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61 :{L A7 'm 63 E*W "\g’\,mv "0
g N | '
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[0106] {EFK 1, ‘Ac” RKIRBEEE, ‘TFOH KR =LK
[0107]  JbAN, AR BHEEAE T HI 5 R T2 1 A M M T A= 1 T v, W s izl 1 BTz o
[0108] < e, 1>
[0109]
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Ry 0 Ry Q "Ry o)

' >~0 ‘ >‘O (Z3Sn)2 Ez Z3S1'1H ! %O

N\/\/OH Y N\)\/OH W Z3Sn v N\)\/OH
i I Al Ry
. Ra ' ‘
Brap '
) @Q‘ g B O%O BOC ##M, H'
4
Pd AL ) % "~ ()R o SRR
4 Ri
\Y)

Rs _ R °>\O ‘
(A VA S
Ra R
]

[0110]  7ERVR 1 1, 2 BRI TFECR 1-4 09535, XORA R VR Ry AT R, 118 1 rh i
PO E TN

(01111 HRAE AR W, WE mb Ja A77 A 40 () ) 28 07 204 < ot 35 D DU P g s
firEdy (1) B2 EER T, I AT Y (1D (B 1)

[o112]  FHFBkedE (stannyl) BURETAY) (11D Mg IR (), BUERETAEY) (1V) (P
®2)

[o113]  AERTAEY) (IV) 55 i IR BRI e BCRFERT A9 | N, LATE R ELAT L g 34 85
AR FIREMEE R AT A (V) (GPER 3) sLAK

[o114]  {ERTEY) (V) 5RARPENEEERR RN, K5 58 RN, IR LR EFTE
R T2 1 A S £, BCE AT AR (V) SERIRES N, AR G 5 4 R N, H I E
R L AR (PR 4 .

[0115]  {EBIR | vh, 3 AR NE M e A A AT B4 (1) wT UE LR M5 6 . B, %05
VEN DUALHE F R IR R G () 28, FRI A S 5 T B2 4 /K H i BR A 5l 2%
PR R, BB AT A (T1) o BRI A AT LA I I NS m6 i 75, D032 Bk S sk ] DL
FEIE T SR80 AP TR BT A, UL T A Ak, i AU AEIRE A ) -78°C
TER A T AT .

[o116]  PIR 1 2 H KRR FIEUR BT Ay (ID M EMER . 958+
B o0 2R TR, B AR IE T DUE I R SR R I — &b (IC1) 8k =3 SR h
DYSSIN S 381

[0117]  PER 2 il i I A EEARERT A9 (T11) 5534 (hexamethylditin) 5%
=TS (tributyltin hydride) &N, ERATAEY (IV) , il s + f = 3L
PR El = T BT . AR T DLRLRE AR (=R ) AR (DD DY RS ) AR
(0) %%, PRIEDIR 2 AEEFIA 14— 08K — I8 R IERL | DUSURRIR | 1— Rk —2— nib gt g i
A IR B ) 90—-150°C K4 T 3T .
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[o118]  JDIR 3IHAEATAY (IV) SaRFR st 3 E HA 29N 590 s i T, LA I
TERATAEY (V) o AR 3 MR LS 23R 2 it R IAE F . 25 3 4L
TR — S i | 1 - 2L —2— LM oe i 55, L RE 9 2 100-120°C FREAT .

[o119]  DER 4 @RAEHTEY) (V) S AL AU T BEUAL 3R Ok — A 4- —
AL 2 BENEIE PR3 (1) 2 R IR S NUEAT , FH T B A 2R AT A (1) o 25 IR AT LA HE A
AR HIECTR HETR oA R e AR AN ATR . B - WK IR . W
TR H R 1 B 22— e R A . PRIETEOL R, @ I ART A (V) R IERR ) RV IE
AE W N IFEL 5 /i BL BT

[0120] 744 (V) FIZEERRIRG Y5 R W — 9 SRS N, A 2R 455 ] .
BHRIMNREY PRI IR G S i, IS AN T2 1 FEMebe AT A e ik
TEOUT, BB 2R IMABIRTAEY (V) P NVIE = T HFEZy 2 /i BL BT .
[0121] W DASRAFE LA B R, BE R, AT 20 ZEIR FH SR AL T 3k 77 v 1 O N T VR 1R
KL LATAEYRIER . 207 iEF CAmEGYE R (S)-3-(4- =L -3- |t ) —2-
X —5— BEMLGEIE I JE L BE% , 1% 07 VEAE WO 0194342 HhiiAT T #iik .

[0122] Uk, fiT AW (1D FOREER S 4 2 vT DLIE b A s S0 S Al 55 i N 10w 5
FEE CEREE WA G T A GYaE AT A (V) B = P ER AR = L%
PR B I A BEBE S (phosphorus oxy chloride) JFEEMR M HEFEL 12 M HIFT . IR
WM<t g 2h v DL DU PRS- AT A (V) B PUMCFIR K iy (amidite) fTAEMEE
TR A RN G AL A s 6 eSS B IR B AT B4 AT s IR R bt 28, Hh b TR s i
FRATAEN s I I R VM2 s BRAT AR W A R B R 1 4

[0123]  HE— P Hh, AR IR T & 0N 120 1 REERGE AT A T HiAE R 24
HED-

[0124] A WY RV P g AT A2 400 (2 7 RO T 3 B L i TP AU R T 5 R S w0 A 4 B
Bl (methicillin—resistant Staphylococcus aureus, MRSA) DA K it J7 o & & g BK
(vancomycin resiatant Enterococci, VRE) EAGFHEIEEM A FeidEAhN G
AEREAR S 9T B 7

(01251 3k — 35 i, A A O 0 47 2 A B S X B A 2 B B 0 4 R
(Staphylococi) i EK# (Enterococci) FIRFERH (Streptococi), JRAESM A4 W 25
& (Bacteroides) FIMEFE 1A (Clostridia) UL AINERI AN S5+ 70 L W (Mycobacterium
tuberculosis) « %4> % B (Mycobacterium avium) £EWN B AT BARRKIA i E TS
M.

[0126]  HA F AL WG M GE M AT A=) b 2 kIR OB TR IR S 2 T o s W bt I A A 40 i A 2
Yo XM TR DL A TE TR 25 AL & ) oA AR R s P - AT 25 S e X
T 28 = / T, WA VRIEERRETE R 10 25 / ZH (&Y 10) o ATRZYIEK R M
VR AR E » T I LV ) T e AR ol 2 TSR I A R R A5 ), FRE T R R T S sk
IR Fy )75 o

[0127] AR UIALE Y n] LLASS 28 20— Pl 5 A A0 T WE M GE BT - 4 D BE A R0 57
[0128] & TEHIZGMAEY, 20 —MX 1 K- EW LA 20— 2] 852 24k
RE . PR B TT DAL HE AR 3 R K R BK MRS IR (Ringer” s solution) .
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Az B ER 7K % v VR R VR 2 R RIORS R i o R RAEH R 2
HE W] UL BB, P88, 8 TGS ) (soil cleaner) 5. S5 YS
His BE ) 0 At 50) (diaintegrant) 3 183G M55 G & 700 I T 500 KBSV &0 R TR &
T G 55 500 B 00 e 3 R R A DA T, AR A 2 i B4 43, o R0 E 4
Remington’ sPharmaceutical Science ( fifix ) Mack Publishing Company, Easton PA
&) PRI AR

[0120] AUk B4 G W] UL IRERIE S 25 24, ik fe T JE N Rl es 255 .t
W) & ] CAREASE FH () B AR A B0 25 2505 5K I B3 7 IR 0 IR R P EE L DA K 596
ST ARAH G & A B AR PR 2R A2 AL o AR I AL S 0 7 BN LURE T se AR 4 10-25 2
S ARIE 13-20 2 50 19 FL RIS XA 25 25, AR5 A B IS AT DASRAS R i &5 3L . A
% B HRE 7 R LIRZE 24

[0130]  {EPEFEIEINR A, RGBT AW )R B0 & (LDy) Won KT 13/ T3,
HRIIZAT RV AR E I

[0131] A% B M ke M AT A= B s T 1 f Hoa PR A a1 .l &
WG 2 FEIR U FR IR S N A3 B AT 2 HoA K
[0132] k3D, A% U BH B AT 2B mT DL 7 e A 455 5 2 [ B 14 TR
FUREBR R, PR AU A ) 0 A vy AR PR BT A A B T e ol A A an 56 4% 4y
NS IZ AR P BE M

[0133]  PRIth, B & A ZREMEE AT AV A S THiE R T

o

FEEER

0 2 BRI T R
SCH 570 SO AE Y

BREHEA

[0134] 25 tH %) St 49 A T Atk B IRT, AN 72 R 1A i B, 7R AN TS B85 AR R B FRDHRS R
PR R DL 5 AT AR A e B A HE A5 B s

[0135]  h A& SLifs) 1 :N- 28 A4 R IEIE —3— # 2K % (N—carbobenzyloxy—3—fluoroanilin
e) [l

[0136] ¥ 100 37 3— AN T 1 FHUY AR (THE) H, 38 150 58 (1. 8 E/R ) FRIRE
Bl (NaHCO,) M BRZEEH A, 212 0°C J5, % 154 Z T N- KA &l (carbobenzyloxy
chloride, CbzCl) SR MM ANEW AT RN o TEBEFESAF TR VIR G WITE 0°C FREEL R
N2 /N, 2 JG 0.5 T+ AR L BE RIS VAR R, 73 85 5 , A NLIZE FH 3R /K W, F DG /K a8k
(MgS0,) T4 I F 5 k4, 7% B W IE CLRevids I Ik, 15 2108 B (S 1811 132 wibs AL &4,
W 85% o

[0137] il & SEHfF) 2 = (R) —3— (3— Joasdit ) —2— 44X —5— W@ Mo I A I () il 45

[0138] A4 132 b il 2 SEtEfe) 1 wil45 1) N- 28 A R —3- i ids T 1. 3 VU Mg
T PRI A A -T8°C . H 370 ZTTIE T AR (1.6 BE/R / T, IEC kL) RV UA ME
PEIMAZIEE S, RS HiE 10 7380 44 84 =7+ R) - (=) - T IR4a/K H M BRI o A 21 = M.
REY, TEAH RN T BRE 2 /DI, AR S AR OV 24 /NN o N 58 i 7R3
BN S, FAEZW N 0.5 T+ LR CBEAEEL . F /KIS B IS A HLUZ , 3 H
TR BRER T LR A o TSR s T 100 = F LR LFE-H I IE Cpe sk, 1521
0 B A, 12 A S R 24k R 80 s bR AL A4, IR T0% .
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[0139] 'H NMR(DMSO-d,) & 7. 85 (t,1H),7.58(dd, 1H),7. 23 (dd, 1H) , 4. 69 (m, 1H) , 4. 02 (¢,
1H) , 3. 80 (dd, 1H) , 3. 60 (br dd, 2H).

[0140] il 45 SEHE] 3 « (R) —3—(4- WAX —3— Fi Rk ) —2— 44X —5— WM pr Ik PRIy il 4%
[0141] K 30 g il 46 SE R 2 IFERT (R) —3— (3— AL ) —2— AR —5- MMk re it F s 1
300 =T+ L JEH, 36 46 70 =8 CFR R EE (CF,C00Ag) F 43 wa ik Win N BT F, 482
NP 1 RGP NN IK, 3 CFR CBE A8, 43 B8 BT A3 A HLIE T B 2K peds 1 i
Ko BRJEF 5k B Wik B LR Tk A FE G, AR B 44 AR E ), R 94%

[0142] 'H NMR(DMSO-d,) & 7. 77 (t, 1H) ,7. 56 (dd, 1H) , 7. 20 (dd, 1H) , 5. 20 (m, 1H) , 4. 70 (m,
1H) ,4. 07 (t, 1H) , 3. 80 (m, 1H) , 3. 67 (m, 2H) , 3. 56 (m, 3H)

[0143] I8 SLif] 4 « (R) -3- (4 =TI —3- AR ) —2- A -5 BEMBEIE PR
il 2

[0144] % 50 5o fil 2 SCHtf 3 HITFHT (R) -3 (4— BAX -3 HREE ) —2- S8R —5- Mamepr 2
ARG T 660 7+ — 1,4 BELe, 74 52 58 T2 =4 ((BuySn),) F19. 3 g =& (=
AR ) MBI, Bk 2 /AN BRI IR CERAEEL (celite) I I T4, B
35k a4, 1531 45 SRS S

[0145] 'H NMR (DMSO-dy) &6 7. 74 (m, 3H),5. 20 (t, 1H) , 4. 71 (m, 1H) , 4. 08 (t, 1H) , 3. 82 (dd,
1H) , 3. 68 (m, 1H) , 3. 52 (m, 1H) , 1. 48 (m, 6H) , 1. 24 (m, 6H) , 1. 06 (m, 6H) , 0. 83 (t, 9H)

[0146] il & SE 9] 52— SIE —5— YRALRE ¥ il 2%

[0147] 4% 100 3 2, 5— —JRMERER T | A — FIL B, 7220 T 32 s m AL 17. 8
LA ISR T, TR R 160°C R iid: 7 /D AT RNV . A EIRER S, RV
REDTIMAK, FFH IR LB AR H KGRI K I pEAE AW 4E, 1331 54
SRR S, W T0% .

