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& E2Y A =) g )
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67
[0107]  fEFK1h, ‘Ac’ FoRBEE, ‘TFON’ RR=MLIR .
[0108]  J4b , KBRS 7 fil 46 b T L BRI BT A M0 0 T R 5 L 7
[0109]  <Jmizlil>

[0110]
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Ry 0, Ry (o]

1 )LO %o (Z5Sn), %, Z;SnH ' Yo

NAN-oH Ao D N A on
Ri I Ry
- Ra .
Brg
A @_(\x} o A _ °>\\O BOC %/, H'
4
. ( "
Pd e A @ \—7 O AN SRR
4 R
Vv

Rs 'Ry Q
_ -
(% Y%
Ra A1
]
[ot11]  FE BRI, 2R R R N 1A ke 38 , X R Ry R ReRIRa 71 1 H BT s 3L, Y
TN
[0112] AR AR BH , WMt o R A A2 4 (%) 1) 46 T 58« FH i 35 i B R L e e
TAEM (D KR ERMER T, IR ATED (I11) GPERL)
[0113] AR Ekelt (stanny ) BURATAEM (LT B 2 5+ (), BOERATEM (1V) G IR
2);
[0114]  AHfFAN (1IV) 5 H IR BURLE AR 1 L e BOR EAT AR, ATE B A I e PR R
IR BERR AT A (V) GPEE3) s LK
[0115]  AHfF AN (V) 5 B AR HEN R EEBR N, 28 J5 5 8 SR , B I B 25 AR 3 HE AR i
XTRLT AL S PIG  , BUE AT AR (V) SRR ER SN , 98 J5 5 4 JE #h S L, FH I Rk
BT E IR E GEIRY) .
(01161  FE D YR 1 rh , 32 FY S be R () A A2 4 (1 1) W] DB Rk 7 v 1 0 5 12 5 1
A DAALHE B A A R SE U R B 1 &2 , IR Z UL &) 57T R 48 /K H IS 75 SR Ak 1
TR, BT BRAT A (11) o 1ZBRBREE 1 7] LA IR I N S )45, Dt Firdk 2 s m] DA K
IE TR AT R BT R S, WA AE T I AN i VAR R A IR JE N2 -T8°CAE
SR T AT
[0117] DR 2 M 2 I F AR e MR 7 BT AR (1D R 2R B+ a4
i 2R SR BRI, B s S A e mT BAIE L E =8 T I — &AL (TCT) B = M L BR R #h DA
BN S
[0118]  DRR2& I I N BALFIERTAED) (111) 57XF A 4 (hexamethylditin) B =
TEEMNWE (tributyltin hydride) N, UERATAED (TV) , Horp fllJiF B = R 8k 5
B =T e A EUAR AR AL AT LLERE S (R AR (TT) W DY (= 2R B8 ) 42 (0) & A
e B BR2AEFETNL , 4— e . FR L FR e L DU G0k IR L 1— R -2 - Ik g e R 25, 98 B R 24
90-150°CHI 26 NI4T
[0119]  JPIRIMEAENTAEY (1V) SRFEBULNE I B A R AW [ BLFEAT , DL Ik
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TE AT (V) o 722 BR3P s I AR A8 AL 1) AT LA 5 A2 SR 2 b AR A AL R AR R] o 22 BR3P0 AE
VTN S TR B 1 - R -2 e A L R N 4 100-120°C R #EAT

[0120] PRI AEATAE A (V) b5 Hor U BT B e Ak 3R O i — P Jig 4 - —
SR FEMEE R I S L IR I BLIEAT , FH T B A 2 AT AR (1) o SR ] AR A &
MR VREE TR HETR e AR o A R R R TN 2 L B-TH R S R I T B dE —
P e o 1 R -2 i e S o DRI AR O S S S I AT AR A (V) 5 S SR R ) e B2 i 3t A %
W BiEE 295/ BL B AT

[0121]  FrA4 (V) MR (MR 545 58 R A0 =9 L BRI N, DABE 26 OR 7 L[] o 5 7
FIMIR GV R G IR A W45 &, B I IRAS AT RT3 L W R e B A7 AR 01 6 o e 15 450
I E R I BT AR (V) A e B E A 2 I T 292/ A BT

[0122]  m] DAIRAF I AE A7 B R B Ra B AT IR HH AT Bk TR 2 5nTr 643K
NURATEMI & AT E T ARG YE N (S)-3-(4- = B -3 ) 2448
BT e B B L 2 Bt i , 1277V AEW00194342 R AT T IR .

