -SCF; -H -H -H -H -H -H -H 340
724 -H -CF; -OCH, -H -H -H -H -H -H 338
725 -H -CH; -N(CHs), -CH; -H H -H -H -H 311
726 -H -CH(CH3), -H -H -H -H -H -H -H 282
727 -H -H -SC,H; -H -H -H -H -H -H 300
728 -H -H N(C,Hs), -H -H -H -H -H -H 311
729 -H -OCH(CH3), -H -H -H -H -H -H -H 298
730 -H -H -OCHF, -H -H -H -H -H -H 306
731 -H -F -H Cl -H -H -H -H -H 292
732 -H -CH; -OCH, -CH; -H H -H -H -H 298
733 -H -CH, -H -CH, -H H -H -H -H 268
734 -H -F -CH; -H -H H -H -H -H 272
735 -H -F -Cl -H -H H -H -H -H 292
736 -H -C¢Hs -H -H -H -H -H -H -H 316
737 -H -F -H -H -H -H -H -H -H 258
738 -H -Cl -CH, -H -H -H -H -H -H 288
739 -H -F -F -F -H H -H -H -H 294
740 -H -F -H .-H CH; -H -H -H -H 272
741 F -H H -CH; -H H H H -H 272
742 -H -F -OCH; -H -H H -H -H -H 288

[1222] % 113
[1223]
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R4
R3 R5 R6 | Ny -R7
R2 N 7 re
: R9
R1 ;
Q)
\H
[1224]
SHE RI1 R2 R3 R4 RS R6 R7 R8 R9 MS (M+1)

743 -H -CH, -Cl -H -H -H -H -H -H 288
744 -H -H -C5H, -H -H H H -H -H 282

[1225]
745 -OCH; -H -H -CH, -H .H -H -H -H 284
746 -CH,4 -Cl -H -H -H -H -H -H -H 288
747 -H -H -CH,C¢H, -H -H -H -H -H -H 330
748 -H -Cl -H -H -OCH; -H -H -H -H 304
749 -CH,3 -F -CH; -H -H -H -H -H -H 286
750 -H -CH,CH,CN -H -H -H -H -H -H -H 293
751 -H -H -CH,CH,CN -H -H -H -H -H -H 293
752 -H -Cl -H -H CHy, -H -H -H -H 288
753 -H -OCHF, -H -H -H -H -H -H -H 306
754 -H -C,H; -H -H -H -H -H -H -H 268
755 -H F -OCH,4 -F -H -H -H -H -H 306
756 -H -F -F -H -OCH; -H -H -H -H 306
757 -CH,4 -H -CH; -H -H -H -H -H -H 268
758 -H -F -F -OCH; -H -H -H -H -H 306
759 -H -OCH; -OCH;4 -H -H -H -H -H -H 300
760 -H -Cl -H -H -H -H -H -H -H 274
761 -CH, -H -H CH, -H -H -H -H -H 268
762 -H -CH, -CH, -H -H H -H -H -H 268
763 -H -CN -F -H -H -H -H -H -H 283
764 -CH(CH;), -H -H -CH; -H -H -H -H -H 296
765 -H -NO, -F -H -H -H -H -H -H 303
766 -CH,C¢Hs -H -H -H -H -H -H -H -H 330
767 -H -CH, -OCH; -H -H -H -H -H -H 284
768 -H -H -CgH; -H -H -H -H -H -H 316
769 -H -l -CN -H -H -H -H -H -H 299
770 -H -CH; -F -CH; -H -H -H -H -H 286
771 -H -H -OCF,CHF, -H -H -H -H -H -H 356
772 -H -H -OH -H -H -H -H -H -H 256

[1226] K 114

[1227]
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w B B 145/189 7
R4
R3 R5 R6 N R7
I ~
=
R2 N R8
z R9
R1 i
N
\
H
[1228]
SEREf  R1 O R2 R3 R4 R5 R6 R7 R8 R9 MS (M+1)
773 -H N -H H -H -H -H -H -H 337
H,C— ]/
S
[1229]
774 -H -H N -H -H -H -H -H -H 307
¢ 1
0
775 -H -H C H -H -H -H -H H 353
N
_\—o
\
776 ‘H -H v/(‘)k -H -H -H -H -H -H 308
777 -H , -H H -H -H -H -H -H 350
F—< >—O
[1230] % 115
[1231]
H
H S
N R1
O
N
\
H
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SCpEfl Rl MS (M+1)

778 296
Jos
S
779 /@on 298
)
780 . 290
781 S 311
[1232] /@ )—CH,
N
782 290
783 0 284
g
o)

784 O 294

312

785 : O>
o
786 N 291
N
L
[1233] 787 Ny 292
LD
N

788 CH 311

[1234] X 116
[1235]
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[1236]

[1237]

[1238]
[1239]

*® 117

SZHEf Rl MS (M+1)
789 284
o)
o)
790 /@/\0} 282
791 Ng_CH, 305
el
792 F 370
o)
[ I Y-F
o)
FF
793 o FF 370
-~ C:o g
794 o\CH 320
3
795 320
O
O)(;:F
796 H.C 323
3 %O
Jon
797 F 308
798 O O 328
799 280
\
f o:

1563
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CN 103613587 A w R B
H
H H
N
N
N
\
H
Sl R MS (M+1)
800 H 779
N
JQv;
801 Meom 353
N"S0
EH,
802 OMe 355
[1240] Ol
N" 0
CH,
803 _ 310
O
804 297
805 N 297
[1241] %
o
[1242] % 118
[1243]
R4 R7
R3 R5 R6 I N
P
R2 N R8
B R9
N
\
H

[1244]
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sziisl R1 R2 R3 R4 RS R6 R7 RS R9 MS (M+1)
806 .-H €1 -F -H -H -H -H -CH, -H 306
807 -H -Cl -F -H -H -H - S2-MmE L -H 446
808 .-H -H -H -H -H -H -H -CH; -H 254
809 -H -H -H -H -H -H -H -H -CH; 254
810 -H -H -H -H -H -H 2-fmgk S2-MnE -H 394
811 -H CHy -F -H -H -H -H -CH; -H 286
812 -H -CH, -F -H -H -H -t -2-HmE R -H 426
813 -H -H -F -H -H -H -k 22N e -H 412
[1245] £ 119
[1246]
R3 R4
R10
R2
R9
R1
N
H
szhfl R1 R2  R3 R4 R5 R6 R7 R8 R9 RI0O RIl  MS (M+1)
814 H €1 -F -H -H -H -H -H -H -H -H 342
[1247] 815 H -H -H -H -H -H -H -H -H -H -H 290
816 H CH; F -H H -H -H -H -H -H -H 322
817 H H F H-H -H -H-H -H -H -H 308

[1248] % 120

[1249]
R3 R4 RO R10
RZAQB RS R11
R1 \N \ / N
Z > R7 R6
N
H
[1250]
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et

/2
R7 R8 R9

3

CN 103613587 A

MS (M+1)

R11

R0
H
-H

R3 R4 R5 R6

R2

R1

55

356
410
418
376
410
410
304
290

-H
-H
-H
-H
-H
-H
-CF;
-H
-H

-CF,
-Cl
H
H
-H
-H
CF,

-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H

-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H

-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H

-CH;
-H

-H
-C6H5
-H
-CF,
-H
-CH;
-H

-H
-CsHj;
-H
-CF;
-H
-CH;
-H

-H
-CHs
-OCH,4

H
-CF;

H
H
H
-CeHs
H
H
-H
-H
H
-H
-H
-H

-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H

-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H

-F
-F
-F
-F
-F
-F
-F
-H
-H
-H
-H
-H
-H
-H
-F
-F
-F
-F
-F
-F
-F
-F
-F
-F
-F
-F
-F
-F
-F
-H
-F
-F
-F
-F
-H

<l
-Cl
-Cl
Cl
-Cl
Cl
-Cl
H
H
H
H
H
-H
-H
-CH;
-CH,
-CH,
-CH,
-CH,
-CH,
CH,
H
H
H
H
-H
-H
-H
Cl
H
H
-CH,
-CH,
-H
H
H

-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H

818
819
820
821
822
823
824
825
826
827
828
829
830
831
832
833
834
835
836
837
838
839
840
841
842
843
844
845
846
847
848
849
850
851
852
853

% 121

[1251]
[1252]

R4

R3

R10

R11

RS

R2

R9
R8

R7

LN

R6

\\\

R1

[1253]

MS (M+1)

R1 R2 R3 R4 R5 Ré6 R7 R8 RS R10 R11

;a1

342

-H

H

-H

-H

-H -F -Cl

-H

854

[1254]
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EH
-H
-H

3

CN 103613587 A

356
372
356
405
432
372
372
372
290
304
320
304
353
380
320
320
320
322
336
352
336
385
352
352
308
322
338
322
371

-H

H
H
-H
H

-H
-H
-H

-CH;

-H
-H

-Cl
-Cl
-Cl
-Cl
-Cl
-Cl
-Cl
-Cl
-H
-H
-H
-H
-H
-H
-H
-H
-H

F
F
F
-F
-F
-F
-F
F
-H
-H
-H
-H
-H
-H
e
-H
-H
F
F
-F
F
-F
F
F
-F
-F
F
F
-F
F
-F
F
-H

-H
-H
-H
H
H
H
H
H
-H
H
H
-H
H
H
H
H
-H
-H
-H
H
H
H
-H
H
H
-H
H
-H
-H
H
H
-H
-H

H
-H
-H
-H
-H
-H
H
H
H
H
-H
-H
H
H
H
H
-H
-H
H
-H
-H
H
H
H
H
-H
-H
-H
-H
H
H
0
-H

* 122

855
856
857
858
859
860
861

-OCH;
-H
H

-CH;
-H
-H
-H

-F
-H

-NO,
-H
-H
-H
-H

CH,C¢Hs

-H
-H
-H
-H

H
H
-H

-H
-H

-OCHj;

-OCH;
-H
-H
-H
-H

-H
H
H
H

-OCH;

-H

862
863

-H

-H

-H

-CH,
-OCH,
-H

H

864
865
866
867
868
869
870
871

-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H
-H

-H

-H

-H

-CH,;
-H
H
H

-H
-H

-NO,
-H
-H
-H
-H
-H

H
H

-H
-H

-CH,C¢H;s

-H
-H
-H
-H

-OCH;

-OCH;

-H

-OCH;
-H

-H
-H

-CH;
-CH;
-CH;
-CH;
-CH3
-CHs
-CH;
-H
-H
-H
-H
-H
-H
-H
-H
-H

872
873

-H

-H
-H

-CH;
-OCH;
-H

-H

-H

-H

-H

874
875
876

-H

H
H

-H

-CH;
-H
-H

-F

-NO,
-H

-H

-OCH;
-H
-H
-H

877
878

-H
-H
-H
-H
-H

-OCH;
-H

-H
-H
H
-H

879
880
881

-H
-H

-CH;

-OCH,
H

-H

-CH;,
-H
-H

882
883

-H

-NO,

338
338

-H
-H

-OCH;

H
H

-H
-H
-H
-H

884
885

-OCH;

-H

338

-H
H

-OCH;

-H
-H

-H
-H

886
887

334

-OC,Hs

-H

[1255]
[1256]

R4

R5

R3

R1

R2
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[1257]

[1258]
[1259]