[0148]  'H NMR(CDCI,) 6 8. 76 (s, 1H),7.98(dd, 1H),7. 58 (dd, 1H)

[0149] il 45 SEHEf] 6 2— ( PYME —5- F& ) —5— JRMEIE 1) 4%

[0150] % 10 »a il #& SEtfa] 5 191 2— FAE -5 IRILREE T 100 =T+ — 3L Bt 4, 76
IR ¥ 5. 33 B EALEIRN 4. 4 FCRALE I B B EAEIRE R 110°C R B 3 b
AT RN . NIRA YR INANIK, SR )5 ] R LB AEEL, 43 B T A3 A HUZE H R K P
HE K o 8 T ARG, AR R 10, 5 SRR EAL A, IR 85%

[0151] il 4 SEHER] 7 <2 (1- FISE DU MR —5- 556 ) ~5— SRt e i 2— (2— FRZEPY M —5- 3 ) 5 R
ML F 7l &

[0152]  #% 10. 5 Sl & SL M) 6 HIA53 1) 2—- (PUMe —5- J ) —5- JRMEIEH T 100 =T — %
AL, ARG 6. 5 se S EALB I A BT, FF7E 0°C F A% 9. 3 SefifX Fbeig 8 i A 2
W o AR ST N BERE 6 /NI, SR G INANIK, 3 28 ZBE 2B . AR5 ITS B HLE i 6
IRPEE WK I g8 BRIk Ga Rl A e R A, 15 3 4 5 2- (1- A M -5- 5L ) -5- iR
MEREFA 5 58 2— (2— FEEPYMe —5- 2 ) —5- JRNLIE

[0153]  1)2-(1- FZEPYM: —5- FE ) —5— JRLmg

[0154] 'H NMR(CDC1,) & 8. 77 (t,1H),8. 23(dd, 1H),8. 04 (dd, 1H) , 4. 46 (s, 3H)

[0155]  2)2-(2- FEZEPUME —5- 2 ) -5 JRILIE

[0156] 'H NMR(CDC1,) & 8.80(t,1H),8. 13(dd, 1H),7.98(dd, 1H) ,4. 42 (s, 3H)
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[0157] 45 S2itif] 8 :2—(2— AL —[1,3,4]— W M —5- L ) —5— JLALIE [ il 4%

[0158] 4% 8.6 bl & SLEf] 6 Hil4F i 2— ( DY Mk —5- 3 ) —5— IRMLIER T 130 Z I+ SIRIT
WL ARG 15 ZTHIERE IMANTE A, FRERE 3 AN BEAT N e NIRE Y I 1R L1
WATHBL S HRANUZ . AR5 HARMEKEGRANZ . BAENE T8 I8 a4,
1330 7.3 sAR LAY, IR 80%

[0159]  'H NMR(CDCl,) 6 7.99(t, 1H),7.40(dd, 1H),7.27(dd, 1H), 1. 83 (s, 3H)

[o160] ] & & gt ] 9:2-([1,2,3] = M —1-F&)-5- y& it mg A 2([1,2,3] =
ME —2— FE ) —5— YRIELIE 1) il 4

[0161] £ 20 33 2,5— IRIERER T 200 =+ 1- FIIE —2- mERgHEfi o 4 35 ek #0 i
N FHAEERE N 100°C R HEH: 10 /NN o SIRAEW I SR L5, B 7K AR 7K BES:
IS ENZ .. BEVE T B SIS, I3RS 6 5 2-([1,2,3] =M —1-3& ) -5
ntEmE A 4 5 2 ([1,2,3] =M —2- 55 ) -5 JRNLAE .

[o162]  1)2-([1,2,3] =M —1- J£ ) -5 JRMLRE

[0163]  'H NMR(CDCL,) &8.53(dd,2H),8.10(d, 1H),8. 03(dd, 1H),7. 82 (s, 1H)

[0164]  2)2([1,2,3] =M —2— 3£ ) -5 JNLmE

[0165]  'H NMR(CDCI,) & 8. 60 (t, 1H),7.97 (s,2H),7. 87 (s, 2H)

[ote6]  SEjfdl 1 - (R) —3—(4—(2—(2— FAZEPUME —5- % ) nkmg —5- &%) -3— %L ) -5- B
FEREMEGE —2- B (AbE9 10) K&

[0167]  #£ 37 m (R)-3-(4- =T FLBIE —3- AL ) —2— SUAX -5 BEMELEIE IV T 150
ZETb 1- L -2 b B . AEER T 19,7 b 2- (2 FZEPY M —5- JE ) -5 IRALIE |
10. 44 S SALBEAT 2.9 3 Z RN ( =285 ) 4 (ID A A, SRS 1E 120°C FHiH: 4 /)
N o FEK I RN G, SR G SR SR . 20 B ITAS A HLZ F 3K B K
oy LRI G R AR R AL, 153 8 AR AL A, R 26 %

[0168] 'H NMR(DMSO-d,) §8.90 (s, 1H),8. 18(m, 2H), 7. 70 (m, 2H) , 7. 49 (dd, 1H) , 5. 25 (t,
1H), 4. 74 (m, 11) , 4. 46 (s, 3H) , 4. 14 (t, 1H), 3. 88 (dd, 1H) , 3. 68 (m, 1H) , 3. 58 (m, 1H)

[o169]  SIjfsl] 2 : (R)—3—(4—(2—(2— H2& —[1,3,4] BE M —5- 55 ) NiEwE —5- 2 ) —3— JRAs
F ) -5- PR FEEEME —2- Fi (A& 16) 14

[0170]  FJFHBAL TS tifs] | (K77 v14% 6. 6 72 (% 30% ) Friifb &4, A2, 16 H
14. 3 50 2-(2- FZE - [1,3,4] BE =M —5-F5 ) -5 IR e AR 2—- (2- DM —5- 2 ) -5 IR
ML RE AR R IR o

[0171]1  'H NMR (DMSO-d,) & 8. 93 (s, 1H),8. 21 (s,2H),7. 71 (m, 2H) , 7. 50 (dd, 1H) , 5. 25 (t,
1H) , 4. 74 (m, 1H) , 4. 14 (t, 1H) , 3. 89 (dd, 1H) , 3. 68 (m, 1H) , 3. 59 (m, 1H) , 2. 64 (s, 3H)

[0172]  SEjifs] 3 : (R)—3—(4—(2—([1,2,4] =M —1-FL ) ALng -5- 5 ) -3- | ) -5- &
FRIEIEMe eI —2— Wi (fb&9 17) [ &

[0173]  AR¥E 5 s2iifm) 1 AH R0 3R H14% 150 250 (R 48% ) bRt &4, AR, 1
H 200 =50 2-([1,2,4] =W —1- 3% ) -5 WA ACEF 2— (2— FIZEPY M —5- 28 ) -5- JRILIE
YEARIEDIHEL .

[0174]  SZjfsl] 4 : (R) -3— (4 (4- (4, 5- FSEMe —2- J8 ) KL ) -3- HRSE ) -5- R AENE
et —2— W (ALEH 21) BIHI%
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[0175]  HR¥iE &5 Szitifs) 1 AH IR B3R 145 780 Zon (W 76 % ) bt &), ASFE &, 4f
H L5 4-(4,5- ZF5EME —2- 3k ) RN 2- (2- MDY Me —5- 28 ) -5- JRNbIE /R b A2 ih
Ykl

[0176] 'H NMR (DMSO-d,) 6 7. 96 (s, 1H),7.94 (s, 1H), 7. 63 (m, 4H) , 7. 44 (dd, 1H) , 5. 23 (t,
1H),4.72(m, 1H) ,4. 12(t, 1H), 3. 87 (dd, 1H) , 3. 68 (m, 1H) , 3. 56 (m, 1H) , 2. 32 (s, 3H) ,
2.10 (s, 3H)

[0177]  SZHf] 5 : (R)—3— (4—(2-([1,2,3] =M —1- F£ ) nikmE —-5- 3L ) —3- f AL ) -5- &
FREREME G —2- [ (A &9 24) &

[0178]  AR¥E 5552l | A5 R BB H14% 1. 2 Jabn ik &, SR, A8 2 78 2-([1, 2,
3] =M —1- 2L ) -5 JRMEIE AR 2- (2- FAEPYME —5- 5 ) -5 JRMLIE /E ARGk .

[0179] 'H NMR (DMSO-d,) & 8.88 (s, 1H),8. 76 (s, 1H),8. 28 (d, 1H), 8. 21 (d, 1H), 8. 01 (s,
1H),7.70 (m, 2H) , 7. 51 (dd, 1H) , 5. 26 (t, 1H) , 4. 75 (m, L1H) , 4. 14 (t, 1H), 3. 90 (dd, 1H) ,
3. 68 (m, 1H) , 3. 58 (m, 1H)

[o180] Sl 6 : (R) —3—(4—(2-([1,2,3] =M —2— J& ) nikie -5- 2% ) -3- AL ) -5- 12
FRIEIEMe e —2— ] (ALAE4 29) IHle¢

[o181]  AR¥E 55 9] | AH R L I8 H145 0. 7 sabn ik &, AR, A8 1 5E 2-([1, 2,
3] =g —2— 3 ) -5 IRALREACH 2- (2- FZEDYME —5- JE ) —5- JRILRESE AR LYK o

[0182] 'H NMR (DMSO-d,) & 8. 74 (s, 1H),8. 25(dd, 1H),8. 23 (s, 1H) ,8. 11 (d, 1H) , 7. 69 (m,
3H), 7. 49 (dd, 1H) , 5. 24 (t, 1H) , 4. 75 (m, 1H) , 4. 14 (t, 1H) , 3. 89 (dd, 1H) , 3. 68 (m, 1H) ,
3. 59 (m, 1H)

[0183]  SEJfs] 7 : (R) —3—(4— (4— (4— T IEMEM: -2 JL ) AL ) —3- iR ZE ) -5 2 I AENE
Mgt —2- il (ALE4 32) [ %

[o184]  #3¥i% 55 S it ] 1 AH [ 1) 25 IR ) 4% 520 =& br BAL &0, AR 2, 15
(4= (4— FU P AL M —2— JL ) -5 R AR 2- (2 FRZEDUMe —5- 55 ) -5 JRILRE /R 4 R 1H M)
Ko

[0185] 'H NMR (DMSO-d,) 6 8.04 (s, 1H),8.00 (s, 1H),7. 65 (m,5H) , 7. 47 (dd, 1H) , 5. 24 (t,
1H) , 4. 74 (m, 1H) , 4. 23 (s, 2H) , 4. 13 (t, 1H) , 3. 88 (dd, 1H) » 3. 68 (m, 1H) , 3. 59 (m, 1H)

[o186]  SEjfsl 8 : (R)—3—(4-(2— (2~ FRZEPYME —5- 3L ) nibie ) 525 ) -3, 5- 5 A ) -5-F2
FRIEIEMe g —2— ] (ALA4 38) IHile

[0187]  HR4RE 5 SLUti ] 1 AH [R]85 SRl 2 hn AL & 0, ASE 2, A (R) -3-(4- =T 2%
P 3,4 THROREL ) 2- AR S5 REM R S (R)-3-(4- TR HE -3 HR
5 ) —2— FAX -5 WEMepr L A AR UG R