[0123] bk, fTAEY) (1) B IR B 45 J@ #h T DA I ko1 HY B S A A S I N 3103 77 o
B CEESE A G IR A A A s AT A M (V) IS A = R IR R B = L R T IR
B I BES S (phosphorus oxy chloride) J7E %R T HHE LI 12/ 45  BERR R <5 J
AT LIE I DA PR AR DG AT A (V) 5 VU MERIR K it 47 (amidi te) fiTAEMEZEIR TR
N s S ARG AL B0 s A R Ge B IR B AT A4 5 A3 SR B R 25 be 2 , HH TG T IR B 117 AE
Whs Frad BRI IE N SRR AT A M A R IR R 4 SR

[0124] g — D, A et 1 5 A BT 20 L g e e B A7 A A T4 =25
HEW .

[0125] 2R BH (WM e BT AR o O T B T i A R T B R S M & 3K
(methicillin-resistant Staphylococcus aureus,MRSA) LA Kt /i 5 & 2= R 1H
(vancomycin resiatant Enterococci,VRE)EAG FIHING P FILEAH Gk ek fEAR N B f
FEXT L S R A0 B v 1

[0126] 3t — D Hh , A & B 10 A7 A 4 v DL JE 7R A B0 46 B 25 IQBH MR B o A &) BR
(Staphylococi) J7i8 BKE (Enterococci ) FIBEERE (Streptococi) , IREMAEY 2K H 14
(Bacteroides) FIMR B & (Clostridia) PA S BRI A W) N 45 %% 43 32 1 (Mycobacterium
tuberculosis) %93 (Mycobacterium avium)fEW B AR S49% EAR A 710 ETE
o

[0127]  H A ¥ Bk () e s e BRI A A2 ) -5 2 2k PR BTl 1R i S I T ol PR P 6 ) 97 A M Wi A4 24
o IX PRI A 25D E R Bl AE 25 W A6 & P oA S8R S 1 VA A e « w25 W Vs i e oK
T 28z /2 BV N0 5/ ZH (L EYI10) o Bl 44 25 W) 75 7K BRI T ¥ i
Fa0E , I8k Ly A () Tl A T PR B I 2 A il i PR A A 40 BRI R P T3 3 B IR )
il .

[0128] A I A Y] LAAHE 2 /b — i LA AL T-RE M e R T A M D BE ) U 73
[0129] & THECHIZWA S, 2 /b—FX 1S LAY 2 /b —Fh 2 ¥y n] 8252 30K R
B AW H S B AR T AL RE AR B 2R /K TR K MRS IRV (Ringer s solution) AR #h
TR IV VAL ] 2 R VAT 22 ZF M RIDRS TV H I L S AR B FH P R 22, 29 A T DA
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A EIIRIER], ndt A AP G757 (soil cleaner) % 4 5900 56857 55 7 57
(diaintegrant) & [ M55 KA 70 TEVE 7 K VETR e VRS VR A s T e 5 77 771
BV RURE L R A o L 1E LT, MR R R e B4 43, il R O FHRemington s
Pharmaceutical Science (/i) (Mack Publishing Company,Easton PAZE) ik fr /5 V4
il %