[1260]

scii] R1 R2 R3 R4 R5 R6

MS (M+1)

88 -H -H -F -H -H /\/\@

889 -H -H -F -Cl -H -CH,C=CH
890 -H -H -F -Cl -H H,C CH,

891 -H -H -F CI -H

892 -H -H -F -CI -H \/4/—[3
)\CI

297

253
415

345

346

* 123

R3 R5

R2 N

SR

Rl R2 R3 R4 R5 R6 NMR

B

893

894

895

H -H F ¢ -H N "H-NMR (DMSO-dg) oppm : 1.55-1.75
| (1H, m), 2.2-2.35 (1H, m), 2.38 (6H, s),
NSNF 2.85-3.0 (1H, m), 3.1-3.2 (2H, m), 3.6-
3.75 (1H, m), 4.17 (1H, br), 4.77 (1H, 1t,
J=177,7.7Hz), 7.21 (1H, dt, ] = 4.0,
7.1Hz), 7.25-7.35 (1H, m), 7.55-7.65
(2H, m), 7.86 (1H, bs), 8.14 (1H, d, J =
2.3Hz), 8.76 (2H, br).
H H F C -H N 'H-NMR (DMSO-d¢)dppm : 1.55-1.75
| (1H, m), 2.15-2.3 (1H, m), 2.8-3.0 (1H,
FE m), 3.053.2(2H,m),3.61 (1H,dd, T =
7.1,11.8),4.74 (14, tt, J = 7.5, 7.5Hz),
7.10 (1H, ddd, T = 2.4, 2.4, 12.0Hz),
7.25-7.35 (1H, m), 7.45-7.65 (2H, m),
7.82 (1H, s), 8.05 (1H, d, J = 2.2Hz), 9.1-
9.55 (2H, m).
H H F <CH, -H N 'H-NMR (DMSO-d¢)éppm : 1.55-1.75
| (1H, m), 2.15-2.35 (411, m), 2.75-2.95
F (1H m),3.0-3.2 (21, m), 3.55-3.7 (1H,
m), 4.76 (1H, tt, ] = 7.6, 7.6Hz), 5.38
(1H, br), 7.05-7.25 (2H, m), 7.25-7.4
(2H, m), 7.75 (14, dd, T = 1.2, 2.3Hz),
8.07 (1H, d,J = 1.8Hz), 9.43 (2H, br).

N
p
piid
2
bt

o
B
=

2 Ehmdh

[1261]
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896 -H -H -F -Cl -H /@
N N_O—

'H-NMR (DMSO-d¢)dppm : 1.55-1.75

(1H, m), 2.15-2.3 (1H, m), 2.8-3.0 (1H,
m), 3.0-3.2 (2H, m), 3.55-3.7 (1H, m),

475 (1H, tt, ] = 7.6, 7.6Hz), 5.04 (1H,

br), 6.9-7.05 (1H, m), 7.3-7.5 (2H, m),

7.62 (1H, dd, J = 9.0, 9.0Hz), 7.71 (1H,
dd, J = 2.4, 6.7Hz), 7.95-8.15 (2H, m),

9.40 (2H, br).

2 HRE:

[1262]
[1263]

* 124

R3

R2

[1264]

R1 R4

SCtif

NMR

897

898

899 -H -H

900 -H -H -H

'H-NMR (DMSO-d¢)éppm : 1.5-1.7 (1H, m),
2.15-2.3 (1H, m), 2.8-2.95 (1H, m), 3.0-3.2
(2H, m), 3.5-3.65 (1H, m), 4.39 (1H, br), 4.70
(1H, tt, = 7.8, 7.8Hz), 6.68 (1H, d, J =
11.3Hz), 7.35-7.45 (1H, m), 7.46 (1H, s), 7.61
(1H, dd, 1 = 9.0, 9.011z), 7.71 (11, dd, T = 2.6,
6.8Hz), 7.95-8.05 (1H, m), 9.27 (2H, br).
'"H-NMR (DMSO-dg)dppm : 1.55-1.75 (1H,
m), 2.05-2.3 (1H, m), 2.8-3.0 (1H, m), 3.05-
3.3 (2H, m), 3.5-3.7 (1H, m), 4.78 (1H, tt, J =
7.3, 7.3Hz), 6.8-6.9 (1H, m), 7.1-7.2 (2H, m),
734 (1H, dd, T = 9.0, 9.0Hz), 7.44 (1H, d, T =
2.1Hz), 7.97 (1H, s), 8.08 (1H, d, J = 8.7Hz),
9.29 (1H, br), 9.44 (1H, br).

'H-NMR (DMSO-de)dppm : 1.55-1.75 (1H,
m), 2.1-2.25 (1H, m), 2.85-3.05 (1H, m), 3.1-
3.25 (2H, m), 3.6-3.75 (1H, m), 3.8-5.0 (1H,
m), 5.28 (1H, tt, J = 8.2, 8.2Hz), 6.06 (1H, d, J
=8.9Hz), 7.22 (1H, d, J = 5.9Hz), 7.35-7.5
(5H, m), 7.85 (1H, d, T = 8.9Hz), 9.34 (2H,
br).

"H-NMR (DMSO-dg)dppm : 1.55-1.8 (1H, m),
2.2-2.35 (1H, m), 2.8-2.95 (1H, m), 3.0-3.25
(2H, m), 3.6-3.75 (1H, m), 4.10 (1H, br),
4.75-4.9 (1H, m), 6.68 (1H,dd, J=2.1,
8.9Hz), 7.15-7.3 (2H, m), 7.3-7.45 (1H, m),
7.45-7.6 (3H, m), 7.93 (1H, d, ] = 8.9Hz),
8.87 (1H, s), 9.26 (1H, br), 9.38 (1H, br).

[\
E¥
oS
B

thmR

N
EF
B
B

[1265]
[1266]

* 125

R3

R2

[1267]

R4
R5

N/
"N
N
H

R6
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St

R1 R2

R3

R4

R5 R6

NMR

#h

901

902

903

904

-H -H

H -H

-H -H

-H

-H

-H

-H

-H

20
oy

oS

CH,

CH,

TH-NMR (DMSO-dg)dppm : 1.6-1.75 (1H,
m), 2.2-2.35 (1H, m), 2.8-2.95 (1H, m),
3.05-3.25 (2H, m), 3.6-3.75 (1H, m), 4.47
(1H, br), 4.80 (1H, tt, T = 7.6, 7.6Hz), 6.66
(1H, dd, J = 2.2, 8.9Hz), 7.25-7.4 (4H, m),
7.48 (1H,d, J = 1.8Hz), 7.92 (1H, d, T =
9.0Hz), 8.85 (1H, ), 9.34 (1H, br), 9.45
(1H, br).

'H-NMR (DMSO-dg)dppm : 1.6-1.75 (1H,
m), 2.15-2.3 (1H, m), 2.90 (1H, dd, J = 8.0,
11.6Hz), 3.05-3.2 (2H, m), 3.62 (1H, dd, J =
6.9, 11.6Hz), 4.7-4.85 (1H, m), 6.92 (1H, d,
J=1.8Hz),7.04 (2H, d, T = 7.7Hz), 7.17
(1H, dd, T = 7.3, 7.3Hz), 7.35-7.45 (3H, m),
7.63 (1H, d, T = 1.3Hz), 7.76 (1H, d, T =
5.5Hz), 9.23 (2H, br).

TH-NMR (DMSO-dg)éppm : 1.6-1.75 (1H,
m), 2.1-2.25 (1H, m), 2.55 (3H,d, J =
0.9Hz), 2.8-2.95 (1H, m), 3.0-3.25 (2H, m),
3.5-3.65 (1H, m), 4.72 (1H, tt, ] = 7.3,
7.3Hz), 6.80 (2H, d, ] = 7.7Hz), 6.85-7.0
(2H, m), 7.10 (1H, s), 7.2-7.3 (2H, m), 7.63
(1H, d, J = 1.9Hz), 7.69 (1H, d, J = 8.5Hz),
9.17 (1H, br), 9.34 (1H, br).

'"H-NMR (DMSO-dg)dppm : 1.6-1.75 (1H,
m), 2.1-2.25 (1H, m), 2.53 (3H,d, J =
0.7Hz), 2.8-2.95 (1H, m), 3.0-3.25 (2H, m),
3.5-3.65 (1H, m), 4.69 (1H, tt, T = 7.1,
7.1Hz), 6.86 (1H, dd, T = 2.1, 8.5Hz), 6.9-
7.05 (2H, m), 7.05 (1H, s), 7.1-7.2 (2H, m),
7.54 (1H, d, J = 1.9Hz), 7.62 (1H, d, T =
8.6Hz), 9.30 (1H, br), 9.45 (1H, br).

2 EhMRek

B
2=

By
B
B

s it

[1268]
[1269]

[1270]

% 126

R2

R4

z
I£>" Z\

R5
R6

S )

R1 R2 R3

R4

R5 R6

NMR

[1271]
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905 -H -H -CH; -F -H CH,

906 -H -H -CH, F H CH,

907 -H -H -F -CH; -H CH

908 -H -H -F -CH; -H CH

TH-NMR (DMSO-dg)dppm : 1.58-1.71
(1H, m), 2.12 (3H, s), 2.19-2.23 (1H,
m), 2.55 (2H, dd, Y = 7.0, 8.0 Hz, with
DMSO-d6), 2.78-2.89 (1H, m), 2.86
(2H, dd, T = 7.0, 8.0 Hz), 3.08-3.22 (2H,
m), 3.27 (3H, s), 3.48-3.62 (1H, m, with
H20), 4.59-4.69 (1H, m), 6.44 (1H, dd,
J=23,83Hz),6.52 (1H,dd, ] =2.3,
12.8 Hz), 7.02-7.16 (4H, m), 9.34 (2H,
br).

"H-NMR (DMSO-dg)Sppm : 1.59-1.72
(1H, m), 2.13 (3H, d, J = 0.86 Hz), 2.17-
2.27 (1H, m), 2.82-2.91 (1H, m), 3.09-
3.20 (2H, m), 3.61-3.63 (1H, m, with
1120), 3.63 (3H, s), 4.66-4.73 (1H, m),
6.47 (1H, dd, J = 2.3, 8.5 Hz), 6.58 (1H,
dd, J=2.3,12.6 Hz), 6.65 (1H, d, J =
9.5Hz),7.11 (1H, dd, J = 8.5, 8.9 Hz),
7.36 (1H, dd, J = 2.5, 8.9 Hz), 7.56-7.60
(2H, m), 7.89 (1H, d, J = 9.5 Hz), 9.33
(1H, br), 9.41 (1H, br).

"H-NMR (DM SO-dg)dppm : 1.59-1.72
(1H, m), 2.09-2.19 (1H, m), 2.19 (3H, d,
1= 1.4 Hz),2.48-2.51 (2H, m, with
DMSO0-d6), 2.78-2.90 (1H, m), 2.81
(2H, dd, ] = 6.8, 8.0 Hz), 3.09-3.19 (2H,
m), 3.22 3H, s), 3.40-3.54 (1H, m, with
H20), 4.56-4.66 (1H, m), 6.75-6.80
(1H, m), 6.83-6.85 (2H, m), 6.90 (1H,
dd, J=2.6, 6.8 Hz), 7.02-7.11 (2H, m),
9.29 (1H, br), 9.40 (1H,br).