[0188] 'H NMR(DMSO-d,) & 8.81 (s, 1H),8.25(d, 1H),8. 10(d, 1H),7.54(d, 2H) , 5. 25 (t,
1H) , 4. 77 (m, 1H) , 4. 47 (s, 3H) , 4. 13 (t, 1H) , 3. 89 (dd, 1H) , 3. 68 (m, 1H) , 3. 57 (m, 1H)

[0189]  SEZjfs] 9 : (R) -3—(4-(2—(2- FZE -1, 3, 4] BE M —5- 2L ) nikmg ) —5- 2% ) -3,4- —
BRI ) -5- B EENEM s —2- lid (A& 39) W&

[o190]  MEIIAFH (R)-3-(4- = TR -3, 4- "I I ) -2 AL —5— M e 1L AR s A
2-(2- 5L —[1,3,4] BEmg —5- F& ) -5 IRMEREVE N AW P R 5 5819 1 AH [R50 %
il & AR AL S o
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[0191] 'H NMR(DMSO-d,) & 8.83 (s, 1H),8.25(d, 1H),8. 15(d, 1H), 7. 55 (d, 2H) , 5. 25 (t,
1H) , 4. 77 (m, 1H) , 4. 13 (t, 1H) , 3. 89 (dd, 1H) , 3. 68 (m, 1H) , 3. 59 (m, 1H) , 2. 63 (s, 3H)

[0192]  SEJEf 10 : (R)—3— (4 (2- (2— FIZEPYM: -5 JL ) MEHE —5- 5 ) -3- AL ) -5 1
A4 I —2— I =R SRR (AL B 12) &

[0193] ¢4 50 (R)-3—(4- (2 (2— EEPYMe —5-FL ) nkig —5- Fk ) -3- AEE ) -5- R Ik
WEmbE —2- i =3 O (a4 10) 3T 25 =7 A BEZ b . 78508 MR 3.34 50 1,
3- "I CEEK TP 2. 36 b BOC— ZJk SR AN 0. 2 b, 4— — IR AR NERE I AV, 2R
JEBiFE 10 /M o S SIREWITIIAIK, SR G H SR CBEZEEL, 73 B PR A BILZ FH 3Kk
e K b B8 B IRGE T AR R A . LIRSS S TS TR R AR AE T0 =T A
FEH, TN 30 2T+ =S LR, 7R =10 N R 2 /N, R B H £ B LR R VEVR I 7K
133 4. 47 SRR G, R 76 %

[0194] 'H NMR(DMSO-d,) 88.92(s,1H),8. 19 (s,3H),8. 17 (m, 2H) , 7. 77 (t, 1H) , 7. 69 (dd,
1H) , 7. 49 (dd, 1H) , 5. 00 (m, 1H) , 4. 46 (m, 2H) , 4. 47 (s, 3H) , 4. 24 (t, 1H) , 3. 92 (dd, 1H) ,
3. 90 (s, 2H)

[0195]  SEjfifs] 11 « (R) —3— (4— (2- (2— FAEPY M —5- 55 ) nikiE —5- 2% ) -3- J 280 ) -5- (L- 4§
WA ) FEEREMGT —2- Wi =S LR ER (L&) 20) I+

[0196]  RAIZRAAT-SLHER] 10 Jrak i 77 VA A A BOC— 42 1% 1 A & BOC— & 5 L IR i & b
BALEY) o

[0197] 'H NMR(DMSO-d,) 8 8.92(s, 1H),8. 40 (s,3H),8. 21 (m, 2H) , 7. 76 (t, 1H) , 7. 65 (dd,
1H) , 7. 48 (dd, 1H) , 5. 05 (m, 1H) , 4. 63 (dd, 1H) , 4. 47 (s, 3H) , 4. 43 (dd, 1H) , 4. 28 (t, 1H) ,
4.01(d, 1H),3. 93 (dd, 1H) , 2. 14 (m, 1H) , 0. 98 (d, 3H) , 0. 95 (d, 3H)

[o198]  SEZjifs] 12 : (R)-3-(4-(2-[1,2,3] =M —1- F& ) ntbmg -5- 3L ) -3- f eIt ) -5- H
A4 TP IERE M —2— W =3 CIRER (LG 22) I+

[0199]  SRAHZMULTSLHtafs] 10 Frik ity 77 kR AL &9 24 545 LS9

[0200] 'H NMR(DMSO-d,) & 8.87 (s, 1H),8. 76 (s, 1H) , 8. 33 (s, 3H) , 8. 29 (d, 1H) , 8. 00 (s,
1H),7.77 (t,1H) , 7. 76 (t, 1H) , 7. 67 (dd, 1H) , 7. 47 (dd, 1H) , 5. 02 (m, 1H) , 4. 49 (m, 2H) ,
4. 23(t, 1H) , 3. 93 (m, 3H)

[0201]  Sjtifhi 13 : (R) —3— (4— (4—(4,5— — FIREMe —2— JE ) 2RHL ) -3- L ) -5- H &k
T FEE MR —2- Wi S LR ER (LB 23) %%

[0202]  SRAIRMITSEHERE] 10 Fridk ()77 ZA A& 21 Hl&br i &) .

[0203] 'H NMR (DMSO-d,) & 8. 31 (s,3H),7.97(d,2H), 7. 64 (m, 4H) , 7. 45(dd, 1H) , 5. 01 (m,
1H) , 4. 47 (m, 2H) , 4. 25 (t, 1H) , 3. 94 (dd, 1H) , 3. 90 (s, 2H)

[0204]  SZjif] 14 (R)-3-(4—(2— &L —[1,3,4] W& =M —5- 55 ) Mbug —5- 5 ) -3 A
55 ) b= H2 A FIELEMGE —2- Wi =3 C IR R (A& 27) I+

[0205]  SRAIRAT Lt 10 Prik (77 ZA A& 16 Hl&br i &4 .

[0206] 'H NMR (DMSO-d,) 8 8. 96 (s, 1H),8. 31 (s,3H),8. 22 (s, 2H) , 7. 76 (t, 1H) , 7. 66 (dd,
1H) , 7. 50 (dd, 1H) , 5. 04 (m, 1H) , 4. 50 (m, 2H) , 4. 25 (t, 1H) , 3. 94 (dd, 1H) , 3. 91 (s, 2H) ,
2. 63 (s, 3H)

[0207]  SEJEf 15 « (R) -3 (4— (4— (4 U HEMEM: —2- 5L ) ZRFE ) -3 Ji R0k ) -5- it
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AR FERE M E -2 ] =GR LR EE (fLEW 34) 11 %

[0208]  SRAHZRALT- 5L 10 Bk 7 EM AL G4 32 Hil 25 br AL &4 o

[0209] 'H NMR (DMSO-d,) & 8. 25(s, 3H),8. 03(d, 2H), 7. 68 (m, 5H) , 7. 44 (dd, 1H) , 5. 01 (m,
1H) , 4. 48 (m, 2H) , 4. 25 (m, 3H) , 3. 92 (m, 3H)

[0210] SR 16 : (R)-3-(4-(2-[1,2,3] =M —2— F& ) mbie —5- 3% ) -3- i ze3L ) 5- H
FE AR P IRNE T —2— B =R IR R (fLEW 35) [ &

[0211]  SRAZERIT SR 10 Prik i 5 ER AL G 29 §l 25 4n 8L &4

[0212] 'H NMR(DMSO-d,) & 8.78(s, 1H),8. 23 (m, 2H) , 8. 22 (s, 3H) , 8. 20 (s, LH) , 8. 12 (d,
1H),7.75(t, 1H) , 7. 67 (dd, 1H) , 7. 48 (dd, 1H) , 5. 01 (m, LH) , 4. 49 (m, 2H) , 4. 24 (¢, 1H) ,
3.92(dd, 1H) , 3. 89 (s, 2H)

[0218]  SE il 5] 17 : (S)-3-(4-(2-(2— % —4- H 2 Bt & B 2 mb ws Le -1- 3 ) nk
WE —5- 2 ) —3— FAIE ) -2 A -5 M AL AWk — M R 2 (L& 1) il
[0214] 1.5

[0215] 1.8 5% (S)-3-(4- =& -3- WA ) -2- FAL -5 TEM e A 4
WEiews T 14 =7+ 1- PR 2-mbmg e il vhe fE =3 T 1,03 38 2- (-4 4- R &
I I e —1— % ) —5— VR IE 0. 55 7o S AL B AT 0. 15 78 &R ( =B ) 8 (1D A%
WA, ARG AE 110°C R BEHE 2 /ANBS, B K N e R G I H G R S Bs A5 B, 2R 7K
VeV T, ¥ 5 B AR A HLZE WK I 38 328 Wk &6 IF AR o de 4, b3 31 410 2
(S)—3-(4-(2— (2— 5 —4- FR Pk ot —1- 55 ) mbme —5- 55 ) —3— Jiacdd ) —2— AKX -5 g
Mk 2 FR L T, % 21 % .

[0216] 2.3 &

[0217] ¥ 50 Z 5P IR | PHIBIINEYET 2.3 2 —FEPBRT . E=WE T 35
0 1, 3- ZI AR % 25 250 BOC- 240k SR AN 2. 1 2250 4— — F IR L g in A%
A R JGHEE 10 /NI K I RNV IRG Y I SR LB 2 . I Eh/K PRk m , #5315
PR HLUZ WK L 38 USRS T A i dR 4l iR 4E T s T 2 =7 & F
e, N 1 = TF = AR, ARG AE SR T BCRE 2 /D, IT A3 5% S W H AN LR LB
BUARIER, 3R 140 5k S

[0218] 'H NMR (DMSO-d,) 6 8.60 (s, 1H),8.40(d, 1H),8. 28 (s,3H) ,8. 25 (m, 1H) , 8. 08 (dd,
1H), 7. 63 (m, 2H) , 7. 42(dd, 1H) , 4. 76 (m, 1H) , 4. 27 (s, 2H) , 4. 16 (q, 2H) , 3. 87 (s, 2H) ,
3.80 (m, 2H) , 3. 42 (m, 2H) , 2. 62 (m, 1H) , 2. 11 (m, 1H) , 1. 83 (s, 3H)

[0219]  SE Jii 5] 18 :(S)-3-(4-(2-(4- H 2 Bt & W % -[1,2,3] = m—1- 3% )
WE —5— 2 ) —3— FAKE ) -2 A -5 M AL AWk — M R 2 (AL &9 2) [fl#
[0220]  HR#E 55 sEhtifs] 17 AH R 2 BRI & bn AL &4, AR, A 2- (4- A3k - (1,
2,3] =M —1- % ) 5 JREREAE 2- (2 4 —4- R IMEng St —1- 2% ) —5— IRMLREVE AR
kL.