[0130] AR BARIAAW ] UL O IRER A TE Y45 2, sk 52 IR Rl e 2556 AL &
WIE)FRE ] DARE AR A BARAL B9 45 24577 3K BT B8998 97 B E R E R P2 E1 4 DL e 9
7 FH IR ) 3 Bl B A R R T AR AL o AR R B I AL S ) 7B 75 22 LA T b AR B 4910252
b P 13-20 22 ba (1) SR A AMA 25 2451, R PR AR & B 1) AV AT DASRAS i i 45 21 - AL
1% Bk HRE 3 R JLIR 45245

[0131]  FEPEEE PRI , DEM LR B AT A M 5 - 2R A1) & (LDso) om KT 158/ T e, A itk
RIAZATHEN) — AT 1 o

[0132] AU BH () WM Be B AT AR 0 S 0T 1 T8 H A FI S P AR B 1 L A R
W5 L TR R R e B 145 B BT AR 254 B A = K P

[0133] gt D, Ak BH B AT AE AT LA S 7 6 A0 8 2 == [ BH PR 1 40 ] 4 3K T i i 2K T
FIBEBRE , PR P an 28 T A4 AR T A LA BT B8 Tl AR ) 45 4% 40 ST~ 4 SL AR I
NP JEAE A T3 T

[0134]  [Rl K SA E e BT AE M A G TR H .

BAEXHEAR

[0135] 25 M SE Tt 494N FH TR B B, i A 22 PR AR B, FEANTS B8 AR R B IR RS Rl
FEI A LT AT DAKS AR B AR HE 45 P s

[0136] il -S| 1 « N—2 FF 42 FF Bk L -3 - R i (N—carbobenzyloxy—3—f luoroaniline)
[ il 2%

[0137]  #£100 3 3—F A &I T L A VU S Wi (THE ) H1, FEH5 150 58 (1. 8BEI/R ) Filk IR S Y
(NaHCOs3) NN BZVER % K BI0°C 5, B 1542 T N-Z8 4 F B S (carbobenzy Loxy
chloride,CbzCl)Z2 18 I NEW H AT AL  FETRFE SR A T 1 R RTR & WIAE0C R FRE e B
2/, 2 5 FHO B FH R O BR A BUR BIAR 2, o0 B I, A L2 F Sh K ek, o /K I R 88
(MgSOa4) T B3 W4 , R B W) FIIE C el i IR, 15 28 B B AR I 132 5 A B 50
K 285% .

[0138]  ffi] %S fs2 : (R)—3—(3-Fm R Ak ) —2— S A —H - e ik FPY I 114 i &

[0139] 45 132 fill & S Jih 451 1 il 15 A N=2 FP 20 FR B B -3 R s T 1. 3 DU kg o, 5
BEMA H2-T8C 3702 A 1E T FE8# (1.6 BE/R/FF, IEC B ) R AA M 2IZ A 3|
R AR Fa I FE 109 B 842 F+ (R)—(—)— T MR 47K Hil BB 12 I\ B R BTR &4 , 7
AHTE) OB T S FE 27N, SR R AE I OS24/ o e B2 SE RN ARV NN SAL B
TR AR ZEIE T 0. 5FF R S BR A AL« /KB 3 7 B Fn R I A HLZ , 3 R KRR 82 T
B SR NG PR B WS T 1002 418 LB - IEC i . 15 218 Ui g, % 3
AR A N80 iR AL A I T0% .

[0140] 'H NMR(DMSO-ds)87.85(t,1H),7.58(dd,1H),7.23(dd, 1H),4.69(m,1H),4.02(t,
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1H),3.80(dd, 1H),3.60(br dd,2H).