"H-NMR (DMSO-d¢)dppm : 1.62-1.75
(1H, m), 2.14-2.26 (1H, m), 2.20 (3H, d,
J=1.6 Hz), 2.85-2.95 (1H, m), 3.11-
3.43 (2H, m), 3.53-3.69 (1H, m, with
H20), 3.59 (3H, s), 4.64-4.73 (1H, m),
6.61 (1H, d, J = 9.4 Hz), 6.82-6.87 (1H,
m), 6.95 (1H, dd, J = 2.6, 6.8 Hz), 7.11
(1H, dd, J = 9.0, 9.1 Hz), 7.16 (1H, dd, J
=2.6,9.1 Hz), 7.38 (1H, d, T = 2.6 Hz),
7.48 (1H,d, J=9.1 Hz), 7.86 (1H, d, J =
9.4 Hz), 9.35 (1H, br), 9.48 (1H, br).

R

B
B
B

B
B
&

[1272]
[1273]

* 127

[1274]

R2 R3 R4 R5 Ré6

SCHibl RI

NMR

[1275]
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"H-NMR (DMSO-dg)éppm : 1.58-1.71 RS EL

H

NzOC (1H, m),2.08-2.17 (1H, m), 2.17 (3H, d,
J=1.5Hz), 2.42 (2H, dd, = 6.9, 8.0
Hz), 2.81-2.89 (1H, m), 2.83 (2H, dd, J

=6.9, 8.0 Hz), 3.08-3.14 (2H, m), 3.16-
3.56 (1H, m, with H20), 4.52-4.61 (1H,
m), 6.63-6.69 (1H, m), 6.79 (1H, dd, J =
2.6, 6.9 Hz), 6.84-6.86 (3H, m), 7.02
(1H, dd, J=9.1, 9.1 Hz), 9.17 (1H, br),
9.29 (1H, br), 10.07 (1H, s).

'"H-NMR (DMSO-d¢)éppm : 1.56-1.69

o)
_CH, (1H,m), 2.16-2.65 (1H, m), 2.63 (3H, d.
N 7= 1.5 Hz), 2.78-2.89 (1H, m), 2.83
(2H, dd, J = 6.5, 6.5 Hz), 2.96 (3H, s),

3.07-3.19 (2H, m), 3.37-3.45 (2H, m,
with H20), 3.56-3.66 (1H, m), 4.71-4.80
(1H, m), 6.41 (1H, d, T = 2.4 Hz), 6.47
(1H, dd, T= 2.4, 8.7 Hz), 7.07-7.12 (1H,
m), 7.20 (1H, dd, J = 2.4, 7.0 Hz), 7.29
(1H, dd, J - 8.9, 9.2 Hz), 7.64 (1H, d, J
— 8.7 Hz), 9.11 (1H, br), 9.19 (1H, br).
911 -H -H F -1 -H CH IH-NMR (DMSO-dg)ppm : 1.58-1.71 R
N. .o (1H,m),2.15-2.22 (1H, m), 2.55 (2H,
/O/\j dd, T= 6.4, 8.3 Hz), 2.81-2.89 (1H, m),
2.86 (2H, dd, J = 6.4, 8.3 Hz), 3.12-3.17
(2H, m), 3.26 (3H, s), 3.55 (1H, dd, J =
6.9, 11.7 Hz), 4.60-4.70 (1H, m), 6.69
(1H, ddd, J = 3.0, 3.9, 9.1 Hz), 6.93 (1H,
dd, T= 3.0, 6.3 Hz), 7.03-7.06 (2H, m),
7.15 (1H, d, ] = 9.3 Hz), 7.27 (1H, dd, J
=9.1,9.1 Hz), 9.17 (2H, by).
992 -H -H F 1 H CH 'H-NMR (DMSO-dg)éppm : 1.62-1.72 thEREL
N._Oo (1H,m), 217227 (1H, m), 2.83-2.94
/@;j (1H, m), 3.12-3.19 (1H, m), 3.54-3.60
> (1H, m), 3.63 (3H, 5), 4.67-4.77 (1H, m),
6.66 (1H, d, J = 9.5 Hz), 6.74 (1H, ddd, J
=3.1,3.8,9.1 Hz), 6.99 (1H, dd, T = 3.1,
6.3 Hz), 7.29 (1H, dd, = 9.1, 9.1 Hz),
7.37 (1H, dd, J = 2.6, 8.9 Hz), 7.56-7.60
(2H, m), 7.88 (1H, d, J = 9.5 Hz), 9.13
(1H, br), 9.21 (1H, br).

909 -H -H -F -CH; -H

910 -H -H -F -CH; -H

e
=
e

[1276] % 128

[1277]
R4
R3 R5
R6
R2 N~
"
N
H
[1278]
Ll R1 R2 R3 R4 R5 Ré6 NMR E=N
[1279]
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-C1 -F -H N

‘2
|

X

913 -H

"H-NMR (DMSO-d)dppm;
1.65-1.82(1H, m), 2.19-
2.40(1H, m), 2.90-3.10(1H,
m), 3.10-3.20(2H, m), 3.65-
3.80(1H, m), 4.80-4.90(1H,
m), 7.30-7.45 (2H, m),
7.52(1H, d, J=2.5Hz), 7.55-
7.69 (2H, m), 7.88(1H, dd,
J=8.4, 5.1Hz), 8.15(1H, d,
J=9.4Hz), 8.83(1H, d,
J=8.4Hz), 8.94(1H, d,
J=4.1Hz), 9.45(1H, bs),
9.62(1H, bs)

2 EhiEkth

914 -H -H -Cl1 -H

H
Jevs

915 -H -H

H
1y

"H-NMR (DMSO-d¢)éppm :
1.56-1.70 (1H, m), 2.12-2.22
(1H, m), 2.46 (2H, dd, T =7.1,
8.0 Hz), 2.80-2.90 (1H, m),
2.88 (2H, dd, J = 7.1, 8.0 Hz),
3.09-3.16 (2H, m), 3.50-3.60
(1H, m), 4.58-4.68 (1H, m),
6.61 (1H,ddd, J=3.4,3.5,9.1
Hz), 6.86 (1H, dd, 1 =29, 6.3
Hz), 6.91-7.00 (3H, m), 7.23
(1H, dd, J=9.1,9.1 Hz), 8.80
(2 H, br), 10.19 (1H, s).
"H-NMR (DMSO-d)éppm :
1.59-1.66 (1H, m), 2.10-2.20
(1H, m), 2.43 (2H, dd, J = 7.0,
8.1 Hz), 2.84 (2H, dd,J=7.0,
8.1 Hz), 2.84-2.92 (1H, m),
3.11-3.21 (2H, m), 3.47-
3.55(1H, m), 4.54-4.64 (1H,
m), 6.79-6.89 (5H, m), 7.09
(2H, dd, ] = 8.8, 8.9 Hz), 8.71
(2H, br), 10.10 (1H, s).

2 =W LB

[1280]
[1281]

% 129

[1282]

R1 R2 R3 R4 R5 R6

St

NMR

916 -H -H -F -H -H

5
BB
i

'H-NMR (DMSO-d)éppm :
1.60-1.71 (1H, m), 2.12-2.22
(1H, m), 2.49-2.54 (2H, m,
with DMSO-d6), 2.82 (2H,
dd, J=17.4, 8.0),2.84-2.91
(1H, m), 3.12-3.16 (2H, m),
3.23 (3H, s), 3.45-3.55 (1H,
m), 4.56-4.65 (1H, m), 6.87-
6.95 (4H, m), 7.06 (1H, d, ] =
9.4 Hz), 7.14 (2H, dd, J = 8.8,

[1283]
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8.9 Hz), 8.67 (2H, br).

B
=
B

917 -H -H -F -H -H "H-NMR (DMSO-d¢)8ppm :
/@\/l 1.58-1.73 (1H, m), 2.10-2.31
N"S0 (1H, m), 2.41 (2H, dd, T = 7.0,

H 8.0 Hz), 2.80 (2H, dd, 1="17.0,
8.0 Hz), 2.82-3.14 (1H, m),
3.14 (2H, br), 3.46-3.56 (1H,
m), 4.54-4.62 (1H, m), 6.31
(1H, d, T = 2.2 Hz), 6.47 (1H,
dd,J=2.2,8.1 Hz), 7.01-7.10
(3H,m), 7.21 (2H, dd, T = 8.7,
8.8 Hz), 8.83 (2H, br), 9.88
(1H, s).
'H-NMR (DMSO-ds)éppm : HE

H

N. O 1.60-1.70 (1H, m), 2.10 (3H,
s), 2.13-2.21 (1H, m), 2.43-
2.48 (2H, m), 2.79-2.90 (1H,

m), 2.87 (2H, dd, T=7.1, 8.0
Hz), 3.11 (2H, br), 3.48-3.55
(1H, m), 4.56-4.66 (1H, m),
6.37 (1H, dd, T = 2.4, 8.4 Hz),
6.44 (1H,dd,J=2.4,13.0
Hz), 6.90-7.08 (4H, m), 9.22
(1H, br), 9.32 (1H, br), 10.19
(1H, s).

918 -H -F -CH; -H -H

[1284] % 130
[1285]

[1286]

il R1 R2 R3 R4 R5 Ré6 NMR pra
3Eh

919 -H -CH, -F -H -H CH, TH-NMR (DMSO-dg)dppm : 1.53- N
N 1.65 (1H, m), 2.14-2.21 (1H, m),
o) 2.14 (3H, d,J = 1.6 Hz), 2.44-2.49

(2H, m, with DMSO-d6), 2.63-2.69
(2H, m), 2.85 (1H, dd, J = 7.8, 11.6
Hz), 3.13-3.17 (2H, m), 3.28 (3H,
s),3.59 (1H, dd, J = 6.9, 11.6 Hz),
4.57-4.67 (1H, m), 6.33-6.39 (1H,
m), 6.51 (1H, dd, J = 3.1, 6.4 Hz),
6.91-6.97 (2H, m), 7.15 (1H, d, J =
8.1 Hz), 7.38 (1H, t, ] - 8.1 Hz),
9.03 (2H, br).
Q0 -H 1 -F -H -H N__O. '"H-NMR (DMSO-dg)dppm : 1.58- 2
T Cs 171 1K, m), 2.15-2.25 (1H, m),
X 2.82-2.92 (1H, m), 3.11-3.16 (2H,
m), 3.37 GH, s, with H20), 3.54-

Er
B

[1287]
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3.60 (1H, m), 4.65-4.74 (1H, m),
6.54 (1H, d, J = 9.6 Hz), 6.64-6.69
(1H, m), 6.93 (1H,dd, J=2.9,6.3
Hz), 7.22-7.30 (2H, m), 7.37 (1H,
d,J=8.7Hz),7.53 (1H,d,J =22
Hz), 7.88 (1H, d, T = 9.6 Hz), 9.04
(1H, br), 9.13 (1H, br), 11.86 (1H,
s).