[0221] 'H NMR (DMSO-d,) & 8.96 (s, 1H),8.89 (s, 1H),8. 22 (m,6H) , 7. 74 (t, 1H), 7. 68 (dd,
1H),7.48(dd, 1H) , 5. 42 (s, 2H) , 4. 78 (m, 1H) , 4. 19 (t, LH) , 3. 91 (s, 2H) , 3. 79 (dd, 1H) ,
3. 43 (m, 2H) , 1. 83 (s, 3H)

[0222]  SEifA) 19 : (S) -3— (4- (2— (65— HZAMEAE P L NEME —3- 55 ) Mg —5- 48 ) —3- K
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5 ) —2- S AR -5 BEMeREIE L AW NE M O (A 3) il

[0223]  HR4E 5 SL ] 17 FH [E 2 R & bRl &4, ANERT A, ATH 2- (5- 3 2k g
e ) —5— IRAMERE A 2- (2- 48 —4- FR R JEMEmS ot —1- 2% ) -5 IRIERELE N B IED R o

[0224] 'H NMR (DMSO-d,) & 8.89 (s, 1H),8. 26 (s,3H),8. 12 (m, 2H) , 7. 72 (t, 1H) , 7. 64 (dd,
1H),7.48(dd, 1H),7.21 (s, 1H) ,5.49(s,2H) , 4. 77 (m, 1H) , 4. 17 (t, 1H) , 3. 98 (s, 2H) ,
3.79 (m, 1H) , 3. 43 (m, 2H) , 1. 83 (s, 3H)

[0225]  SEJiAs) 20 : (S) —3— (4— (2 (2 % —3— Ha WEAEmb s e —1- F5 ) nibie —5- %5 ) —3- 8
FHE ) —2- AR -5 NEM L AL AW G =M 2R R (AW 5) &

[0226]  HR#iE 55t 17 AH [F] R0 SR & AL B9, AR, 5T 2- (2- 40 -3- 2k
WCA5E —1— 36 ) =5 JRMEIE AR 2- (2- 48 —4- B2 R JENL gt — 11— 5k ) —5— IRILmEVE AR ikl .
[0227] 'H NMR(DMSO-d,) 6 8.60 (s, 1H),8. 33 (d, 1H) ,8. 28 (s, 3H) , 8. 25 (m, LH) , 8. 05 (d,
1H),7.63(m, 2H) , 7. 42 (dd, 1H) ,5. 78 (t, LH) , 4. 78 (m, 1H) , 4. 16 (g, 2H) , 3. 98 (s, 2H) ,
3.85(m, 1H) , 3. 78 (m, 1H) , 3. 43 (m, 2H) , 2. 62 (m, 1H) , 2. 12 (m, 1H) , 1. 83 (s, 3H)

[0228] S il 4] 21 : (S)-3-(4-(2-(5— H & Wt 4 A & —[1,2,4] W& — mg —3- &) it
WE —5— 2 ) —3— FAIE ) -2 A -5 WML AL Ok = R 2L (AL&9 6) [Hl#
[0220]  HR#fE &5 shtifs] 17 AHRI 2 R & bn @A &4, AR, A 2- (5- A3k - (1,
2, 4] WEZ e -3 3 ) -5 IRMERE AU 2- (2- 58 —4- FR Lk Jot —1- 2% ) —5— JRMLRE/E Ny i
VR .

[0230] 'H NMR (DMSO-d,) & 8.95(s, 1H),8. 32(s,3H),8. 21 (m,3H) , 7. 75 (t, 1H) , 7. 65 (dd,
1H), 7. 47 (d, 1H) 5. 67 (s, 1H) , 4. 78 (m, LH) , 4. 18 (t, 1H) , 4. 05 (s, 2H) , 3. 80 (m, 1H) , 3. 43 (m,
2H) , 1. 83 (s, 3H)

[0231] S Jifi 9] 22 : (S)-3-(4-(2-(5— H 2l Bk 40 2% —4,5- — & e W& mk -3- 2% ) it
WE —5— & ) —3— AR ) —2— S -5 WEMp eI R IE AWk — M SR h (A& T) i+
[0232] AR5 5L 17 AH IR 0920 BRI 24 bR AL S ) SR, A 2- (5 R A 2L 4,
5— AU IEME —1- ) -5 IRMEREACHEF 2- (2- 41 —4- PR SR e —1- 2% ) -5 IRMEIEVE R
ELEDEL .

[0233] 'H NMR(DMSO-d,) 6 8.81 (s, 1H),8. 27 (t, 1H) ,8. 24 (s, 3H) , 8. 05 (m, 2H) , 7. 69 (m,
2H) , 7. 44 (d, 1H) 5. 04 (m, 1H) , 4. 76 (m, 1H) 4. 41 (dd, 1H) , 4. 32 (m, 1H) , 4. 17 (t, 1H) , 3. 86 (s,
2H) , 3. 77 (m, 1H) , 3. 60 (m, 1H) , 3. 44 (m, 2H) , 1. 83 (s, 3H)

[0234]  SEZjfs) 23 : (S) -3 (4- (4— (4 H 2 Bhas R 2L meme —2- 25 ) 2R3 ) —3- Jiacds ) —2- 4
R -5 WM L L Z T = SR (ALE 4 30) Il

[0235] AR 55 S5 17 AH R0 B 28 bR AL & 1, AR, A0 4- (4- 52 T 2k g
e —2— 3 ) —5- WA 2- (2 4 —4- R AR bt —1- 55 ) -5 IRMLIEE AR a0kl .
[0236] 'H NMR(DMSO-d,) & 8. 25(s,3H),8. 00 (d,2H),7. 85 (s, 1H),7. 69 (m,4H) , 7. 44 (dd,
1H) ,5.63(s,2H) ,4. 76 (m, 1H) , 4. 16 (t, 1H) ,3. 93 (s, 2H) , 3. 79 (dd, 1H) , 3. 43 (m, 2H) ,
1. 83 (s, 3H)

[0237]  SEJtfs) 24 : (R) -3 (4- (2— (2—- AL PYMe —5- FL ) nikme —5- 3% ) —3- H AL ) -5 ([1,
2,4] =g —1-F ) FZEREMGE —2- B (AhEW) 4) 1IHl%

[0238] 1.%F—F
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[0230]  #f 1 mo (R)—3—(4-(2—(2— FIAEDYMe —5-Jk ) mbmg —5- 5k ) -3- flacdk ) -5- Rk
WEm e —2- { (S 10) BT 14 T S Pk . R0 TR 0. 46 5o AR 0. 75
T = LM TP I AEAR IR B HERE 30 7380 FHZKARN ER K BRI S IR G4, AR S5 2
o AMUZEMAK I IEFF AW, IR 2] 1 5 (R)-3-(4-(2-(2- FIZEPYme —5- 2% ) nit
WE —5- Jk ) —3— JARAE ) -5 T4 TP ILIE MR —2— Wi, W% 82% .

[0240] 2.5 0

[0241] 2 DHIRINEWE T 16 Z2A —FEFRWZ . EEE ¥ 300 21 1,2,
4= =PRI 100 Zn S AEY (60% ) MG, IHFHit: 2 R H OBR CBRAIUR MR G,
SR JE KR KB B AR A NUZ o A HUZ DK e ik 4 . i A (a4
2 IR A FIAS PR BE ), 3545 400 Z 50 bR &, IR 43% .

[0242] 'H NMR(DMSO-d,) 8 8.91 (s, 1H),8.57 (s, 1H),8. 19 (m,2H), 7. 74 (t, 1H), 7. 58 (dd,
1H) , 7. 42(dd, 1H) , 5. 13 (m, 1H) , 4. 64 (m, 2H) , 4. 46 (s, 3H) , 4. 28 (¢, 1H) , 3. 99 (dd, 1H)

[0243]  SEiifA] 25 « (R) —3— (4— (2— (2— FZEPYMe —5—FL ) nibie —5- J& ) -3— Jia st ) -5 ([1,
2,3] =M —2-JL ) FIEREMLGE -2- | (ALE4 8) A (R)-3-(4-(2-(2— ALY M —5- )
M —5- 2% ) —3- gk ) -5 ([1,2,3] =M —1- 3% ) FEEREMEGE —2- Bl (A& 9) [l
2%

[0244]  RYE 5 SLHEH] 24 FHFE P EREISAE D 8 LG 9, AR MA 1,2,3- =1
MAE 1, 2,4 =W, SR JE A SR 59 7 55

[0245]  (4k&478)'H NMR (DMSO-d,) & 8.90 (s, 1H),8. 19(m, 2H), 7. 82(s,2H),7. 71 (t, 1H),
7.59(dd, 1H) 7. 41 (dd, 1H) , 5. 22 (m, 1H) , 4. 86 (m, 2H) , 4. 46 (s, 3H) , 4. 30 (t, 1H) , 3. 98 (dd,
1H)

[0246]  (fL&49) 'H NMR (DMSO-dg) 6 8.90 (s, 1H),8. 18(m,3H) , 7. 75 (s, 1H) , 7. 72 (t, 1H) ,
7.59(dd, 1H) 7. 42 (dd, 1) , 5. 22 (m, 1H) , 4. 86 (m, 2H) , 4. 46 (s, 3H) , 4. 30 (t, 1H) , 3. 98 (dd,
1H)

[0247]  SEjfs) 26 : (R)-3—(4-(2—-(2- AL —[1,3,4] BE M —5- 5L ) ki —5- 2% ) -3- 58
24 ) -5 ([1,2,3] =M —1- 55 ) FIEEREMEGE —2- [l (454 13) Iil&

[0248] M4 55 St 24 AHE K2 BRI bRl Ak &4, AR 2 N 1, 2, 3— = MR
& 16 VR hEIEWH

[0249] 'H NMR(DMSO-d,) 8 8.92(s, 1H),8. 20 (s,2H),8. 17 (s, IH) , 7. 75 (s, 1H), 7. 73 (t,
1H),7.61(dd, 1H) 7. 43 (dd, 1H) , 5. 18 (m, 1H) , 4. 85 (m, 2H) , 4. 29 (t, 1H) , 3. 96 (dd, 1H) ,
2.62 (s, 3H)

[0250]  SEjifs) 27 : (R) —3- (4—(2—-([1,2,4] =Me—1-3L) nibie —5- 3 ) -3— 3L ) -5- ([1,
2,3] =M —1- L) FPENEMGE —2- 1l (1bE9) 14) Bl

[0251] AR 55 Lt 24 AH R P BR T bRl db G4, ARIE N 1, 2, 3— =R
Wa 17 VR R WE

[0252]  'HNMR (DMSO-d,) 8 9. 40 (s, 1H),8. 70 (s, 1H),8. 32 (s, 2H),8. 25(d, 1H),8. 17 (s,
1H),7.96(d, 1H),7.75(s, IH), 7. 71 (t, 1H),7. 60 (dd, 1H) 7. 42 (dd, 1H) , 5. 18 (m, 1H) ,
4. 86 (m, 2H) , 4. 29 (t, 1H) , 3. 96 (dd, 1H)

[0253]  SEiifhl 28 : (R)—3—(4-(2—(2— FIAEPY M —5- L ) Mg -5- 2 ) —3- 2R IE ) -5 %
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FRIEIEMeE —2— [l (LA 18) Iile%

[0254] 4 100 Zre b &9 10 ¥ T 5 T Wit . # 43 2w = = ZHZ A5
(diethylaminosul furtrifloride,DAST) F1 0. 078 ZFt = Z AW T, ARG HikE 24 /)
N o WR4e )T, WIS AR I S NTR G PR A, 15 BIFR 8L G 75 Z 5, R 75 % .

[0255] 'H NMR (DMSO-d,) &6 8.91 (s, 1H),8. 19 (m, 2H), 7. 74 (t, 1H) , 7. 66 (dd, 1H) 7. 49 (dd,
1H) , 5. 06 (m, 1H) , 4. 89 (m, 2H) , 4. 46 (s, 3H) , 4. 23 (t, 1H) , 3. 95 (dd, 1H)

[0256] S 29 : (S)-3-(4—(2- (kM —1- 3L ) MkmeE —5- 2% ) -3 AL ) -5 2 FFAENE
Mepe —2- FEEh IR R (A& 19) K&

[0257] ¥4 2.5 58 (S)—3—(4—(2— (KM —1- ZE ) MERE -5 & ) —3— JRAEE ) —2- AR 5 1E
Mk B PR L Bk s T 3. 4 22 TF AT 30. 6 ZZTFatiE b, 7RSSR R 2. 36 TR i 5
W AR 100°C T HEHE 10 /M. RIVIBEWIH LR LBEAHL, KRR 7K B8 73
BT RANE . BVUZBK I B sk an . W48 TS 7% B 4 8 o A i e af ot
BT VYRR T, FH AR IR IR FE 10 43 8h o H h bR s W 43 1 [ 4 B8 45 i, 1521
1 AR &9

[0258] 5 i 91 30 : (S)—3-(4-(4—(4,5- — A FE M —2-FL) ZKIL)-3- MK ) 2- &
R —5- BEM L I 4G (A& 11 1l

[0250]  f M 55 S {51 1 AH [F] (1) 22 BR ol &5 b i AL & 4, ASER A2, NN 4-(4,5- Z 2k
e —2- J ) — WA (S)-3-(4- =R fdk -3 JUREE ) —2- A% -5 WEmepe L L
LBREAE NI EL o

[0260] 'H NMR (DMSO-d,) & 8. 24 (m, 1H), 7. 96 (m, 2H) , 7. 62 (m, 4H) , 7. 45 (dd, 1H) , 4. 78 (m,
1H) , 4. 16 (t, 1H) , 3. 79 (dd, 1H) , 3. 41 (m, 2H) , 2. 32 (s, 3H) , 2. 10 (s, 3H) , 1. 83 (s, 3H)

[0261]  SEjAs) 31 : (S)-3—(4-(2— (4, 5~ —FIFEMe -2 JL ) MEmE —5- 2 ) -3— Ji 2L ) —2- 44
R —5- BEM eI I e (A& 15) 11

[0262]  f 5 S5 1 AH [F] 1) 20 BRI & b AL & W0, ASER A, TN 4-(4,5- — 2
M —2- J ) — WRILRE RN (S) -3— (4~ = FEEBIGESE —3- JARL ) —2— 484K -5 BEMp e 56
5= G NEE R o

[0263] 'H NMR(DMSO-d,) 6 8.81 (s, 1H),8.24(t,1H),8.07 (m,2H) , 7. 77 (t, 1H), 7. 62 (dd,
1H) ,7.45(dd, 1H) , 4. 78 (m, 1H) , 4. 18 (t, 1H) , 3. 79 (dd, LH) , 3. 42 (m, 2H) , 2. 35 (s, 3H) ,
2.12(s, 3H), 1. 84 (s, 3H)

[0264]  SEJffs] 32 : (S)-3-(4-(2-([1,2, 3] - =M -2 FL ) MEmE -5- 3% ) -3- | AL ) -2-
X —5- BEM IR I S WEi% (fLE4 25) (1)

[0265]  f f 55 S 49 1 AH [R] i 28 SR 5 bn AL & 0, AFE A, A 2-([1,2,3]- =
e —2- J ) -5 JRMEIEFE A (S) -3- (4~ —FEHFEE -3- TR ) —2- A -5 LEMpE L
oL SR NZ AR e kL .