[0141] il & St 3 « (R)—3—(4-MAR—-3—F IR Ak ) —2 4 A -5 s e 6t FR J 1) o) 2%

[0142] .30 v il 2% St 481 2 1145 1 (R) -3 (3- AR Ak ) —2— S AR -5 - Wga 52 B R i % T 300
ZF G, 3546 78 = TR R £ (CF3C00Ag ) FI43 5 Bk M in N B3 W , 76 25 05 T 4
FLUR G AEERINNK , I R BR 2B, 43 & P A B0 A HLZE FHER KBS T K SR 5
Yo% B W v B A R4 T S B IS 44T bR UL A 294 %

[0143]  'H NMR(DMSO-ds)67.77(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)

[0144]  Hil& L4 (R)-3-(4-="1 FBF -3 K I ) -2 5 A C-5-Nnde e ik Y B2 ) i 4%
[0145] 50 5 il 4% 52 451 3 HI4F 8 (R) —3— (4—FIAR —3— R A L ) —2— S AR -5 Mg oz ok R i
T 6602 FF 1,418k, 35258 75T FE 85 (BusSn)2) F19. 378 &M (= 2K ) 48 i
NBIEBH iR 2/ N AR IR B E R} (celite) IR IF B 25 15, T3 W% B8 M a1k
FEEIERAL, 1B R45 bR L A

[0146] 'H NMR(DMSO-ds)87.74(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, H),1.48(m,6H),1.24(m,6H),1.06(m,6H),0.83(t,9H)

[0147]  fill & SLiE {15 - 2- Bk -5 IR AL IE 1) il 4%

[0148]  J£100702,5- RALIEVE T 17+ —HF AP B RG , 7E =1 T 32 fUALHRI17. 858
FALBIINIE W, AR BN 150°C TR FE T /NS AT IROBL A R =5, SR A
P IR, 31 FH 288 C ER A A HLZ F R K B 1 IR K o RN B 28 e 4, 13 31154 50 bR
A, ET70% .

[0149]  'H NMR(CDC13)88.76(s,1H),7.98(dd,1H),7.58(dd,1H)

[0150] il & St 4916 - 2— (VY Mde—5-J5k ) ~5—J M e ) ol &%

(01511 K105 ] £ 52 e 4515 11l 45 1) 2- U —5— TR g V8 T 10022 T+ — R LR i b, 76
BT330S B A4 . AT S I BE TR D, TR RATIR N1 10°C TR HiFE 37N 3
1T RN o ST A R IR, BRI FH 2,88 2 B 2R B, 2038 BT A5 10 A HLE A SR 7K e 6% i Kk
THPE I E ARG, LR EI10. 53R B B4 I 2685 %

[0152] il & St 5 7« 2— (1~ Y M —5— 35k ) —5— R g 12— (2 FF 3k Y e —5 -3 ) —5— Yl
IE 1) il 2

[0153] #5105 7 fil £ Sk it 416 il 15 (1) 2— (VU W —5-3 ) ~5—J5 ik W 9 T 100 =2+ — FF 32k P g
e, SR 46 . 6 S A AN I B W, FFAE0CTR 9. 35 AR R e 8 12 i N BV T
W VA TRAE 2R T ARG /NS, SR G INAIK , 3 2B 2 BE AR AL S8 I B A AL FH SRk e
B IR K I P8 B S I T A e R A, 43 304 52— (1 - FR AR DY e -5 3 ) —5 YR IL g 15
71,2 (2B L PU 538 ) -5 IE

[0154]  1)2-(1-FF FLPUmk—5-3L ) -5k i

[0155]  'H NMR(CDC13)88.77(t,1H),8.23(dd,H),8.04(dd,1H),4.46(s,3H)

[0156]  2)2-(2-FF FLUmk—5-—3L ) -5 i

[0157]  'H NMR(CDC13)88.80(t,1H),8.13(dd,1H),7.98(dd,1H),4.42(s,3H)

[0158] il & SL i ffi8 s 2—(2—FF JE—[ 1,3, 4 ] -1 k-5 ) —5—JR ALk IE [ ] 4%

[0159] 48 631 fill & S e 1516 il 4511 2— (DY M —5 L ) -5 JRIE g V5 T~ 1 3022 F+ IR BT, 24
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Je K 15 ZEFHIE e NI W, FEHHE /NI AT IRORL o R BLVR AW R N 1R 2 B #EAT 2
B, @& A NLUE R Ja K ER K BER A VLUZ A A HUE T8 h pE I 1 k40, 15 373
SEAREAL G U ZE80%