[1288]
[1289]

[1290]

%+ 131

R3 R5

R2 N~

"
N
H

K

R1 R2

R4

R5 Ré6 NMR

921

922

923

924

-CH;3

-H "H-NMR (DMSO-dg)dppm : 1.18-1.35
/OD (°H, m), 1.66-1.90 (3H, m), 1.95-2.12
(1H, m), 2.88-3.46 (7H, m), 3.83 (2H,
dd, J=3.2, 11.1 Hz), 4.18-4.36 (1H,
brs), 7.11-7.30 (1H, m), 7.30-7.50 (2H,
m), 9.25-9.65 (2H, br).
-H "H-NMR (DMSO-dg)dppm : 1.08-1.29
/—Co (2H, m), 1.45-1.70 (3H, m), 1.79-2.14
(2H, m), 2.85-3.40 (8H, m), 3.73-3.85
(2H, m), 4.28-4.46 (1H, m), 6.91-7.08
(1H, m), 7.11-7.35 (2H, m), 9.00-9.85
(2H, m).
-H "H-NMR (DMSO-dg)éppm : 1.57-1.75
| (1H, m), 2.19--2.35 (1H, m), 2.37 (3H,
N s), 2.83-2.96 (1H, m), 3.00-3.19 (2H,
m), 3.58-3.74 (1H, m), 4.80-4.95 (1H,
m), 7.22 (1H, dd, J = 8.4, 2.4 Hz), 7.40
(1H, d, J = 2.4 Hz), 7.55-7.66 (2H, m),
7.77 (1H, dd, T = 8.9, 5.3 Hz), 8.17 (1H,
J=2.7Hz), 8.24 (1H, d, J = 5.3 Hz),
9.62 (2H, br).
"H-NMR (DMSO-dg)8ppm : 1.76-1.93
(6H, m), 2.07-2.09 (1H, m), 2.94 (1H,
br), 3.10 (1H, br), 3.13 (2H, s), 3.34-
3.71 (6H, m, with H20), 4.36-4.42 (1H,
m), 7.02-7.07 (1H, m), 7.24-7.51 (5H,
m), 7.77 (2H, br), 9.06 (1H, br), 9.40
(1H, br).

t O

B
B
=

EF
=
B

2 MR

E%
B
E%

[1291]
[1292]

* 132

165



CN 103613587 A

160/189 7T

[1293]

[1294]
[1295]

St 51

R1

R3

R4

B (C)

Eh

Jort
925 -H -H -F -H -H N 195.5-198.5 2 R
A | F
926 -H -H -Cl -Cl -H _N 102-105 R Eh
J{
/E\N Cl
927 -H -H -C1 Cl -H HC__~ 119-122 2 thEs ik
|
N
928 -H -H -Cl -ClI -H ~Cl 123-124 2 HhERE:
|
>~ _N
929 -H -H -ClI Cl -H N__Cl 191-193 FhER £
|
N CH,
930 -H -H -F -Cl -H \ 150-156 2 HhEs i
I
S
931 -H -F -F -H -H /@[F 153-155 B O
F
932 -H -Cl -H -Cl -H ~ 174.7-176.7 2 EEREL
|
g
933 -H -H -H -H -H y 227-228.5 2 Bk
I
934 -H -H -H -H -H ~_S 241.5-243.5 2 HhEsih
Y,
N
2133

P
~

R3

Zi 53
3

R2

a
11
£
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il R R2 R3 R4 R5 R6 o (C) #h

- - - - = LS h

935 H -H F H H g 133°135 =T

03 H €l €l H H 134-136 & T £

F F - . - 25 L p £k

937 H -F -F -H -H /:S 138-141 2 0 RG Eh

938 -H -H -Cl -CH, -H 1103-1119 & LEsh

| AN
1]

939 -H -Cl -H CI -H 179.2-181.1 =L

[1296] QS
940 -H -H -F -CI -H Cl 203.5-206 hEg i
o
S
941 -H -H -H -H -H CH, 141-144 = O Eh
Iy
S
9492 -H -H -H -H -H s 135-161 O
e,
CH,
943 -H -H -H -H -H Cl 155-156 FaNLoEaN

[1297] X 134
[1298]

N
UJ; /-ﬁ\\

P
w
Pyl
A
[,

0
N
z
\
py
o
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S Rl R2 R3 R4 RS R6 s (C°C) %
944 -H -H -H -H -H S 160-180 s Eh
e,
Cl
945 -H -H -F -H -H s 155.5-164.5 HEEh
[1299] m
Cl
946 -H -H -F -H -H Cl 161-167.5 NN
2
S
[1300] % 135
[1301]
R1_ /Re
N
Q
H
[1302]
ST R1 R6 NMR ih
947 Cl ~ "H-NMR (DMSO-dg)6ppm : 1.6-1.8 (1H, m), 2.25- 2 HhEEEL
] 2.4 (14, m), 2.85-3.0 (1H, m), 3.0-3.2 (2H, m), 3.25-
4 ~-N 4.45 (2H, m), 4.9-5.0 (1H, m), 7.45 (1H, dd, J = 1.8,
S 8.5Hz), 7.58 (1H, dd, J = 2.3, 8.8Hz), 7.72 (1H, dd, J
=5.3,8.8Hz), 7.98 (1H, d, ] = 8.5Hz), 8.08 (1H, 5),
8.16 (1H, d, J = 1.6Hz), 8.22 (1H, d, ] = 2.8Hz), 8.25
(1H, d, T = 5.0Hz), 9.45 (1H, br), 9.58 (1H, br).
948 ~ "H-NMR (DMSO-d¢)dppm : 1.6-1.8 (1H, m), 2.25- 2 BEsh
N//\,©\ | 2.4 (1H, m), 2.85-3.25 (3H, m), 3.6-3.8 (1H, m), 4.97
S X (1H, t, 1 =7.7, 7.7Hz), 7.32 (1H, dd, J = 1.7, 8.6Hz),
7.65-7.8 (2H, m), 8.16 (1H, s), 8.3-8.4 (3H, m), 9.17
(1H, d, ¥ = 0.7Hz), 9.3-9.8 (2H, m).
949 s y 'H-NMR (DMSO-d)dppm : 1.55-1.75 (1H, m), 2.25- 2 #hagh
A | 2.4 (1H, m), 2.7-5.3 (1H, br), 2.85-3.0 (1H, m), 3.05-
N 3.25 (2H, m), 3.65-3.8 (1H, m), 4.95 (1H, tt, J = 7.7,
] 7.7Hz), 7.45 (1H, dd, J = 1.9, 8.6Hz), 7.55-7.6 (1H,
m), 7.74 (1H, dd, J = 5.3, 8.8Hz), 7.81 (1H, d, T =
1.8Hz), 8.09 (1H, s), 8.19 (1H, d, J = 2.8Hz), 8.23
(1H, d, J = 5.2Hz), 8.33 (1H, d, ] = 8.6Hz), 9.44 (1,
br), 9.62 (1H, br).
[1303]
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950 /) "H-NMR (DMSO-dg)dppm : 1.55-1.75 (1H, m), 2.2- 2 hfsth
(’j@\ | 2.35 (LH, m), 2.8-3.0 (1H, m), 3.0-3.25 (2H, m),
S XNF 3.55-3.75 (1H, m), 4.35-5.5 (2H, m), 7.20 (1H, d, J =
12.2Hz), 7.28 (1H, dd, J = 1.8, 8.5Hz), 7.55 (1H, d, J
= 5.4Hz), 7.7-7.8 (1H, m), 7.91 (1H, d, ] = 5.4Hz),
8.0-8.1 (2H, m), 8.10 (1H, d, J = 2.2Hz), 9.32 (1H,
br), 9.47 (1H, br).
951 s P '"H-NMR (DMSO-d¢)dppm : 1.55-1.8 (1H, m), 2.2- N AN
@ | 2.35 (1H, m), 2.8-3.0 (1H, m), 3.0-3.2 (2H, m), 3.6-
NNF 3.75 (1H, m), 4.3-5.0 (2H, m), 7.1-7.25 (1H, m), 7.27
(1H, dd, J = 2.0, 8.5Hz), 7.51 (1H, d, ] = 5.5Hz), 7.76
(14, d, T = 1.1Hz), 7.87 (1H, d, J = 1.9Hz), 7.91 (1H,
d,J=5.4Hz), 8.08 (1H, d,J = 2.2Hz), 8.20 (1H, d, J
= 8.5Hz), 9.27 (1H, br), 9.43 (1H, br).
952 Cl P 'H-NMR (DMSO-dg)dppm : 1.6-1.75 (1H, m), 2.2- 2 Hhm ik
| 2.35 (1H, m), 2.85-3.0 (1H, m), 3.0-3.2 (2H, m), 3.6-
4 NN 3.75 (1H, m), 4.32 (1H, br), 4.85 (1H, tt, = 7.7,
S 7.7Hz), 7.19 (1H, ddd, J = 2.4, 2.4, 12.0Hz), 7.37
(1H, dd, J = 1.9, 8.5Hz), 7.8-7.85 (1H, m), 7.92 (1H,
d, J = 8.5Hz), 8.02 (1H, s), 8.05-8.15 (2H, m), 9.21
(1H, br), 9.33 (1H, br).
[1304] £ 136
[1305]
R4
R3 R5
R6
R2 NT
"
N
H
sziif] R1 R2 R3 R4 R5 Ré6 o5 #h
(QeP)
953 -H -H -Cl -Cl -H /Nj 96-98 2 heEh
|
Q!
954 -H -H -CI -CI -H / 126-129 2 s
|
N
955 -H -H -Cl -Cl -H p 139-143 2 HhEath
|
[1306] >N
956 -H -H -Cl -Cl -H N7 117-120 2 EhEsEh
0
N
_ - = - - - Eh {5 Eh
957 -H -H -CI -Cl -H /NYCI 155-159 HhEgh
|
/&/N
958 -H -H -F -Cl -H A~ Cl 101-103 HhEsEh
|
N
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[1307]

[1308]
[1309]

[1310]

959 -H -H -F -ClI -H N__CI 157-160 FAN CEaN

960 -H -H -CI -C1 -H 151-153 2 gk

b4
\

961 -H -H -C1 CI -H F 96-98 FhER R

2\

962 -H -H -F -Cl -H 119-123 2 HhER L

963 -H -H -Cl -Cl -H 120-124 2 HhER L

* 137

R4

R3 RS

R2 N

SE it

-
A

Rl R2 R3 R4 R5 R6 NMR

964

965

966

967

H -Cl F -H -H -(CH,),0CH(C¢Hs), 'H-NMR (CDCl3)dppm; 1.99-2.18 (2H,
m), 3.13-3.34 (2H, m), 3.38-3.3.47 (7H,
m), 4.23-4.35 (1H, m), 5.25 (1H, s), 6.71-
6.78 (1H, m), 6.92-7.00 (2H, m), 7.18-
7.33 (10H, m)

-H -C1 -F -H -H -CH,CO,CH; TH-NMR (DMSO-dg)dppm ; 1.15 (3H, t,
J=7.1 Hz), 2.05-2.36 (2H, m), 3.04-3.22
(1H, m), 3.22-3.72 (4H, m), 3.71-4.50
(3H, m), 5.34 (1H, brs), 7.52-7.69 (2H,
m), 7.87-7.98 (1H, m), 9.10-9.70 (2H, m).