[0266] 'H NMR(DMSO-d,) 68.74 (s, 1H),8. 24 (m, 2H),8. 19 (s, 2H) ,8. 11 (d, 1H), 7. 72 (t,
1H) ,7.64(dd, 1H) , 7. 45(dd, 1H) , 4. 79 (m, 1H) , 4. 18 (t, 1H), 3. 79 (dd, 1H) , 3. 43 (m, 2H) ,
1. 84 (s, 3H)

[0267]  SZfi 5] 33 : (S)-3-(4-(4-(4(S) - & 3 —4,5- & M —2- L ) 2K 3L )-3- H K
%) —2- AR -5 WEMep AL AL SR (AhE W 26) B
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[0268]  $2% L 55 S jathi] 1 AR [F] 20 BRI 4% bl A &5 40, AR A, I 4= (4.(S) — F F 2k 4,
b M —2- FE) - WARAEH] (S) -3- (4 =Bt -3- JARHE ) —2- S840 -5 Mgt
FE I CBEREAE R IR L

[0269] 'H NMR(DMSO-d;) 68.23(t, 1H),7.91(d,2H), 7. 62 (m,4H) , 7. 42 (dd, 1H) , 4. 82 (t,
1H) , 4. 78 (m, 1H) , 4. 41 (t, 1H) , 4. 28 (m, 2H) , 4. 16 (t, 1H) , 3. 79 (dd, 1H) , 3. 61 (m, 1H) ,
3. 48 (m, 1H) , 3. 43 (m, 2H) , 1. 84 (s, 3H)

[0270]  SEJifif 34 « (S)—3— (4 (4— UL AP AL -2 L ) 8L ) -3— JR L ) —2- AR —5- 1
W fe sk 2k CBEE (ALad) 31D [l

[0271] %M S 1 AR R 2D R 46 b AL B0, AR, TN 4= (4= 502 T 2
W —2- J ) WERAMEH] (S)-3-(4- = WG B —3- FORIL ) -2- 540 -5 WE M 5L 5L
LA IR R .

[0272]  'H NMR (DMSO-d;) 6 8. 25(t, 1H),8. 00(d, 2H) , 7. 67 (m, 4H) , 7. 44 (dd, 1H) , 4. 79 (m,
1H) , 4. 23 (s, 2H) » 4. 14 (t, 1H) , 3. 79(dd, 1H) , 3. 43 (m, 2H) , 1. 83 (s, 3H)

[0273]  SKilE ] 35 - (R) —3—(4—(4—(4— L FFEMEME —2— L) 2R3 ) -3- A3t ) —5-([1, 2,
3] =M —1- 2k ) FEENEMGE —2- B (L& 36) KOl

[0274] 4% 55 St 5] 1 AT IR 420 SRl 46 A AL 5 9 AN RTARAZ, IN 4= (4 F PR G
W 2 3% ) JRZHUEA (R) -3- (4= =AM Fedt -3 a3k ) -5-[1,2, 3] - =M —1- 5 -1
Wikt —2— MR AR kL .

[0275]  'H NMR (DMSO—d;) 6 8. 16 (s, 1H),8. 00(d, 2H) , 7. 75 (s, 1H) , 7. 64 (dd, 2H) , 7. 62 (¢,
1H),7.52(dd, 1H),7.48 (s, 1H) , 7. 36 (dd, 1H) , 5. 40 (t, 1H) , 5. 18 (m, 1H) , 4. 85 (d, 2H) ,
4.62 (d, 2H) , 4. 28 (t, 1H) , 3. 95 (dd, 1H)

[0276] 5% it Bi] 36 « (R) —3— (4= (4-(4- 2 & & W 46 FFY 56 Wk W —2- 3% ) SR 3% ) -3— U A
) —5-([1,2,3] =M —1- 3% ) FEENEMYGE —2- fid = CMREE (A& 37) [l %

[0277] %85S0 1 AH R D BRI b AL S, AR, A0 (R) -3- (4- (4-(4- &%
FRREIENE —2- S ) ORAL ) -3- REE ) -5-([1,2,3] =M —1- 3k ) FREENEMELE —2- By
MHVEL .

[0278]  'H NMR (DMSO-d,) 6 8.29 (s, 3H),8. 17 (s, 1H) ,8. 00 (d, 2H) , 7. 85 (s, 1H) , 7. 75 (s,
1H),7.69(dd, 2H) , 7. 67 (t, 1H) , 7. 55 (dd, 1H) , 7. 43 (dd, 1H) , 5. 36 (s, 2H) , 5. 19 (m, 1H) ,
4.86 (d, 2H) , 4. 28 (¢, 1H) , 4. 28 (t, 1H)

[0279]  SEJififi 37 « (R)—3- (4- (2— (2— AL VUM —5- FL ) WEE ) -5- F ) -3— JAEE ) —5-
HTHENEM G -2- W (LA 33) [l

[0280]  *Hf 400 Z& ve H1 S i 4] 24 55 — 20 HIAT B (R) -3—(4-(2—(2— F AL DY M -5 35 ) it
WE ) =5-Jk ) -3— JARIL ) -5 FRANESR T AENEMEE —2- MV T 10 27 Tl . e M
90 2= 30 F M IV, HHAE SR R HEHE 1R H SR SBEAE O, P /KRR K Bk 43
BRI UZ . APUZ BRI 8 TRk il HE IR AL, 1531 200 2 brdi it &
W, A 58%

[02811 'H NMR(CDCI,) 68.90 (s, 1H),8.29(d, 1H),8.04(d, 1H),7.61(dd, 1H), 7. 58(t,
1H),7.38(dd, 1H) , 4. 80 (m, 1H) , 4. 45 (s, 3H) , 4. 08 (t, 1H) , 3. 96 (dd, 1H) , 3. 67 (m, 2H) ,
3. 43 (s, 3H)
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[0282]  SJitifsl 38 : (R) —3— (4~ (2— (2 AL PYMe —5- F ) nikme ) -5- & ) —3- A IE ) -5- (N,
N- LI L ) BEMEE —2- Bl (4b&4 40) [l

[0283] K 100 2 b Hh S5 il 4] 24 55 — B 61T H) (R)-3-(4-(2-(2— ALY M —5- 28 ) 1t
g ) —5— 5 ) —3— I ) -5 FRETESA FALNEM T —2- BRIV T 5 =T —FE B, {E
TR TR 30 2 v i ER R ER NNV, IEAE 60°C RS BEEE 30 /NNt AR5 FH SR
CPEAE AT, FHZKRH Eh /K Bk o B S A ML o A8 A Gl de aliidd oK i v 31
WA N TSR E Y, 133 70 =Z5obr Btk &9, R 76 % .

[0284] 'H NMR(DMSO-d,) 6 8.91 (s, 1H),8. 19 (m, 2H) , 7. 76 (t, 1H) , 7. 65 (dd, 1H) , 7. 49 (dd,
1H) , 4. 98 (m, 1H) , 4. 63 (s, 3H) , 4. 27 (m, 3H) , 3. 94 (dd, 1H) , 2. 79 (s, 3H) , 2. 74 (s, 3H)

[0285]  SJitiff 39 : (S)-3-(4- (2- (2- FIFEPYME—5-J ) HiLme ) —5- 5 ) —3- k3L ) —-5-N-
TG L P ILEM T —2- [ (LA A1) 1%

[0286] K 200 2 ¢ FH 5L il 9] 24 25— B HITFH) R -3-(4-(2-(2- A AP M —5- 5L ) 1t
g ) —5— 3 ) —3- A IE ) -5 FHAELA T IEREMEE —2- BVE T 7 =FF PR P B+ . F
FIE TR 100 22 58 B i b R £ FT 240 Z SOt R E MBS, FFAE 80°C A HE 30 /)N
o SR)5 H R SR AU, FIK R B K Be s o B A HLUZ . AR e alia i
K i g B IR A A HUZ TS IR B, 19 31 80 Z i ks @54, IR 45%

[0287] 'H NMR(DMSO-d,) 6 8.91 (s, 1H),8. 18 (m, 2H) , 7. 73 (t, 1H) , 7. 66 (dd, 1H) , 7. 47 (dd,
1H), 7. 17 (m, 1H) , 4. 94 (m, LH) , 4. 46 (s, 3H) , 4. 25 (m, 3H) , 3. 85 (dd, 1H) , 2. 49 (d, 3H)

[0288] = il 4] 40 : (R)-3—(4-(2-(2— A & DY mg —5- Z& ) nf me )-5- %5 )-3- | K
H) -5 (L- N B ) PAREMEM: —2- Bl =R O th (& 42) Kkl &

[0280] R H] &5 Suitifs] 10 AH [R5 B & An AL G4, AR 22, 48 A BOC-L- A 2z AR
BOC- A F 4R

[02900] 'H NMR(DMSO-d,) 68.91 (s, 1H),8. 42 (s, 3H), 8. 20 (m, 2H) , 7. 75 (t, 1H) , 7. 67 (dd,
1H),7. 48 (dd, 1H) , 5. 05 (m, 1H) , 4. 61 (dd, LH) , 4. 46 (s, 3H) , 4. 41 (dd, 1H) , 4. 26 (t, 1H),
4. 18 (m, 1H) , 3. 96 (dd, 1H) , 1. 36 (d, 3H)

[0201]  SEJitifsl] 41 : (R) -3- (4- (2- (2— FIFEPYME —5- I ) AHbme -5- % ) —3- AL ) —5- (L4
MR ) IEREMEE —2- Bl 2R R (AL 43) %

[0292]  FSZHER 1 172 500 2254 A4 20 YA T-7K B I I N B e S b K s i s 1 v
W pH AEN 5, H 1R CREAEUKZ , SR 544 HH ER R VA1) S BRI 12 AN BIAALZE
o8 R VAR T R L, 153 200 = ROAR AL S, IR 46 % .