[0160] 'H NMR(CDC13)87.99(t,1H),7.40(dd,1H),7.27(dd,1H),1.83(s,3H)

[0161] il &5t f519:2-([1,2,3] = mk—1-3 ) -5-yRNL e f12([ 1,2, 3] = Me-2-5L) -5k
WE [ 1) 2%

[0162]  #5207552,5— —JRMEIE A T 20028 F 1 —F -2 Mk LEfR A o 4% 35 5w BRI I NV W
W AR S N 100 C R i FE 10/ o i SETR AP I R £ 18 » FHZK AR KB i BT A3 A L
& KA AL TG I PR S k4, LLIRAF6 02— ([1,2, 3] =M —1—J8 ) -5 1L g 14 5 2
([1,2,3]=M-2-3) -5 NE .

[0163]  1)2-([1,2,3] =M—1-3L) -5 JRnL g

[0164] 'H NMR(CDC13)88.53(dd,2H),8.10(d,1H),8.03(dd, 1H),7.82(s,1H)

[0165]  2)2([1,2,3]=Me—2-3&) -5 RN

[0166] 'H NMR(CDC13)68.60(t,1H),7.97(s,2H),7.87(s,2H)

[0167]  SEJMH1: (R)-3-(4—(2—(2-F L UM —5-FL ) it ig -5 -3k ) -3 - I 3k ) -5 ¥4 FF L&
W 5 —2— I (AL A 4010) 1 il £

[0168]  H437%5 (R)-3-(4-="T H:hR-3-F oKL ) -2 AA-5-NEM e F VA T 150 =2 71
1 —F -2 g e i o o AE 2 TR 19 7hg2— (2 FF AR P M -5 -0 ) —5—JRIEAE L 10. 44 ye AL
BHAN2. 95 R 2R BE) FE (T IOANE W SR FF7E120°C T F A/ N A A TN I BLTR
EWH IR G R CBR R R 0 & T AR B A A2 3R A5 B K o 1 s k4 JFad i
FEETEAAL, 15 28 v As AL S, Wi 3826 %

[0169] 'H NMR(DMSO-ds)88.90(s,1H),8.18(m,2H),7.70(m,2H),7.49(dd,1H),5.25(t,
1H),4.74(m,1H) ,4.46(s,3H),4.14(t,1H),3.88(dd,11),3.68(m, 1H) ,3.58(m, 1H)

[0170]  SEjEf2: (R)-3—(4—(2—(2-FF3E-[1,3,4 J0E —me—5—JL Ytk g 538 ) -3—F A 4L ) -
54 R EMERE A5t~ 2 (Ab A0 16) 1 fill 2%

(01711 i) FH AL T S it 461 1 9 77 V2 61 4% 6 . 6 52 (UR 2230 % ) KR AL &4 , AN ) 2, A F
14.3582-(2-H 3E-[1,3, 4]0 e—5-J ) -5 e A 2 (2 FR 2 Py i -5 ) -5 L g
VERRIE YR .

[0172] 'H NMR(DMSO-ds)88.93(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)

[0173]  SEREHY3: (R)-3-(4-(2-([1,2,4] =M1 -F&) AL g 5L ) -3 ox 3L ) 52 FF AL
W 52 J—2— iR (A 17 ) 1 il 4%

[0174]  HR 4 5 52 i 5] UAH [R] (1) 20 B8 1 4% 15022 32 (W48 % ) b AL 50, AS[F) I 42 1 FH
20022502 ([1,2,4] =m—1-J ) -5 R ML BE A H 2— (2 FF JL PU ik —5— I ) -5 R ML BE A M AL 46
Ykl

[0175]  sjfafsil4: (R)-3-(4-(4-(4,5-  F Sk —2-J ) IR L ) -3 Spi K 2 ) -5 FY Sk g
fe—2-B (AL A21) 1 il &