-H C1 F -H -H -(CHp);0H 'H-NMR (CDCl3)dppm; 1.25 (1H, s), —
1.80-1.94 (1H, m), 2.04-2.19 (1H, m),
2.97-3.74 (9H, m), 4.05-4.14 (1H, m),
6.76 (1H, ddd, J = 8.9, 3.6, 2.9 Hz), 6.92
(1H,dd,J=6.2,2.9 Hz), 7.03 (1H, dd, J
= 8.9, 8.8 Hz)

-H -CI -F -H -H -CH;C(CH;),OH "H-NMR (DMSO-dg)dppm ; 1.01 (3H, s),
1.04 (3H, s), 1.88-2.15 (2H, m), 3.03-3.22
(4H, m), 3.22-3.45 (2H, m), 3.45-3.55
(5H, m;including 1H, quint at 4.30), 7.01-
7.10 (1H, m), 7.23 (1H, t, ] = 9.1 Hz),
7.25-7.32 (1H, m).

BF
=
2

1t
B
B

[1311]
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968

969

970
971

-H

-H

-H

-Cl

-F
-F

-H

H

-H

-H

-(CH,),OCH;

-CH,COH

-CH,CONH,
-CH,CONHCH;

1H-NMR (DMSO-d) éppm ; 1.82-2.00
(1H, m), 2.06-2.20 (1H, m), 2.90-3.19
(2H, m), 3.24 (3H, s), 3.26-3.50 (6H, m),
4.44 (1H, quint, J = 8.2 Hz), 6.89 (1H, td,
1=133,9.1 Hz),7.07 (1H,dd, J=3.3,9.1
Hz), 7.25(1H, t, T = 9.1 Hz), 9.34 (1H,
br), 9.52 (1H, br).

'H-NMR (DMSO-dg)dppm ; 2.05-2.34
(2H, m), 2.80-4.40 (5H, m), 5.22(1H,
brs), 7.51-7.71 (2H, m), 7.89 (1H, dd, J =
1.8, 5.3 Hz), 7.15-7.65 (2H, br), 9.85-
11.65 (2H, br).

'H-NMR (DMSO-d¢)dppm ; 2.09-2.31
(2H, m), 2.63 (3H, d, J = 4.6Hz), 3.05-
3.25 (1H, m), 3.25-3.54 (3H, m), 3.54-
3.79 (1H,m), 5.27 (1H, brs), 7.50-7.70
(2H, m), 7.80-7.97 (1H, m), 8.92 (1H,
brs), 9.36-9.85 (2H, m), 9.80-11.10 (1H,
br).

R

HER L

[1312]
[1313]

[1314]

138

R4

R3

R2

R1

R6

IZE>””Z\ &

L7l

R3

R4

RS

R6

NMR

972

973

974

975

-H

-H

-H

-F

-H

-H

-H

-CH,CON(CH3),

-CH,CH=CH,

-(CH,);0H

-(CH;),C(CH;),OH

"H-NMR (DMSO-dg)dppm ; 2.07-2.40
(2H, m), 2.89 (3H, s), 2.90 (3H, s), 3.02-
3.24 (1H, m), 3.24-3.83 (4H, m), 5.63
(1H, brs), 7.53-7.69 (2H, m), 7.83-7.93
(1H, m), 9.32-9.75 (2H, m), 9.82-10.50
(1H, m).

"H-NMR (DMSO-dg)dppm ; 1.76-1.95
(1H, m), 2.10-2.25 (1H, m), 2.85-3.02
(1H, m), 3.02-3.19 (1H, m), 3.25-3.50
(2H, m), 3.89 (2H, brs), 4.59 (1H, quint, J
= 7.8 Hz), 5.05-5.20 (2H, m), 5.76-5.94
(1H, m), 6.69-6.82 (1H, m), 6.88-6.97
(1H, m), 7.23 (1H, t, J = 9.2 Hz), 8.90-
9.95 (2H, br).

"H-NMR (DMSO-dg)dppm ; 1.49-2.79
(2H, m), 1.81-2.04 (2H, m), 2.05-2.20
(1H, m), 2.82-3.20 (2H, m), 3,20-3.50
(6H, m), 4.33-4.52 (1H, m), 6.84-
7.04(1H, m), 7.04-7.21 (1H, m), 7.22-
7.35 (1H, m), 9.15-9.75 (2H, m).

-

T
BB
B

=
]
B

[1315]
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976

-H

-C1

-F

-H

-H

-(CH,);OCH3; "H-NMR (DMSO-d)éppm ; 1.55-1.72 =R 5N
(2H, m), 1.80-1.99 (1H, m), 2.04-2.20
(1H,m), 2.93 (1H,dd, J =94, 11.6 Hz),
3.05-3.50 (10H, m), 4.40 (1H, quint, J =
7.9 Hz), 5.25-8.20 (6H, m; including
6.80-6.90 (1H, m), 7.00-7.10 (1H, m),
and 7.26 (1H, t, ] = 9.1Hz).

[1316]
[1317]

[1318]

% 139

R4
R3 R5

_Re

O
N
H

R2

vl Z

D)

R2

R3

R4

R5 Ré6 NMR

977

978

979

980

981

-H

-H

-H

-H

H

(="

"H-NMR (CDCls)éppm; 1.58-1.71 (1H, m),
N—@ 2.03-2.18 (2H, m), 2.79 (1H, dd, J= 11.2,4.3
A Hz), 2.91 (1H, ddd, J = 11.2, 8.2, 6.2 Hz),
3.03-3.15 (2H, m), 4.25-4.35 (1H, m), 6.88-
6.92 (1H, m), 6.97-7.15 (3H, m), 7.25 (1H,
dd, J=8.7, 8.7 Hz), 7.49 (1H, ddd, T = 8.7,
4.2,2.6 Hz), 7.66 (1H, dd, ] = 6.5, 2.6 Hz)
0 'H-NMR (CDCly)éppm; 1.59 (1H, s), 1.66- -
/@) 1.81 (1H, m), 2.00-2.16 (1H, m), 2.83-2.93
(3H, m), 3.12 (1H, dd, J = 11.5, 6.6 Hz), 3.22
(1H, t, J = 8.7 Hz), 4.20-4.31 (1H, m), 4.62
(1H, t,J = 8.7 Hz), 6.44 (1H, ddd, T =9.1,
3.6, 3.0 Hz), 6.62 (1H, dd, J = 6.2, 3.0 Hz),
6.75-6.85 (2H, m), 6.86-6.94 (2H, m)

2.07-2.19 (1H, m), 2.87-3.02 (3H, m), 3.21
(1H, dd, J = 11.5, 6.7 Hz), 4.34-4.44 (1H, m),
O 6.81 (1H, ddd, ] = 8.9, 4.1, 2.8 Hz), 6.90-
6.95 (2H, m), 7.00 (1H, dd, = 6.5, 2.8 Hz),
7.07 (1H, dd, T = 8.9, 8.7 Hz), 7.30-7.34 (1H,
m), 7.39-7.45 (2H, m), 7.49-7.61 (4H, m)
Cl 'H-NMR (CDCl;)8ppm; 1.66-1.82 (1H, m), —
O 1.98-2.12 (1H, m), 2.83-3.20 (5H, m), 3.40-
0 3.52 (4H, m), 4.02-4.15 (1H, m), 5.23 (1H,
s), 6.67 (1H, ddd, T =8.9, 3.6, 3.0 Hz), 6.89
O (1H, dd, J = 6.2, 3.0 Hz), 6.96 (1H, dd, J =
8.9, 8.8 Hz), 7.16-7.21 (4H, m) , 7.25-7.32
(4H, m)

l 'H-NMR (CDCly)éppm; 1.64-1.84 (2H, m), Hifgh

[1319]
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982 -H -C1l -F -H -H F 'H-NMR (CDCl;)5ppm; 1.67-1.82 (1H, m), -
O 1.98-2.13 (1H, m), 2.83-3.20 (4H, m), 3.24
0 (1H, br), 3.40-3.52 (4H, m), 4.03-4.15 (1H,
m), 5.26 (1H, s), 6.67 (1H, ddd, J = 9.0, 3.6,
3.0 Hz), 6.89 (1H, dd, T = 6.2, 3.0 Hz), 6.91-
7.05 (SH, m) , 7.20-7.29 (4H, m)

F
[1320] K 140
[1321]
R4
R3 R5
R6
R2 l:l/
R1 i
N
H
[1322]
52 R1 R2 R3 R4 R5 R6 NMR #h

083 H - F H H o TH-NMR (CDCL)oppm: 1.68-1.82 (2H, m),  Ti g2k
/©/ \© 2.03-2.17 (1H, m), 2.83-2.95 (3H, m), 3.16
(1H, dd, J = 11.6, 6.7 Hz), 4.25-4 35 (1H, m),
6.58 (1H, ddd, J = 9.0, 3.9, 2.9 Hz), 6.78
(1H, dd, T = 6.3, 2.9 Hz), 6.94-7.06 (7H, m),
7.09-7.16 (1H, m), 7.32-7.40 (2H, m)
984 -H -Cl F -H -H 0 'H-NMR (CDCl,)8ppm; 1.67-1.90 (2H, m),
/©/ \©\ 2.04-2.18 (1H, m), 2.80-3.01 (3H, m), 3.05-
C) 330 (I1H, m), 4.20-4.44 (1H, m), 6.58-6.69
(1H, m), 6.78-6.82 (1H, m), 6.84-7.00 (7H,
m) , 7.27-7.34 (2H, m)
985 -H -Cl F -H H 0 'H-NMR (CDCly)5ppm; 1.66-1.80 (2H, m),
/©/ \©\ 2.02-2.17 (1H, m), 2.80-2.95 (3H, m), 3.03-
F 326 (1H, m), 4.24-4.37 (1H, m), 6.54-6.62
(1H, m), 6.74-6.81 (1H, m), 6.83-7.10 (9H,

m)
[1323] % 141
[1324]
R4
R3 R5
R6
R2 l:l/
N
H
[1325]
szji)l RI R2 R3 R4 R5 R6 NMR n
[1326]
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98¢ -H CI -F -H -H F 'H-NMR (CDCl;)5ppm; 1.70-1.84 -
O (2H, m), 2.06-2.20 (1H, m), 2.86-2.98
(3H, m), 3.18-3.26 (1H, m), 4.33-4.45
O (1H, m), 6.78-6.85 (1H, m), 6.87-6.94
(2H, m), 6.98-7.02 (1H, m), 7.04-7.16
(3H, m), 7.43-7.55 (4H, m)
987 -H C1 -F -H -H Cl '"H-NMR (CDCl3)dppm; 1.68 (1H, s), -
O 1.69-1.83 (1H, m), 2.04-2.20 (1H, m),
2.75-2.97 (3H, m), 3.22 (1H, dd, ] =
O 11.5, 6.8 Hz), 4.34-4.45 (1H, m), 6.84
(1H,ddd, J=8.8,4.1,2.7 Hz), 6.85-
6.92 (2H, m), 7.03 (1H, dd, J=6.5,
2.7Hz),7.10 (1H, dd, J= 8.8, 8.7
Hz), 7.34-7.41 (2H, m), 7.43-7.52
(4H, m)

988 -H -C1 -F -H -H o 2 =L
L
N

989 -H -C1 F -H -H N '"H-NMR (CDClL)éppm; 1.85-2.1 (1H, 2 =& ZFth
/@[ N m), 2.15-2.35 (1H, m), 2.35-2.95 (1H,
m), 3.14 (1H, br), 3.33 (2H, br), 3.59
(1H, br), 4.55-4.8 (1H, m), 6.8-6.95
(1H, m), 7.01 (1H, dd, J = 2.7, 6.3Hz),
7.05-7.2 (2H, m), 7.55 (1H, d, ] =
2.0Hz), 8.06 (1H, d, J = 8.8Hz), 8.97
(1H, s), 9.86 (2H, br).
990 -H -C1 -F -H -H 'H-NMR (DMSO-d,)6ppm ; 1.6-1.8 2
/@\/\\N (1H, m), 2.15-2.3 (1H, m), 2.85-3.0
N (1H, m), 3.05-3.25 (2H, m), 3.55-3.7
(1H, m), 4.03 (3H, s), 4.76 (1H, tt, ] =
7.2,7.2Hz), 5.28 (1H, br), 6.8-6.9
(1H, br), 6.8-6.9 (1H, m), 7.08 (1H,
dd, J=2.9, 6.4Hz), 7.32 (1H, dd, J =
9.0, 9.0Hz), 7.44 (1H, s), 7.71 (1H, d,
J=8.6Hz), 8.01 (1H, s), 9.36 (1H, br),
9.52 (1H, br).