[02903] 'H NMR(DMSO-d,) 6 8.92 (s, 1H),8. 54 (bs,3H) ,8. 20 (m, 2H) , 7. 76 (t, LH) , 7. 65 (dd,
1H),7.49(dd, 1H),5. 04 (m, 1H) , 4. 58 (dd, LH) ,4. 46 (s, 3H) , 4. 41 (dd, 1H) ,4. 26 (t, 1H),
3.95(m, 2H) , 2. 17 (m, 1H) , 0. 97 (d, 3H) , 0. 94 (d, 3H)

[0204] St 42 : (R) -3- (4- (2- (2- FIZEPYME —5-J8 ) Hibme -5- %) -3- A ) -5-(L- N
MRS, ) IEREMpE —2- Bl bR Eh (LA 44) 1%

[0205] SR Siifs] 41 AR 0 SR H 2 bR @A A1), AN F )2 AL G4 42,

[02906] 'H NMR(DMSO-d,) 6 8.92 (s, 1H),8.52(bs,3H),8. 20 (m, 2H) , 7. 75 (t, 1H) , 7. 66 (dd,
1H),7.49(dd, 1H), 5. 05 (m, 1H) , 4. 60 (dd, LH) , 4. 46 (s, 3H) , 4. 41 (dd, 1H) , 4. 26 (t, 1H),
4. 18 (m, 1H) , 4. 00 (dd, 1H) , 1. 37 (d, 3H)
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[0207]  SEjiifhl] 43 : (R) —3—(4—(2—(2— ALY M —5- 3 ) nibiE —5- 5 ) —3— 3L ) -5— &
5 CBRA AEREMeGE —2- B bR R (LB 45) 1%

[0208] SR 5 Siifs] 41 AR 0 B E 2 bR A), AN A2, AL G4 12,

[0299] 'H NMR(DMSO-d,) & 8.91 (s, 1H),8. 48 (bs, 3H) , 8. 18 (m, 2H) , 7. 75 (t, 1H) , 7. 65 (dd,
1H),7.49(dd, 1H) , 5. 03 (m, 1H) , 4. 48 (m, 2H) , 4. 46 (s, 3H) , 4. 24 (t, 11), 3. 99 (dd, 1H) ,
3. 86 (m, 2H)

[0300]  SJitifhl] 44 : (S) —3— (4— (4— (4- FE I IEMEME —2— KL ) 2L -5 3k ) -3 k3L ) —2- 4
R -5 WEMepE L L 2R (AbE4 28) HIH &

[0301] SR 5 SEJti e 1 AH [R]85 SR 25 b5 AL & 40, AN RIS, A (S)-3-(4- =&
Bhpr It -3 FARIE ) —2- AR -5 NEM T I AL LW RV N AR R RN 4- (4- 72 R L e
M —2- ) - K,

[0302] 'H NMR(DMSO-d,) 8. 24 (t,1H),7.98(d,2H),7. 65 (m, 2H) , 7. 59 (m, 2H) , 7. 43 (s,
1H),7.41(dd, 1H) ,5. 40 (t, 1H) , 4. 79 (m, 1H) , 4. 63 (d, 2H) , 4. 16 (t, 1H) , 3. 79 (dd, 1H) ,
3. 43 (m, 2H) , 1. 84 (s, 3H)

[0303]  si jifi 4] 45 : (R)-3-(4-(2-(2— A & DY M —5- 55 ) nk wg ) -5 & )-3- 5| K
B -5 (L- B ) MREEM —2- Bl =R O h (& 46) HIH%&

[0304] R H] & SEhtifs] 10 AH [F] 8 B & AR AL G4, AR A2, 43 BOC-L- iz B i A
#& BOC- A LR o

[0305] 'H NMR(DMSO-d,) & 9. 25 (bs, 2H),8. 91 (s, 1H),8. 20 (m, 2H) , 7. 76 (t, 1H) , 7. 65 (dd,
1H),7.48(dd, 1H) , 5. 05 (m, LH) , 4. 57 (dd, 1H) , 4. 45 (s, 3H) , 4. 41 (dd, LH) , 4. 26 (t, 1H) ,
3.96 (dd, 1H) , 3. 23 (m, 2H) , 2. 21 (m, 1H) , 1. 92 (m, 3H)

[0306]  5E i ] 46 : (R)-3-(4-(2-(2- F & DY M —5- FL ) mik mg )-5- F& ) -3- /i K
5 ) -5 (L- iz BEa ) FAEnEmeke —2- fEhmR e (1b&W 47) il &

[0307]  RHAIE St 41 AHIR 2 3R 25 bn Ak &40, AR, [ AE ) 46,

[0308] 'H NMR(DMSO-d,) §9. 11 (bs,2H),8.91 (s, 1H),8. 20 (m, 2H) , 7. 76 (t, 1H) , 7. 65 (dd,
1H), 7. 49 (dd, 1H) , 5. 05 (m, LH) , 4. 55 (dd, 1H) , 4. 46 (s, 3H) , 4. 41 (dd, LH) , 4. 25 (t, 1H) ,
4.01(dd, 1H) , 3. 36 (m, 2H) , 2. 07 (m, LH) , 1. 89 (m, 3H)

[0309]  SEjfsl] 47 : (R) -3- (4-(2-(2- A& —[1,3,4] BE M —5-J% ) Mikmg ) —-5- 2 ) -3- %
TREE ) —h— F I LW P EENE M —2- H R E (4B 48) W&

[0310]  SRHI 5 Siifs] 41 AR IR0 SRS 2 b @A A, AN F A2, AL G4 27,

[0311] 'H NMR(DMSO-d,) 6 8.92(s, 1H),8. 48 (s,3H),8. 21 (s, 2H) , 7. 76 (t, 1H) , 7. 66 (dd,
1H),7.48(dd, 1H) , 5. 04 (m, 1H) , 4. 47 (m, 2H) , 4. 23 (t, 1H) , 3. 94 (m, 1H) , 3. 84 (d, 2H) ,
2.62 (s, 3H)

[0312] S il f4] 48 : (R)-3-(4-(2-(2— F¥ & DY M —5- &) nf g ) -5 & )-3- | K
F)-5-(B - NRBLE ) THREEMgE —2- Bl = LR Eh (LAY 49) [1HIH 4%

[0313]  RHI S SLtEfe] 10 AH [F] 5 B & br @Ak 54, AS[E A2, A3 BOC- B — P22 1M
ANJE BOC- H & LR -

[0314] 'H NMR(DMSO-d,) & 8.91 (s, 1H),8. 20 (m, 2H) , 7. 75 (t, 1H) , 7. 73 (bs, 3H) , 7. 68 (dd,
1H),7.48(dd, 1H) , 5. 02 (m, 1H) , 4. 46 (s, 3H) , 4. 36 (m, 2H) , 4. 26 (t, 1H) , 3. 93 (dd, 1H) ,

Ll
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3. 02 (m, 2H) , 2. 70 (t, 2H)

[0315] 5 il 4] 49 : (R)-3-(4-(2-(2- 7 & DY mg —5- 26 ) nf me )-5- %5 ) -3- | K
) -5 (B - NRBESA ) FIENEMLE —2- WiEhme s (HLa4 50) 1+

[0316] SR 5 Siifs] 41 AR 0 B H 2 bR Al 50 AN A2 AL G4 49,

[0317] 'H NMR(DMSO-d,) & 8.91 (s, 1H),8. 22 (m, 2H), 8. 11 (bs, 3H) , 7. 76 (t, 1H) , 7. 65 (dd,
1H),7.48(dd, 1H) , 5. 02 (m, 1H) , 4. 46 (s, 3H) , 4. 36 (m, 2H) , 4. 23 (t, 1H) , 3. 95 (m, 1H) ,
3.00 (m, 2H) , 2. 74 (t, 2H)

[0318]  SEjfsl 50 : (R)—3-(4-(2-(2- 2L -[1,3,4]- W& m —5- 3 ) nikie ) -5- 25 ) -3- L
FREE ) -5 (L- NS, ) WEEIEM G —2- Bl =/ M (tbaW 51) ikl

[0319] =R HI 5 St fh] 10 AH [F] (1) 20 BR 6l 2% br AL & 9, AS A )2, 48 AL &4 16 1
BOC-L- N2 .

[0320] 'H NMR(DMSO-d,) & 8.93(s,1H),8. 39 (bs, 3H),8. 21 (s, 2H) , 7. 76 (t, 1H) , 7. 68 (dd,
1H),7.49(dd, 1H) ,5. 04 (m, 1H) , 4. 61 (dd, 1H) , 4. 40 (dd, 1H) , 4. 28 (t, 1H) , 4. 18 (dd, 1H) ,
3.95(dd, 1H) , 2. 62 (s, 3H) , 1. 36 (d, 3H)

[0321] S 51 : (R)-3-(4-(2—-(2- FI2E -[1,3, 4] - M= mg —5- 3 ) nikig ) -5- 2 ) -3- 8
AKE) -5 (L~ TNEBEA ) FAENEM G —2- bR (1b&9) 52) &

[0322]  RH] 5 SEutifs] 41 AH R 2 R & bn @il &4, AR, G 51,

[0323] 'H NMR(DMSO-d,) & 8.93(s,1H),8. 61 (bs, 3H),8. 21 (s, 2H), 7. 76 (t, 1H) , 7. 65 (dd,
1H), 7. 49 (dd, 1H) , 5. 05 (m, LH) , 4. 58 (dd, 1H) , 4. 39 (dd, 1H) , 4. 25 (t, LH) , 4. 12 (m, 1H) ,
4. 00 (dd, 1H) , 2. 62 (s, 3H) , 1. 36 (d, 3H)

[0324]  SEZjffsl] 52 : (R)-3—(4-(2—-(2- 2L -1, 3, 4] - W@ mg —5-FL ) mikig ) —5- 2 ) -3— 98
ZRHE ) -5 (L- S, ) MIENEM G —2- i = MR Eh (fb&4 53) 1%

[0325] SR H] 5 S 5] 10 AH [F] () 2 B % bl AL & 40, AS AR 52, A8 AL & ) 16 il
BOC-L- £ % % .

[0326] 'H NMR(DMSO-d,) & 8.93 (s, 1H) 8. 40 (bs, 3H) , 8. 21 (s, 2H) , 7. 75 (t, 1H) , 7. 68 (dd,
1H), 7. 48(dd, 1H) , 5. 04 (m, LH) , 4. 62 (dd, 1H) , 4. 40 (dd, 1H) , 4. 26 (t, LH) , 3. 99 (d, 1H) ,
3.92(dd, 1H) , 2. 62 (s, 3H) , 2. 12 (m, 1H) , 0. 97 (d, 3H) , 0. 94 (d, 3H)

[0327]  SEjifsl] 53 : (R) -3— (4~ (2-(2- A& —[1,3,4] BE M —5-J% ) Mikmg ) -5- 2 ) -3- %
I ) -5 (L G B ) FAENEMEGE —2- M bR EE (1b&W) 54) &

[0328]  RHI & Sitifs] 41 AHIRI 2 BR 2 br @ik &4, AR, [ HALE ) 53,

[0329] 'H NMR(DMSO-d,) & 8.93(s,1H),8. 60 (bs, 3H) ,8. 21 (s, 2H) , 7. 75 (t, 1H) , 7. 67 (dd,
1H),7.49(dd, 1H) , 5. 04 (m, LH) , 4. 58 (dd, 1H) , 4. 42 (dd, 1H) , 4. 26 (t, LH) , 3. 92 (m, 1H) ,
2.62(s,3H),2.12(m, 1H) ,0. 97 (d, 3H) , 0. 94 (d, 3H)

[0330]  SEjfsl] 54 : (R)-3-(4-(2—-(2- 2L -[1,3,4]- M= mg —5- 3 ) mikig ) -5- 2 ) -3- 8
ZRHE ) b (L- S, ) MIEIEME —2- Bl =/ s (b5 55) HIkl%&

[0331] >R HI 55 SEati e 10 AH 7] () 20 B8 ) 2% b Ak & 9, A A )2, 48 AL &4 16
BOC-L- il 21 -

[0332] 'H NMR(DMSO-d,) & 9. 20 (bs, 2H),8.93 (s, 1H),8. 21 (s, 2H), 7. 77 (t, 1H) , 7. 66 (dd,
1H),7.50(dd, 1H) , 5. 04 (m, LH) , 4. 59 (dd, 1H) , 4. 43 (m, 2H) , 4. 26 (t, 1H) , 3. 96 (dd, 1H) ,
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3.21 (m, 2H) , 2. 62 (s, 3H) , 2. 21 (m, 1H) , 1. 95 (m, 1H) , 1. 89 (m, 2H)

[0333]  sEjtifhl 55 : (R) —3- (4 (2 (2- 3L 1,3, 4] BEmg —5-J& ) nikig ) -5- 58 ) -3 &
AR ) -5 (L- I BEA ) FIEREMele —2- Wi ZhmREh (1G4 56) il &

[0334] SR 5 Siifs] 41 AR 0 B E 2 bR AL A0 ANE A2 AL G4 55,

[0335] 'H NMR(DMSO-d,) 69. 18 (bs,2H),8.93 (s, 1H),8. 21 (s, 2H) , 7. 76 (t, 1H) , 7. 65 (dd,
1H),7.49(dd, 1H),5. 05 (m, 1H) , 4. 57 (dd, LH) , 4. 43 (m, 2H) , 4. 26 (t, 1H) , 4. 00 (dd, 1H) ,
3.21 (m, 2H) , 2. 62 (s, 3H) , 2. 21 (m, 1H) , 1. 95 (m, 1H) , 1. 89 (m, 2H)