[0176]  HE 4k -5 S ita 49 LAH [R] ¥ 20 B8 1l % 78022 v, (2R 76 % ) bRl ik &4 , AR I A2 5 4 FH L
S 4-(4, 65— FE e -2 ) YR R AR 2 (2 FF L Y k-5 ) 5 —IR L WE A E NS i M ) o
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[0177]  'H NMR(DMSO-ds)87.96(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)

[0178]  SEZjff5: (R)-3-(4—(2-([1,2,3] =Me—1-FL Mg -5 ) -3 -G A L ) -5 % H FLIE
W 5% -2 (AL A0 24) 1 il £

[0179] R4k 5 St 9] LAH ] (¥ 25 BB 1 4% 1. 258 bR Ak &5, ASE) 2 4 2552 ([ 1,2, 3]
-3 ) 5 -YR ML e A 2- (2 U 53 ) SR ML e B AR LG Mk

[0180] 'H NMR(DMSO-ds)68.88(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,1H),4.14(t,1H),3.90(dd,1H),3.68
(m,1H),3.58(m,1H)

[o181]  SZjfafsi6: (R)-3-(4-(2-([1,2,3] = M-2-J )ik g —5-J ) -3 —F L ) -5 F2 FF L IE
M e —2 - (AL A 429 ) 1) il £

[o182]  H 4k 5 Sz it 4] L AH [A] () 25 B8 11 450 . 75 b Ak &4, AN G2 A8 1 552-([ 1,2, 3]
2B ) 5 yRME e AR 2- (2 Y k53 ) 5 —yR L e R AR LGk .

[0183] 'H NMR(DMSO-ds)88.74(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)

[0184]  SEZJffI7: (R)-3—(4~(4~(4—F F FEME k-2 3 ) SR JL ) -3~ FR 2K 3 ) -5~ & Ff L I
fe—2-B (A 32) 1 il &

[0185]  H 4k 55 Sz it 49 1A [R] ) 25 R A1l 46 52022 S AR AL A0, AN TR ) A2 13 i 1 58 (4- (43
FR iR e -2 5 ) —5— YR IR ARG 2 (2 FF R Y ek —5 % ) —5—RILL WE AE S i Pk o

[0186] 'H NMR(DMSO-ds)68.04(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)

[0187]  sLjifaf8: (R)-3-(4—(2-(2-H J& Y me—5-J& )ik g ) 5L ) -3, 5 AL ) -5 F
S5 -2~ (AL A 438 1 il 2

[o188]  H3 4k -5 st 491 LAH [R] 1 20 BR il & b AL 54, AR (R)-3-(4- =T 2%
-3, 4- TR SR ) 2 S A5 IR T B F B AR (R) -3-(4-=T g 2 -3 oR ) 2%
-5 be It FF B AR AR ikl

[0189] 'H NMR(DMSO-ds)68.81(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)

[0190]  SEjifafs9: (R)-3-(4-(2-(2-F AE-[1,3,4 W —m—5—JL )ik ihe ) -5-28 ) -3, 4- 5K
H) 5% FY L0 5t -2 i (1k A 039) 1 il %

[0191] Wik Af A (R)-3—(4-="T J:4H 53, 4- —HF I ) - 258 AR -5 e oz 5 P /i 12—
(2-FFE:-[1,3,4 J0E — M -5-J) -5 R ML BE A Rt R R4 5 SS9 L AR TR 1) 25 SR 1] 24 A
LA

[0192] 'H NMR(DMSO-ds)68.83(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)

[0193]  SLjEf10: (R)-3—(4—(2—(2-F & Y —5-3E ) ik g —5—3 ) -3 2K 58 ) -5 —H & B 4
B LR b —2 il = R 2 IR B (Pb B 1 2) O il 4%
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[0194] 4750 (R)-3-(4-(2—(2-F S UMk —5- 5L ) b e —5 -3 ) -3 oK ) — 54 FR LI me
P2 =5 R (A 10) A T 25 AR BEiGH AL Z IR T3, 3451, 3- 30
Bl PR 2. 36 5BOC—24 ik LR A0 . 250 4— - AR B U B b e n N &, SRS B R 10 /)N
I o S NEJR B W0 N IK 88 5 FH 2R R AR B, 4338 BT A3 I A L2 F ShoK e ik K i
P8 LR A IR A (R R AL L IR A S T R B VA IR AE T0=Z A & S, IA30
ST =R R, A ZE T FE2/N R Y TR 2 Z RS B S IR 15 84,475
PR A U276 %