2
B
=

[1327] 3 142

[1328]
R4

R3 R5

__R6

| O
N
H

scf R1 R2 R3 R4 RS R6 NMR
9] -H CI -F -H -H CH., 'H-NMR (DMSO-d¢)éppm ; 1.5-1.75 %
N (1H, m), 2.1-2.3 (1H, m), 2.75-2.95 (1H,
/@i//N m), 2.95-3.25 (2H, m), 3.45-3.65 (1H,
m), 3.65-4.35 (4H, m), 4.72 (1H, tt, T =
7.2,7.2Hz), 6.59 (1H, ddd, J = 3.5, 3.5,

R2

1 N

[1329]

BB

B

[1330]
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9.1Hz), 6.79 (1H, dd, J = 3.0, 6.3Hz),
7.1-7.25 (2H, m), 7.67 (1H, d, ] =
1.5Hz), 7.75 (1H, d, T = 8.8Hz), 8.08
(1H, d, J = 0.4Hz), 9.31 (1H, br), 9.42

(1H, br).
992 -H €1 -F -H -H N
Iy
N
H
993 -H -Cl F -H -H 0
SO
994 -H -Cl F -H -H S '"H-NMR (CDCL)éppm; 1.85-2.05 (1H, 2 =% ZEtk
\ m), 2.2-2.35 (1H, m), 3.1-3.25 (1H, m),
3.25-3.4 (2H, m), 3.55-3.7 (1H, m), 4.79
(1H, tt, 1= 6.8, 6.8Hz), 6.60 (1H, ddd, J
=3.4,3.4,9.0Hz2), 6.76 (1H, dd, 1 = 3.0,
6.0Hz), 6.95 (1H, dd, T = 8.8, 8.8Hz),
7.25-7.45 (4H, m), 7.85 (1H, dd, J = 1.2,
7.6Hz), 9.07 (1H, br), 9.24 (1H, br),
10.44 (1H, br).
995 -H -Cl -F -H -H S "H-NMR (CDCl;)éppm; 1.8-2.05 (4H, 2 =@Mk
)I/\/g m), 2.15-2.35 (1H, m), 3.0-3.2 (1H, m),
3.25-3.45 (2H, m), 3.5-3.7 (1H, m), 4.64
CH, (1H, tt, ] = 6.8, 6.8Hz), 6.46 (1H, ddd, J
=3.4,3.4,9.1Hz), 6.60 (1H, dd, T = 3.0,
6.1Hz), 6.96 (1H, dd, T = 8.8, 8.8Hz),
7.05-7.15 (2H, m), 8.85-9.65 (2H, m),
10.42 (1H, br).
[1331] 3% 143
[1332]
R4
R3 RS
R6
R2 N
N
H
[1333]
il R1 R2 R3 R4 RS R6 NMR 3
996 -H -Cl -F -H -H
0
S
997 -H -Ct -F -H -H '"H-NMR (CDCL)8ppm; 2.05-2.2 (1H, m),2 =& Z ik
ﬂCH3 2.2-2.35 (1H, m), 2.44 (3H, d, ) = 1.0Hz),
S 3.15-3.45 (3H, m), 3.5-3.7 (1H, m), 4.59
(1H, tt, J = 6.6, 6.6Hz), 6.55-6.65 (2H, m),
6.69 (1H, ddd, T=3.4,9.0Hz), 6.84 (1H,
dd, 7=13.0, 6.1Hz), 7.00 (1H, dd, J = 8.7,
8.7Hz), 9.14 (2H, br), 9.52 (1H, br).
[1334]
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S TH-NMR (DMSO-dg)dppm ; 1.6-1.75 (1H, & T 4}
/\I/\/ch3 m), 2.05-2.2 (1H, m), 2.39 3H, d, J =
0.7Hz), 2.86 (1H, dd, J = 7.4, 11.5Hz),
2.95-3.15 (2H, m), 3.50 (1H, dd, J = 7.0,
11.5Hz), 3.65-6.1 (4H, m), 6.46 (2H, 5),

6.50 (1H, s), 6.7-6.85 (1H, m), 6.9-7.0
(2H, m), 7.27 (1H, dd, ] = 9.1, 9.1Hz).

998 -H -C1 -F -H -H

999 H -C1 F -H H HC., 2 =RZBH
f'\|+
@
NF
[1335] 3% 144
[1336]
R1
™~ /’R6
N
Q
H
[1337]
e R1 R6 NMR +h
1000 S "H-NMR (DMSO-d¢)dppm ; 1.7-1.85 (1H, m), 2.15-2.3 (1H, & &tk
)I/\/) m), 2.9-3.2 (31, m), 3.63 (1H, dd, } = 7.0, 11.5Hz), 4.73 (1H,
tt, = 7.3, 7.3Hz), 6.47 (2H, s), 6.82 (1H, dd, J = 1.4, 5.1Hz),
6.95 (1H, dd, J = 2.4, 9.0Hz), 7.26 (1H, dd, J = 1.4, 3.1Hz),
7.25-7.35 (2H, m), 7.35-7.45 (1H, m), 7.59 (1H,dd, T=3.1,
5.1Hz), 7.7-7.8 (3H, m), 10.3 (3H, br).
1001 S 'H-NMR (DMSO-dg)dppm ; 1.6-1.9 (1H, m), 2.0-2.35 (1H, & &k
(/t@\ /E/) m), 2.65-5.55 (8H, m), 6.48 (2H, s), 6.68 (1H, dd, J = 1.4,
S 5.1Hz), 6.92 (1H, dd, J = 2.1, 8.6Hz), 7.04 (1H, dd, J = 1.4,
3.0Hz), 7.35 (1H, d, ] = 5.5Hz), 7.50 (1H, dd, J = 3.1, 5.1Hz),
7.55-7.65 (2H, m), 7.75 (1H, d, ] = 8.6Hz).
1002 g S  'H-NMR (DMSO-dg)dppm ; 1.55-1.9 (1H, m), 2.0-2.25 (1H, = B
@\ /[/) m), 2.3-5.45 (8H, m), 6.48 (2H, s), 6.59 (1H, dd, J = 1.4,
5.1Hz), 6.92 (1H, dd, J = 1.4, 3.0Hz), 6.99 (1H, dd, } = 2.2,

8.7Hz), 7.38 (14, d, 1= 5.4Hz), 7.45 (1H, dd, J = 3.1, 5.1Hz2),
7.54 (1H, d, J=2.1H2), 7.75 (1H, d, J = 5.4Hz), 7.91 (1H, d,

J =8.6Hz).
[1338] % 145
[1339]
R4
R3 R5
R6
R2 r:l/
N
H
[1340] S5 Rl R2 R3 R4 R5 R6 MS(M+1)

176



CN 103613587 A i BB 171/189 T
1003 H -CI F -H -H -(CH,),CO,CH,
1004 H Cl -F -H -H -(CH,),CO,C,H;s
1005 .H -CIl F -H -H -(CH,),CO,CH,C¢H;
1006 H Cl -F -H -H -(CH,),CON(CH»), 314
1007 H CI -F -H -H -(CH,),COCH,
1008 H Cl -F -H -H -(CH,),COCH;
1009 H -Cl F -H -H -(CH,),COCH;
1010 .H -Cl -F -H -H -(CH,),CH(OH)CH;
1011 H -Cl -F -H -H -(CH,),CH(OH)C,H;
1012 .H -Cl -F -H -H -(CH,),CH(OH)C¢Hs;
1013 H -l -F -H -H -(CH,),CH(OH)(CH;),
1014 .H -Cl -F -H -H -~(CH,);SC¢Hs 365
[1341] 1015 H -Cl -F -H -H -(CH,);S(CH,);N(C;Hs),
1016 H C1l F -H -H -(CH,);S(CH,),CH; 331
1017 H CIl F -H -H -(CH,);SCH,C¢H; 379
1018 H CI -F -H -H -(CH,);S(CH,),C¢Hs 393
1019 H -Cl F -H -H -(CH,);S(CH,),NH,
1020 H -Cl -F -H -H -(CH,);SC,H;
1021 -H -C1 -F -H -H -(CH,);S(CH,),0OH 333
1022 H -Cl F -H -H -(CH,);S(CH,),CO,CH; 375
1023 H -Cl -F -H -H -(CH,);SCH,CO,CH; 361
1024 -H -CI -F -H -H -(CH;);S-cyclo-CsHy 357
1025 -H C1 -F -H -H -(CH,);S-cyclo-C¢Hy, 371
1026 H -Cl -F -H -H -(CH,);S(CH,);C¢Hs 407
1027 .H -Cl F -H -H -(CH,);S(CH,),0CHs 409
[1342] 3K 146
[1343]
R4
R3 R5
R6
R2 l:l/
N
H
st RI R2 R3 R4 R5 R6 MS(M+1)
1028 H -CI F -H H 0
o}
1029 H Cl -F -H -H NH, 380
[1344] /\/\S/()
1030 H Il F -H H CH, 379
/\/\SQ/
1031 H Cl F -H -H 399
NN /Q
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1032 -H -Cl -F -H -H Cl
/\/\S’ ::
-H -C1 -F -H -H
1033 OO.CHa
/\/\S
1034 -H -Cl -F -H -H H 4
/©/N\H/CH3 22
N8 o
1036 -H Cl -F -H -H O\
/\/\S CH3
1037 -H C1 -F -H -H 395
/\/\3’:
o‘CHS
[1346] & 147
[1347]
R4
R3 R5
R6
R2 r:l/
N
H
S R1 R2 R3 R4 R5 Ré6 MS(M+1)
1038 -H -Cl -F -H -H /@/F
AN"g
1039 -H CI -F -H -H J\l\/j 366
[
"8 Z
[1348]
1040 -H €1 -F -H -H N 366
|
/\/\S Z
1041 -H -C1 -F -H -H CH, 395
N

I 2
A~ CH,
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[1349]

[1350]
[1351]

[1352]