[0336]  SEJitiffl] 56 : (R) —3— (4—(2- (2 L 1,3, 4] - BE M —5- 3% ) mifme ) -5- 3% ) —3- 4
HHE)-5-(B - HABEE ) FEEME: —2- il =M (& 57) k&

[0337] SR H] 55 S5 10 A8 [F) (1) 20 3R 2% b AL & 0, AN AR 2, A8 AL &) 16 1
BOC- B - W& R

[0338] 'H NMR(DMSO-d,) 68.92(s,1H),8. 21 (s,2H),7. 88 (bs,3H) , 7. 76 (t, LH) , 7. 68 (dd,
1H) ,7.49(dd, 1H) ,5. 02 (m, LH) , 4. 36 (m, 2H) , 4. 25 (t, 1H) , 3. 94 (dd, LH) , 3. 03 (m, 2H) ,
2.70(t,2H) , 2. 62 (s, 3H)

[0339]  sEjitiffl 57 : (R)—3- (4 (2—-(2— 3L 1,3, 4] BE W —5-J& ) nikme ) -5- 5 ) -3 &
KE) -5 (B - NABEA ) FEEMLE —2- Bl IR EL (1b&4) 58) Ml

[0340]  SRH]5Siifs] 41 AHIRI D SRS 2 bR @A A1), ANF A2, AL G4 57,

[0341]  'H NMR(DMSO-d,) 6 8.92 (s, 1H),8. 21 (s, 2H) ,8. 08 (bs,3H) , 7. 76 (t, LH) , 7. 68 (dd,
1H) , 7. 49 (dd, 1H) , 5. 02 (m, LH) , 4. 36 (m, 2H) , 4. 25 (t, 1H) , 3. 96 (dd, LH) , 3. 00 (m, 2H) ,
2. 71 (t,2H) , 2. 62 (s, 3H)

[0342]  SEZ it 4] 58 : B —[(R) —[3—(4—(2—(2— FF 2 Y mg —5- & ) nb we —5— 2 ) —-3— 5L K
) -2- AR S MEMp e L ] R ] BRI (kAW 72) A (R)-[3-(4-(2-(2- B E Y
e —5— 55 ) MERE —5- Fk ) —3— AL ) —2— SN -5 WEMRGE L 1 LR — 8 (L&) 59)
() 1l 4%

[0343] 1.5

[0344] % 1 5eALG 10 ¥ T 10 Z2FHEAH R (PUERER - & F =1 . D P, 7E
V0.6 g VUM 2. 3 v XU T I = N B e Z (di-tetrabuthyldiisoprophylpho
sphoamidite) JIAH T IFAESE FHiFE 15 /Mt RNVIREWA RS -78°C, IIN 0.7 3¢
[ Gt 2 R I i 2 /i RONIREWBRE 2 DG, RNIBEYTHRE R . ¥R
BRI R NRE D . TR BR UM B R EVEN AN b K Ui 2 8 B A3 A WL)Z W B K L it
HELASIRYE, b 5 A i Al R3] 0. 71 75 (R)—-[3- (4- (2 (2- MZEPYme —5- FE)
MEmE —5- & ) -3 FREE ) —2- AR -5 WEMppr it ] AR AL (Y T 2508 ) , R 71 %
[0345] 'H NMR(DMSO-d,) 6 8.90 (s, 1H),8. 18 (m, 2H) , 7. 74 (t, 1H) , 7. 68 (dd, 1H) , 7. 49 (dd,
1H) ,4. 98 (m, LH) ,4. 46 (s, 3H) , 4. 23 (t, IH) , 4. 18 (m, 1H) , 4. 09 (m, 1H) , 3. 89 (dd, 1H) ,
1.39(s,9H) , 1. 38 (s, 9H)

[0346] Kt LA iAHIS I b AV T P EER G RS, ARG EEE T ¥ 3.4 =7
Al (0.3 FE/R / FHREEASTE ) NG DikE 10 /N W46 i NAIR G IS 7% B -
Wk B g ok g, FHIERTE 300 VAR S (AhE 59) .

[0347] 'H NMR(D,0) & 8. 27 (s, IH),7.56 (dd,2H) , 7. 06 (m, 2H) , 6. 90 (m, 1H) , 4. 79 (m, 1H) ,
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4.63 (s, 3H),3.90 (m, 4H)

[0348] 2.3 I

[0349] HEE—DHIFHALAEY 0.7 3%) BT 30 2 —HF k. EERTH 15 2T
R ORI 1N B RNTR SV B SR YE, SIS Y. YA
LTRSS i, 133 400 Z 5 —[(R) - [3-(4-(2— (2 FZEPUME —5- F% ) nibme —5- %5 ) -3- 5
AR ) —2- AR -5 BEMpE AL ] AL ] BRI (AbE T2) .

[0350] 'H NMR (DMSO-dy) 6 8.92(s, 1H),8.20(m, 2H),7.74(t, 1H),7.66(dd, 1H),
7. 500 (dd, 1H) , 4. 95 (m, 1H) , 4. 46 (s, 3H) , 4. 21 (t, 1H) , 4. 05 (m, 2H) , 3. 91 (dd, 1H)

[0351]  SEjfs] 59 : (R) —[3—(4-(2—-(2- & —[1,3,4]-BE =M —5-FL ) nikme —5- 255 ) -3- 7
ARHE ) —2- AR -5 NEMegE AL 1 FEEEER — 8 (159 60) K&

[0352] I FHRAL T 5Lt 58 175 AT AL G4 16 Hl 25 hn AL &4

[0353] 'H NMR (D,0) 88.33(s,1H),7.65(dd,2H),7. 17 (m, 2H) , 6. 90 (m, 1H) , 4. 79 (m, 1H) ,
4.63(s,3H),3.94(t, 1H), 3. 78 (m, 3H)

[0354]  SEjfh) 60 : (R) —3—(4—(2—(1— ALY M —5- 3% ) nbme —5- 55 ) -3— JRacdt ) -5- %
FRIEIEMe e —2— ] (ALA4 61) Il

[0355] I AHZRALF st fol 1 17 AL A 2- (- FEEDY Mg -5 3L ) —5— JRALIE il %4 A5l Ak
=r/R

[0356] 'H NMR (DMSO-d,) 6 8. 98 (s, 1H),8. 30 (m,2H),7. 75 (m, 2H) , 7. 53 (dd, 1H) , 5. 25 (t,
1) ,4. 76 (m, 1H) , 4. 44 (s, 3H) , 4. 14 (t, 1H) , 3. 89 (dd, 1H) , 3. 69 (m, 1H) , 3. 58 (m, 1H)

[0357]  SEjiifsl) 61 : (R) —3—(4—(2—(1— ALY M —5- 3% ) nmbie —5- 5 ) -3 Jacdt ) -5- 2
J OB R I NEMEE —2— lid — 3 SR ER (ALGH 62) HIiles

[0358] A FHEANTF- 2 ts) 10 )77 XAEH 2- (1— R FE PO me —5— 3% ) —5— YRNHLIE il 2% br Ak,
Ex/P

[0359] 'H NMR(DMSO-d,) 6 8.95(s, 1H),8. 20 (s,3H),8. 19 (m,2H),7.80(t, 1H),7.69(dd,
1H),7.49(dd, 1H) ,5. 00 (m, 1H) , 4. 46 (m, 2H) , 4. 45 (s, 3H) , 4. 24 (t, 1H) , 3. 92 (dd, 1H) ,
3. 90 (s, 2H)

[0360]  SEjifsl] 62 : (R) —3—(4—(2—(1— FEZEPYmME: —5- 38 ) nbieE —5- 25 ) -3 AR ) -5 &
J CWRAR TR EEEME G —2— Wi EhER 2 (LG4 63) IHil#s

[0361]  FIFH2RAL T st 5] 43 177 AL 2— (1— FRFE UM —5— ) —5— YRALIE il 25 bR AL
“We

[0362] 'H NMR (DMSO-d;) & 8. 95 (s, 1H),8.50(bs,3H),8. 21 (m, 2H) , 7. 80 (t, 1H) , 7. 65 (dd,
1H),7.49(dd, 1H) , 5. 03 (m, 1H) , 4. 48 (m, 2H) , 4. 43 (s, 3H) , 4. 24 (t, 1H) , 3. 99 (dd, 1H) ,
3. 86 (m, 2H)

[0363]  SEjfs] 63 : (R) —3— (4 (2— (1 FAZEPUMe —5- 3L ) nibmg —5-3% ) —3-J R ) -5-(L- A
AR ) FIENEMEGE -2l = OTRER (ALEH 64) HUle&

[0364] Al HH2RAL T st f5] 40 177 AL 2— (1 FRFE UM —5- ) —5— VRALIE il 25 bR 4L
“We

[0365] 'H NMR (DMSO-dg) 6 8. 95 (s, 1H),8. 43 (s, 3H),8. 25 (m, 2H) , 7. 77 (t, 1H) , 7. 68 (dd,
1H) ,7.48(dd, 1H) ,5.05(m, 1H) , 4. 63(dd, 1H) , 4. 44 (s, 3H) , 4. 42 (dd, 1H) , 4. 24 (t, 1H) ,
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4. 18 (m, 1H) , 3. 98 (dd, 1H) , 1. 36 (d, 3H)

[0366]  SEiiifs] 64 : (R) -3 (4— (2— (1- FIAEPYMe —5- k) nibwE 65—k ) -3 A 2E ) -5-(L- T4
) FIENEMEGE —2- W EhER 2 (L5 65) I+

[0367] I FHRAL T 52 ] 42 177 XA 2— (1- B PYME —5— 58 ) —5- Wt ) 45 b 4k
EW o

[0368] 'H NMR(DMSO-d,) & 8.95(s, 1H),8. 53 (bs,3H),8. 24 (m, 2H) , 7. 77 (¢, 1H) , 7. 67 (dd,
1H),7.49(dd, 1H), 5. 05 (m, 1H) , 4. 60 (dd, 1H) , 4. 43 (s, 3H) , 4. 42 (dd, 1H) , 4. 26 (t, 1H) ,
4. 20 (m, 1H) , 4. 00 (dd, 1H) , 1. 37 (d, 3H)

[0369]  Sijifs] 65 : (R) —3— (4— (2— (1— A ZEPUMe —5- 3L ) nibmg —5-3% ) —3- F AR ZE ) —5- (L- 43l
A ) FEEREME —2- B = SR EE ((LA 66) Hifl#%

[0370]  FIFHZRARLTsLEE] 11 577 AT 2- (1- FEE DY M —5- 55 ) -5 IR e il £ A5 @ik
=x/B

[0371]1 'H NMR (DMSO-d,) & 8. 95 (s, 1H), 8. 42(s,3H), 8. 25 (m, 2H) , 7. 79 (t, 1), 7. 70 (dd,
1H),7.48(dd, 1H), 5. 05 (m, 1H) , 4. 64 (dd, 1H) , 4. 44 (s, 3H) , 4. 43 (dd, 1H) , 4. 30 (t, 1H) ,
4.01(d, 1H), 3. 93 (dd, 1H) , 2. 14 (m, 1H) , 0. 98 (d, 3H) , 0. 95 (d, 3H)

[0372]  SEjifs] 66 : (R) —3— (4 (2— (1— A ZEPUMe —5- 3L ) ibmg —5-3% ) —3- JoRIE ) —5- (L- 43l
A ) FPEVEME —2- B EhER £ (LA 67) Iles

[0373] I FHZBAL T 92 ] 41 (77 A% 2— (1- B PY M —5— JL ) —5— Rt ) 45 A 4k
“We

[0374] 'H NMR(DMSO-d,) & 8.94 (s, 1H),8. 57 (bs, 3H), 8. 22 (m, 2H) , 7. 79 (t, 1H) , 7. 67 (dd,
1H),7.49(dd, 1H), 5. 04 (m, 1H) , 4. 59 (dd, 1H) , 4. 43 (s, 3H) , 4. 41 (dd, 1H) , 4. 27 (t, 1H) ,
3.99 (m, 2H) , 2. 17 (m, 1H) , 0. 97 (d, 3H) , 0. 94 (d, 3H)