1042 -H C1 -F -H -H N7 367
I o
/\/\SJ\N
1043 -H Cl F -H -H N-N 387
N N
S’(S)\CH3
1044 -H Ct -F -H -H N 369
s)l\ N
A~ CH,
1045 -H Cl -F -H -H 405
)
i
/\/\S/(N
H
1046 -H Cl -F -H -H N 422
i N /
S’LS
1047 -H Cl -F -H -H N-N 433
LN
2% 148
R4
R3 R5
R6
R2 rj/
N
H
s:ii] Rl R2 R3 R4 R5 R6 MS(M+1)
1048 -H Cl -F -H -H N 406
NN /Q
S/AO
1049 -H Cl -F -H -H N
1050 H -Cl -F -H -H o} 369
A~
105t -H -C1l -F -H -H CH,
CH
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1052 -H Cl F -H -H 24 369
rad CH,
1053 H Cl F -H -H /@/NHZ
A N"g
1054 H Cl F -H H CH, 386
N
/\/\ U \
S/(S
[1353] 1055 -H C1 -F -H -H
/\/\S
NH,
1056 H Cl F -H -H 371
ST g
1057 H Cl -F -H -H /\/\s/\©\ 409
o-CHs
[1354] % 149
[1355]
R4
R3 R5
R6
R2 rj/
R1 i
N
H
stfiffl RI R2 R3 R4 RS R6 MS(M+1)
1058 -H C1 -F -H -H /\/\S/\@\ 413
]
1059 H Cl -F -H -H MSUCHa 393
[1356]
1060 H CLF H H  _~_~g /I
Na
1061 H €l F H H A ~g
O_ CH,

[1357] % 150
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[1358]

[1359]

[1360]
[1361]

R4
R3 RS R6 | Ne R
R2 N 7 re
H R9
R1 ;
Q
H
S A R1 R2 R3 R4 R5 R6 R7 R8 R9 MSM+])

1062 -H -H -CF; -H -H -H -H -F -H 326
1063 -H -H -N(CH3),; -H -H -H -H -F -H 301
1064 -H -OCH;4 -H -H -H -H -H -F -H 288
1065 -H -0OC,H; -H -H -H -H -H -F -H 302
1066 -H -SCH; -H -H -H -H -H F -H 304
1067 -H -CF; -Cl -H -H -H -H -F -H 360
1068 -H -H -CH;4 -H -H -H -H -F -H 272
1069 -Cl -Cl -H -H -H -H -H F -H

1070 H H -SCH; H -H -H -H F -H 304
1071 -H -H -CH(CH;3); -H -H -H -H -F -H 300
1072 -H -H -OCgH; -H -H -H -H -F -H 350
1073 -H -H -C,H; -H -H H -H -F -H 286
1074 -H -CF; -F -H -H -H -H -F -H 344
1075 -F -CF; -H H -H -H -H -F -H

1076  C1  -H -H H H -H -H -F -H 292
1077 -H -H -OCH; H H -H -H F -H 288
1078 -CH; -CH, -H -H -H -H -H -F -H 286
1079 -C,Hs -H -H H -H -H -H -F -H 286
1080 H -Cl -H -H -H -H -F -H 326
1081 -H -F -F -H -H -H -H -F -H 204
1082 -H -F -H -F -H -H -H -F -H 204
1083 -H -H -CF; -F -H -H -H -F -H 344
1084 -CF; -F -H -H H -H -H -F -H

1085 -F -H -CF; -H -H -H -H -F -H 344
1086 -H -CF; -H -F -H -H -H -F -H 344
1087 -H -CF; -CH;, -H -H -H -H -F -H 340
1088 -H -CF; -OCH; -H -H -H -H -F -H 356
1089 -H -CH; -N(CH;); CH; -H -H -H -F -H 329
1090 -H -CH(CH3), -H -H -H H -H -F -H 300
1091 -H -F -Br -H .-H -H -H F -H

1092 -H -F -H €l -H -H -H -F -H 310
1093 -H -CH; -OCH; -CH; -H -H -H -F -H 316
1094 -H  -CH; -H CH; -H -H -H -F -H 286

% 151
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R4
R3 RS R6._ _N._ _R7
| ~N
>
R2 N R8
= R9
N
\
H
[1362]
skl Rl R2 R3 R4 R5 R6 R7 RS RO MS(M+1)
1095  -H F “CH, H H H H F H 290
1096 -H -F -Cl H -H H -H F -H 310
1097 -H -F F H F H -H F -H
1098 -F -H F H -H H -H F -H
1099 -H -F H H - H -H F -H 294
1100 -H F H H -H H -H F -H 276
1101  -H -CI -CH, H -H H -H F -H 306
1102 -H -F F F H H -H F -H 312
1103  -F F H H -H H -H F -H 294
1104 -H -F _OCH; H -H H -H F -H 306
1105  -H -CH, cl H H H -H F -H 306
1106 -H -H C3H, H -H H -H F -H 300
1107  -H -CHs H H -H H -H F -H
1108  -H -OCH; ~OCH; H -H H -H F -H 318
1109 -H -Cl -H H H H -H F -H 292
1110 -H -CH; -CH; -H -H -H -H -F -H 286
1111  -H -CH, -OCH; H -H H -H F -H 302
1112 -H -CH, -F CH, -H H H F -H 304
1113 -H -H cl H -H H -H F -H 292
1114 -H -H H H -H H -H F -H 258
1115 -H -H F H -H H -H F -H 276
1116  -H -H H H -H -H F -H 341
_N
0
11 -H -H -H -H -H -H -F -H 325
17 Q™N
1118 -H H H -H H -H F H
Y
0
[1363] & 152
[1364]
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A
=
P
(o))

IZG
‘7

oMbl R R6 MS(M+1)
1119 Cho N 293
IN/ g i
1120 N N 259
lN’ > F
1121 N N 260

/ N
r

1122 m /N 309
|
N NF
1123 SN N 309
| Y i
[1365] 1124 N |
o)
N= ~F
1125 II/N\ N | 260
N\)\ XF
1126 N 323
|
Ny NF
H,C S
1127 N | 309
P SOF
N~
1128 N '
z XF
N |

[1366] % 153
[1367]
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R B

3

CN 103613587 A

MS(M-+1)

R6

R1

St Bl

314
309
310
288
320
264
265

[T [V [V L LL L [T L Lo LL

Yl Ys

[ [y}
0 z z < o 90 T %) </ T
(@)} (o) — o o < w) O e~ o0
[a\} o (a8} o o (o8} o o N N
p— — — — — o — — — —
— — — — —( — — — — p—

mrm

o0

[{e]

(o)

=

* 154

[1369]
[1370]
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[1371]

[1372]
[1373]

#* 155

R1
N-R6
:N
H
Sipl RI R6 MS(M+1)
1139 CH, N
7/ | - |
S F
1140 CH, _N 288
| =N x | E
H,C N/)\
1141 @YHB _N | 323
N7 NF
1142 _N 377
|
N NXF
Fo
FF
1143 — _N 315
N S X |
| F
-
1144 CH, _N 323
oL A
P/
N
1145 H3CYO _N
|
O N ™ E
N/
1146 N _N 339
| |
HC.q Ng NF
1147 F g N 377
I
F A F
N
l Z
1148 H30,0 _ l /Nl
N°N ™ F
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R1,
N-R6
:N
H
Bl RI R6 MS(M-+1)
1149 ARG 2
<\N | NF
1150 7S N 314
%L ~
1151 EOD\ _N 316
|
o) NF
1152 N 308
~
1153 HC N 329
S>=N 9 i
[1374] i ~
1154 i N 308
o
1155 <o N | 302
o PN
1156 (—ﬂo N 330
|
1157 I Ny _N | 309
S SN F
1158 SN N ' 310

Z
a
4
ﬂ

[1375] % 156
[1376]
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R1
N-R6
N
H
STHEf Rl R6 MS(M+1)
1159 N 329
O d
9 9
H,C’ F
1160 o\ _N 302
0O |
NF
1161 N 300
ad
0] “ |
F
1162 H,C. N _N 323
K)@\ A | F
1163 H3C,o OO /NI 338
NF
[1377] 1164 o CH, N 341
X |
1165 _N 326
1166 O N 346
|
O o
1167 p\ _N 314
I
™
F
\ S
1168 p\ _N 298
I
™
F

[1378] % 157
[1379]
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R1
N-R6
N
H
Sl R1 R6 MS(M+1)
1169 y N /N 315
| |
STON XF
1170 _N 339
I
) e
H3C‘O P
1171 HC ™0 _N 353
3 I
[1380] @\ NF
N/
1172 A /NI
~_N x F
1173 — _N 298
0 « |
F
[1381] X 158
[1382]
R4
R3 R5
R6
R2 111/
N
H
451 RI R2 R3 R4 R5 Ré6 MS(M-+1)
1174 -H Cl -F -H -H CH, 344
2xy
Y/
[1383]
1175 -H C1l F -H H 0 332
Jox
N
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[1384]

[1385] X 159
[1386]

[1387]

1176

-H Ct -F -H -H H,C. 340

R4

N

Bl RI RO R3

R4

R5 R6

W
ALy

NMR

E

1177 -H -H

1178 -H -H

1179 -H -H

1180 -H -H

H

-H

-Cl -H

-Cl -H

N
/©i/‘N-CH3 (1H, m), 2.1-2.25 (1H, m), 2.8-2.95 (1H,
= m), 3.0-3.25 (2H, m), 3.5-3.65 (1H, m),

/@f\N-CHa m), 2.1-2.3 (1H, m), 2.8-3.0 (1H, m), 3.05-
=N 3.25 (2H, m), 3.5-3.65 (1H, m), 4.18 (3H,

N
/@i/‘N_CH3 m), 2.1-2.25 (1H, m), 2.8-2.95 (1H, m),
= 3.0-3.25 (2H, m), 3.5-3.65 (1H, m), 4.0-4.5

/@N'CW m), 2.1-2.25 (1H, m), 2.8-3.0 (1H, m), 3.0-
=N 3.25 (2H, m), 3.5-3.65 (1H, m), 4.15 (3H,

"H-NMR (DMSO-d,) dppm: 1.55-1.75

[\S]
=
&
>

4.19 (3H, s), 4.64 (1H, tt, J = 7.3, 7.3Hz),

5.01 (1H, br), 6.60 (1H, ddd, T=3.5,3.5,
9.1Hz), 6.81 (1H, dd, J = 3.0, 6.3Hz), 6.96

(1H, dd, T = 2.0, 9.0Hz), 7.22 (1H, dd, ] =
9.1,9.1Hz), 7.61 (1H, d, J = 1.5Hz), 7.68

(1H, d, T = 9.0Hz), 8.39 (1H, s), 9.28 (1H,

br), 9.39 (1H, br).

"H-NMR (DMSO-d¢) 8ppm: 1.6-1.75 (1H, 2

E¥
o
2

s), 4.72 (1H, tt, J = 7.3, 7.3Hz), 5.88 (1H,

br), 6.67 (1H, dd, J = 1.9, 8.9Hz), 6.8-6.9

(1H, m), 7.07 (1H, dd, J = 2.9, 6.4Hz),

7.25-7.4 (2H, m), 7.73 (1H, dd, T = 0.3,

8.9Hz), 8.42 (1H, s), 9.43 (1H, br), 9.56

(1H, br).

"H-NMR (DMSO-d¢) dppm: 1.6-1.8 (1H, 2

EF
B
BF

(4H, m), 4.70 (1H, tt, J = 7.3, 7.3Hz), 6.70

(2H, d,J = 7.9Hz), 6.80 (1H, dd, T = 7.3,
7.3Hz), 6.92 (1H, dd, J = 2.0, 9.0Hz), 7.1-

7.25 (2H, m), 7.55 (1H, d, J = 1.4Hz), 7.64

(1H, d, T = 9.0Hz), 8.36 (1H, s), 9.30 (1H,

br), 9.47 (1H, br).

"H-NMR (DMSO-ds) 8ppm: 1.6-1.8 (1H, 2

B
B
B

s),4.22 (1H, br), 4.73 (1H, t, J= 7.3,
7.3Hz), 6.60 (1H, dd, T = 1.8, 8.9Hz), 6.91
(2H, d, ) = 7.6Hz), 7.02 (1H, dd, T = 7.3,
7.3Hz), 7.22 (1H, s), 7.25-7.4 2H, m),
7.66 (1H, d, ] = 8.9Hz), 8.37 (1H, s), 9.26
(1H, br), 9.42 (1H, br).

[1388]  ZyW)=~ikis 1
[1389]  RIGAL G xt 65— F2(alE (5-HT) FEELEN A 5 2 Al A g 0 fhl 0 T T R ARY

[1390] K HETE Wistar KT &, BOH I, DIET B IR . 70 B BRI B ] Potter 2434
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FSAE 20 fEARAR CHZE &) 1 0. 32M FERA P k. XS KAE 4°CHE 1000g T &L 10
Oyeh, F RIS ARG AE 4°CHE 20000g N B0 20 43 8h. KR AT T A 10mM A 245 0,
145mM S AL, 4. SmM AL B, 1. 2mM S AL EEFN 1. SmM SUARAT IR 95 5 22y (20mM HEPES 2% i
) (pH7. 4)) 1, H AR S AL 55 o

[1301]  7F 96 L[ A i B — L, B iR U MR G W &7 T o AT (ZKRE
10w M) FIPTIRMEREY (ZIRE 0. 2mg/ml) ) 200 1 1 FEREERF,

[1392] HF— ?LP\]PT‘JJH A ARARIC 5- R EREF RIS G, TR N A%
B 1/10 R SR 53 « 75 3T CTIFE 10 /3805, W AE 37°C R N r ic i) 5-HT
VAR (B%%iz‘z}?z 8nM) NS EL . Wi T 96 FLIIE AT Yt pE A AF B S R ik g 10 7poh
Ja i b FR . A AR B KIS Ve e T8 )5 WS i Microscint—0 (Perkin—Elmer) , Jl &
T pE Ay b A E RO M

[1393] XA ¥ I K] S B R 4 1 52 A 100 %, LA AR HRI0 5-HT HIFESE S IR BT 1
(Fe R 10w M) BEHE 0% o HRIERIGAL S I BE I E AT TS £ o1 55 50 %6 kiR
FEo 3K 160 7nH T 45

[1394] % 160

[1395]

K EY HO%FMAHIALLE (M)

SH®) 5 KfeEY |16

s Ttk E® (3.0

SEHf 19 itk (0.7

L] 40 L&Y 0.8

S T3 LAY (0.6

sEilf) 90 LAY (1.2

[1396]

SEilf 114 LAY (0.8

SEHl 131 Rtk E4 (0.6

SEHlf 145 Rtk E4 (0.6

SEHl 149 k& (1.2

SEilfl 151 LAY (0.8

SEil 154 k&Y (0.8
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[1397] 2524k 2

SEH 268 LAY

0.8

SEH 278 HIALE Y

SCHER 306 HIfk S

SEHEA) 894 Itk B W)

SEH 895 HIAL A

SEH 896 HIAL A

SEH 899 AL A

SEH 900 LS

SEH 901 IS

SEH 903 AL S

SEH 912 e

SEH 913 LAY

SEH] 917 HIiL &Y

SEHEA) 930 HIfh S

S 934 Mt E)

SCHE] 961 HI4L S

SEH 963 FRIAL A

SEH 967 LS

SEH 989 LS

[1398] A AL G 25 FIEE FHREE (NB) R ol R i A pp o 0 1 BT P

[1399]  H4HfEE Wistar X BHrE, BUR, VIHGE S . 70 &1 5 H Potter BUSALARAE 20
AR (FEETT) 0. 32M BERNAW 94k . %S K AE 4°CLE 1000g TR0 10 4380, -
JEIBE ARG AE 4°CHE 200008 T ES.L 20 4380 o FEMOR FFBIF T 54 10mM 5 %5 8% , 145mM 54k
B, 4. 5mM SALER, 1. 2mM SUALBERT 1. 5mM S8 195 B 22+ (20mMHEPES 25 #1571 (pH7. 4) )
W, JE AR AR 4
[1400] 7 96 L [ AR B — L, B iR R MR G W 807 T oA T (LKA
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10 u M) FIHLIR M RN (ZUREE 0. 2mg/ml) f¥] 200 1 1 (R &A1,

[1401] 45— L P9V VA TR R b3 1y NE FILER 5040 B 1 TR B AL 5400, PR VS I Jse X 5 BRI
1/10 KR SR 53« E 3TCHNFE 10 280, ML (e 37°C MR ImbRic i) NE %5
(AL 12nM) %tdﬂ‘%ﬂl WRLH] 96 SLBE LT YL JEARAEF S ML UE 10 72 BhZ Ja i
IR VA AR FR AR KB VI AR I TS, S I Microscint-0 (Perkin-Elmer) , il 52 it €
s L A% B SO 1

[1402] A HEFASREUE TEA G E A 100% , HAG RFRIC NE (AR S R BOE 1 (&
BUSZ 10 1 M) BEHE 0% o MRPEIRIAL AW FEAE A TR HNE M v 5 50 %6 MR EE

F 161 R TER,
[1403] 3% 161
[1404]

REEY 50 % FMHIAE (nM)

SEHf) 1 e EY 0.6

S TR EY (0.4

SCHf 20 KfLE9 0.8

SCHf 22 WLE |2.2

SEHB] 44 LAY 0.4

K 90 Itk E (0.7

S 98 tkEH (0.3

SEHE) 114 Btk &4 0. 4

sEifl) 116 Rtk &4 (0.1

sEilfl 131 itk &4 (0. 2

SEHl 154 k&9 (0. 2

SEHlf) 188 Itk &4 (0. 1

SEilfl 223 Itk &9 (0. 2

SEil 242 kA (0. 2

SEil 244 LAY (0.5

SEHA 256 LAY (0. 1
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[1405]

[1406]  ZjW)=ikE0 3
[1407]  RIAL AW 2 B (DA) FREE R 58U 5 b A4 1 300 v PR i PR

SEH 278 LAY

0.3

SE ] 289 HIALE Y

SCHER 306 HIfk S

SEfs) 894 HILL A&

SEH] 895 AL AW

SZHf 896 AL &M

SEH] 900 Itk &

SEH 903 Itk &

SEH 913 Itk &

SEH 922 It a4

SEH 930 It a4

SEH] 951 Btk & 9

SR 961 BIAL AW

SCHE] 963 HIIL S

SEHE] 967 B S W)

SEH] 989 AL A

SEH] 990 FIfk S

SE ] 1000 FI4L &)

e
B

SEHEf] 1001 L&

e
—

SE ] 1002 L&

e
—

[1408] K MEYE Wistar KB E, BCLUK, VIHECIRIE (striata) . 2B HISCIRTE ] Potter
BB ASAE 20 5 AR (R B BT ) 1 0. 32M AR P 21k o 2503 AE 4°CHE 1000g N
O 10 738, EJRVSWARGLE 4°CHE 200008 Ly 20 738 o KPR B7F T80 10mM %
B, 145mM AL, 4. 5mM AL, L. 2mM SO EEAT L. SmM SO S 0 5 22 h % (20mM HEPES
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et (pH7. 4)) H, FFFAVER SR 5 o

[1400]  7F 96 L&A B & — LI, Bz B VAR S W E I T & A ik 7T (WK
10 w M) FHTIRIMEREN ( ZKFE 0. 2mg/ml) [#] 200 w1 AR,

[1410]  &F— L I IV R AR T DA FTE ) B RE AR 2040 &4, s I B 2 5B
1/10 A SR L 5 (E STCTIFE 10 2805, Bk fE 37C T bnnﬁﬂﬁﬁ DA ¥
(I 2R FE 1) 2nM) SRAD B IEHEL o Wi 96 FLIEHE 27 4 ok YA AE 28 T il 38 10 A0 Bhz 515
1B VA AR H R KGRI 8RR TS, WS I Microscint- O(Perkln Elmer) , € it 3
v BRSO

[1411]  {CHEFIREEBOE 2 100% , B RFRIC DA AR R BOE T (R &
WAL 10 w M) BEHAE 0% o MRHE RIS AL A P IR FE AT E AT A vE M E 8 50 S0 Mk A2 . &
162 7~ H T 455,

[1412]

[1413]
REEY 50 % NI EE (nM)
S 7 A EY 45.0
St 44 itkEY (8.7
St 46 itbEY (9.3
LB 73 Ak EY (9.0
sSEiEf] 90 k& (4.8
SEHE) 114 KAk EY [32.5
S 116 k& (8.9
S 154 L EY (9.2
S 200 e &Y [3.8
S 201 e A |43
S 268 k&Y (6.5
S 270 LAY |82
S 272 e &Y 30,0
ST 273 A 32,9
SEHB) 278 Wtk &Y (34.7
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SEHER) 289 KIMLEH  130. 6

SR 294 Itk &Y |24.0

SEHE 299 FtkEY |48.6

SEHEB) 300 KitkEY (9.6

SEHE) 894 Itk & (9.4

SEH 895 LAY [38.0

SRR 912 LAY [30. 2

SEH 913 Mtk &9 16.5

SEHl] 930 Itk &4 (6.8

SEHER) 951 L&Y [29. 8

SEHlf 961 ItkE (9.6

SEHER) 963 LAY |47 1

SR 967 Itk &) 125. 4

SCHER) 989 Itk &4 (5.8

SEH 990 HItbEY (26,0

SEHER) 1001 FIdk&4 |16, 4

SEHE] 1002 FIGEY (32,9

[1414] 254215 4

[1415]  sEiAYFIKIALE:

[1416]  SRIAYFUKIREH I SR 1 Porsolt, R. D. %8 AR /7153547 (Porsolt,R. D. ZE A, 7]
U4 AT A < BTIDAR 25 T35 . Arch. Int. Pharmacodyn. , 229, %5 327-336 7 (1977) »
[1417]  H RSV RIET 5% IR AW / AP (w/v) , 2RI TUIREE 25 T et
ICR /MR (Hi Clea Japan Inc. $#&fi,5-6 JHEE ). fELGZ5)5 1 /NI, ¥/ RI5ES AR E
YEREAE 21-25°C RZ 9. Sem FIZKBIKFE N o SRS, JBAE /N ERIEDK 6 08 2B %R 5
4 Gy P IE], W 5E /N AN IZ B I TR CRRANBINTR] ) o A3 SCANETMV-20AQ 248 (Melquest
Co., Ltd. W™ fhda ) 43 Ml g A st a] o

[1418]  FEASRES T, RIS VIRIT BN SR T ASI Rk o PR, v DA HER A
G AR DL 2
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