[0375]  SE Jiti 1 67 : (R)-3-(4-(2-(1- A Z& DY M —5— Z& ) mE me —5- 2% ) -3- Jil &
55 )-5-(B - NZABEE ) FAENEMpE —2- B =S LR E: (&4 68) [Hiil&

[0376] A AL Tt 48 17 AT 2— (1- FZE DY M —5- 2 ) -5 YR e il £ A% @ik
=x/B

[0377]1 'H NMR(DMSO-d,) & 8.94 (s, 1H),8. 24 (m, 2H) , 7. 77 (t, 1H) , 7. 73 (bs, 3H) , 7. 70 (dd,
1H),7.49 (dd, 1H) ,5. 02 (m, 1H) , 4. 44 (s, 3H) , 4. 36 (m, 2H) , 4. 27 (t, 1H) , 3. 93 (dd, 1H) ,
3. 05 (m, 2H) , 2. 70 (t, 2H)

[0378]  =E Jifi 4] 68 : (R)-3-(4-(2-(1- A Z& PU Mg —5- £ ) nfb mg —-5- gL )-3- & K
) -5-(B - NREBEE ) FAEREME -2- B EhER . (b5 69) H &

[0379] I FHZBAL T 92 ] 49 177 A% 2— (1- FREE DY Me —5— 58 ) —5— Rt ) 45 A 4k
“o

[0380] 'H NMR(DMSO-d,) & 8. 96 (s, 1H), 8. 25 (m, 2H) , 8. 13 (bs, 3H) , 7. 79 (t, 1H) , 7. 66 (dd,
1H) , 7. 48 (dd, 1H),5. 02 (m, 1H) , 4. 43 (s, 3H) , 4. 36 (m, 2H) , 4. 25 (t, 1H) , 3. 97 (m, LH) ,
3. 01 (m, 2H) , 2. 74 (t, 2H)

[0381] S it 4] 69 : B —[ (R) —[3—(4-(2—(1— FF 2% PU Mg —5- L ) b mg —5- 2% ) -3— il <
F)2- AR S-TEMe L L ] AR ] BE IR (A& 73) A (R -[3-(4-(2-(1- A2 1Y
e —5-Fik ) MERE —5- JE ) —3— GRSt ) —2— 4K -5 MEMERE It ] LR 8 (f&H 70)
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Fi) il 2%

[0382] 1.ZF—F

[0383] | H 2E AL T 5 i 451 58 i 77 AT H AL & 4 61 il % (R)—-[3-(4-(2-(1- F1 5 Y
e —5— &) HEIE —5- 2k ) —3— FAREE ) —2— AN -5 WEMebe Rt ] BB XY ] s

[0384] 'H NMR(DMSO-d,) & 8.94 (s, 1H),8. 20 (m, 2H) , 7. 78 (t, 1H) , 7. 68 (dd, 1H) , 7. 49 (dd,
1H) ,4.98(m, 1H) ,4. 44 (s, 3H) ,4. 21 (t, 1H) ,4. 18 (m, 1H) ,4. 10 (m, 1H) , 3. 89 (dd, 1H) ,
1.39(s,9H), 1. 38 (s, 9H)

[0385] 2.3 4

[0386] | I 28 4B T~ = Jiti 441 58 (¥ 77 X AE H 28 — 28 1 49 10 4 & 4 i & 400 =
B[R -[3-(4-2-(1—- FEEPYme —5- 55 ) nibie —5— 2% ) —3— FHAREE ) —2- 44X -5 TEMek
5] PE ] R (hEWT3) .

[0387]  'H NMR (DMSO—d,) 8 8.95 (s, 1), 8. 23 (m, 211) , 7. 76 (t, 1) , 7. 66 (dd, 11 ,
7.500(dd, 1H) , 4. 95 (m, 1H) , 4. 44 (s, 3H) , 4. 21 (t, 1H) , 4. 05 (m, 2H) , 3. 91 (dd, 1H)

[0388] M HSRALTSLifs] 58 1177 Xl & An itk &4 (A5 70) .

[0389] 'H NMR (D,0) 88.29 (s, 1H),7.60(dd,2H), 7. 10 (m, 2H) , 6. 90 (m, 1H) , 4. 79 (m, 1H) ,
4. 60 (s, 3H) , 3. 90 (m, 4H)

[0390]  SEjiifs] 70 « (R) —3—(4—(2— (1- AL PUMe —5- L) nbie —5- 55 ) —3— 4t ) —-5- (L1,
2,3]- =M —1- 5% ) FIENEMGE —2- Wi (A& T (K&

[0391]  FFHSRALT- 5Lt 24 177 AT AL G4 61 il 25 b AL &4 o

[0392] 'H NMR (DMSO-dg) 6 8.95(s, 1H),8. 21 (m,3H),7.77 (s, 1H),7.75(t, 1H) , 7. 59 (dd,
1H) 7. 42(dd, 1H) ,5. 22 (m, 1H) , 4. 86 (m, 2H) , 4. 44 (s, 3H) , 4. 31 (t, 1H) , 3. 98 (dd, 1H)

[0393]  SEEG Sl | <44 PN T B TG Tk VP4l

[0394] & 1 INAKIEMedE M 7 A= Bt B s 1t » M A Chemotheraphy, 29 (1), 76, (1981)
R 1) 75 ) B IR AR IS VRO B4 Y — R R R B R e (ORI A 2K (MRSA) R 7
T RWEERE (VRE) 75 W BP0 127 A S NI B (MICy, $08 / 2T ) o A5
Pharmacia & Upjohn Inc. HIXTR T30 3 1) Zyvox YEAXTIE . Z5HUTTNE 2 FioR,

[0395] % 2

[0396]
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WEY | BAMFEIRE (MICsy, WOa/ZH) e | BmAIFIRE (MICs, WH/ZF)
MRSA VRE MRSA VRE
Zyvox 2 2 37 0.5 0.5
1 1 0.25 38 0.5 1
2 0.5 0.125 39 1 1
3 0.25 0.25 40 4 8
4 2 2 41 4 8
5 0.5 0.25 2 0.5 0.25
6 NA NA 43 0.5 0.25
7 0.5 0.5 44 0.5 0.25
8 16 16 45 0.5 0.25
9 0.25 0.125 46 05 0.25
10 0.5 025 A7 0.5 0.25
i1 0.5 0.25 48 0.5 1
2 05 0.25 49 05 0.25
13 0.5 0.25 50 05 0.25
14 0.25 025 51 0.5 T
15 1 1 52 0.5 1
16 05 1 53 0.5 1
17 1 1 54 0.5 1
18 1 2 55 05 1
19 32 Ep) 56 0.5 1
20 05 025 57 05 1
21 1 1 58 0.5 1
2 1 1 59 0.5 025
23 2 60 0.5 1
24 05 0.5 61 05 0.5
25 0.25 0.125 62 0.5 025
26 05 0.5 63 0.5 0.25
27 05 1 64 05 025
28 0.5 0.5 65 0.5 0.5
20 0.5 1 66 0.5 0.25
30 05 0.5 67 0.5 0.25
31 0.5 0.5 68 05 0.5
32 0.5 1 69 0.5 0.25
33 2 2 70 0.5 0.5
34 1 1 7l 0.5 0.125
35 1 1 7 32 3
36 0.5 0.5 73 32 32
NA: Rl
MRSA: M -HFEEFXETEREEOHERE
VRE: i} &R HiEeke

[0397] WK 2 fow, RS AR AT A IR AR T Zyvox, Ak B AT A%t iy — AR
ERHEHEREHOHAIRE MRSA) MY &= WIEIKE (VRE) Bos &8 K5 pE i

szjjo PR, Ak B 4k S 4T LR DT AE R

[0398]  SEG S 2 AR MEVEAS

[0399] 4 T IRAA K BART AV FIEEAENE, F T IREEATSE88 . BA R IRT A AR

200 T2 TR A ARSI B RE 2 43 8. BT IR LSRRIV E (turbidity) o

[0400] YT AEMR SEAREREIT B 50 T ZE MK I AN A, 2R 5 F Bk o7 S0P Al

(R T, LR ISV I3 e A8 R

[0401] 25— V0K 2 22 S AT BN N ZE AR K P I 58 SV R I, Y TRARE 5 AR R

N 2 Z e T, IR G BT PIRAS o AN WIHIRT DI 5 IR, SR 5 VRl E R
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o M B3I E R = AT R VPG S RO I {E. PIME IR 3 P,

[0402] &3

[0403]
&Y VRS s VR
Lyvox 3=/ =t 51 > 50 &5 /ST
10 10 5e / 2T+ 52 > 50 25 / =TF
12 28 &y / BTt 53 30. 3 25 / =t
16 20 e / =Tt 54 2.9 25w / =Ft
20 4.7 =5 /) =Tt 55 ESVE S
27 > 50 25 / =TT 56 > 50 &5 /=TI
42 > 50 25 / ZJT 57 > 50 &7 / =Ft+
43 4.2 %250 /2Tt 58 5.5 % / =t
44 > 50 25 / =TT 59 > 50 &5 /2=
45 12 25 / 2Tt 60 > 50 &= / =ZTf
46 <1.83 %=/ ZTF| 62 8 = / =If
a7 2 25/ ZJt 64 > 50 =5 / =TT
48 > 50 2 / =Tt 66 4.7 %75/ =Tt
49 2.6 =3 / %It 68 2.6 %5 / &It
50 20. 4 %5 / =Tt 70 > 50 % / =F

[0404]  WI5R 3 7R, 5 Zyvox (3 =3¢ / ZJt) FLAW 10 (10 v / =T ) IR AH
Le, fTAEDI TR 25 A 42 ISR S T (KT 50 =5 / ZF ) o

[0405]  [KIuth, A s BHIRIAT A0 il i 0 AR 43R0, W AR R AR R e o 50T AR il
TSN, W] LAIRAS 5 AT A il o

[0406] SIS SR 3 B RT AP/ B RS 25 1R 2 B R

[0407]  MIA R AL G S R, BT T IR SEE .

[0408] K 1% ANFEFILA4ER S 200 27 ik H HALAY 10.12.16.17.20.22.24 F1 27
AR A B — MR-G5 K ICR /N2 (5 K, HiEME, /A 20 52 +2 sa /LD .
SRIEMEE 2 J J5 M EOE 3 R ER G, DL e i /D E2EE Minimum Lethal Dose, MLD,
2y / T3 ). {#H Pharmacia& Upjohn Inc ] Zyvox {ERNXIHE. iR UK 4 Prox.
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[0409]
[0410]

[0411]
k.
[0412]
[0413]
[0414]
[0415]
[0416]
[0417]
[0418]
[0419]

[0420]
[0421]
[0422]

* 4
&) BN E (MLD, 257 / T35 )
Zyvox > 1000
10 > 1000
12 > 1000
16 > 1000
17 > 1000
20 > 1000
22 > 1000
24 > 1000
27 > 1000
A7 28 AR AR A L I N T B A A B EIE I R A R W4 &

R 4, Ak A AW BA DR PR N, BT EE.
SEHEGIEC TT 29 A I 2%

LR 5 ) 4

BEMERRTAEY) 2 %

FLBE 1%

¥ EIRVIENR G, ARSI G AR B0 B, DUk 7 o

2 I 2%

IR L BT A 500 Z 37,

B SV 100 5%

FL¥E 100 ER

TR mR ek 2ER
 LIREHE A, RIS FERRG I TR VAR A B R
3 REE %
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WMWY 500
EE ST 100 2 3¢
I 100 Z3%
tE IR Bk 2 ETT

[0423] ¥ FRWRNES IFE L O 7 R TR A E 78 3 B i e FE A i kIR FE
[0424] 4 VFEIFIAHI%%

[0425] WM ER {7440 500 Z 5,
[0426]  FrAxER £k 2% 5l fREF pH 4y 3.5
[0427] %5254 & Jaa

[0428]  RPWEMEGERR FT AP0 AT BRIR B i A7 R IR A1 2 B HE 78 B P TR BN 20 22718
/M SR A FHER IR 2 o R TR G W e T S R 28 MK b I A8 AT VR B A S @ R AR
PRI R o
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