[0195] 'H NMR(DMSO-ds)68.92(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)

[0196]  SEJERI11: (R)-3-(4—(2-(2-F FE UM -5 ) it g —5-3L ) -3 G 75 3L ) -5 (LG R
B4 P M e -2~ = R 2 IR 2k (Pb 520 ) 1 il 2%

[0197] >R FHZSALL T~ S 4] 10 ik () 77 32 ) FHBOC—451 2 1R 1] AS & BOC— 2 22k £, 188 il 6 o 7t
&)

[0198] 'H NMR(DMSO-ds)68.92(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)

[0199]  sEJEM12: (R)-3-(4-(2-[1,2,3] =M1 -J )Mk e -5-JE ) -3-F KL ) -5-H A B A
FH IR e -2 — i = JR 2L R £ (fb AP 22) 11 i1l 4%

[0200] >R AL TS 461 1 OB sk 1) 77 V2 0 AL B ) 24 1l 26 B AL S 40 o

[0201] 'H NMR(DMSO-ds)68.87(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)

[0202]  Sjfafs13: (R)-3—(4-(4-(4,5— - FF kM -2 ) IR 0k ) - 3-SR 2t ) -5 H =i A FF
SENEE -2 = R IR E (LA 123) I il &%

[0203] >R FHIARLT SZ i 45 1 OBk 1 7 v R FH AL B 2 1L il & b ik 540 o

[0204] 'H NMR(DMSO-ds)68.31(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)

[0205]  SEZjff14: (R)-3-(4—(2-F 3—[1,3,4 08 -5 F ) kg -5 ) —3-F e ) -5
H U A TP SR I -2 = SR 2 BB R (A B W27 i 1] 4%

[0206] >R FHIALLT St 461 1 OBk 1 77 V2 0 AL B 01 6 il & b Ak 54 o

[0207]  'H NMR(DMSO-ds)68.96(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)

[0208]  SEZJff115: (R) -3~ (4—(4—(4-F FF SEMEMe 23 ) K 38 ) -3~ 2K 3 ) -5 H & Bt A F
SRR g5t -2~ = IR L R (LA 34) 1 il 2

[0209] >R FHIALLT St 461 1 OFFr sk 1 77 V2 R AL & ) 32 1l 46 b AL S 40 o

[0210]  'H NMR(DMSO-ds)68.25(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)
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[0211]  SZjEf16: (R)-3-(4-(2-[1,2,3] =Me-2-FL )it ng -5 ) -3 HL) -5-H @B A
FH IR e -2 — i = F 2L BR £ (fb A 35) 11 il 4%

[0212] R A AL TS 451 1 OB sk 1) 77 V2 0 FH AL & 40 29 1l 26 Fm AL S 40 o

[0213] 'H NMR(DMSO-ds)88.78(s,1H),8.23(m,2H),8.22(s,3H),8.20(s,1H),8.12(d,
IH),7.75(t,1H),7.67(dd,1H),7.48(dd,1H),5.01(m,1H),4.49(m,2H) ,4.24(t,1H),3.92
(dd,1H),3.89(s,2H)

[0214]  SEJEMH17: (S)—-3-(4-(2- (2% ~4—H S A F FEIL g fr 158 ) itk wg -5 ) —3-3
TR ) -2 S AR -5 TR e e R R 2L B = 2 Rk (AL A ) 1 ) 4%

[0215] 1.55—

[0216]  #%1.8%% (S)-3—(4-=F LB Le -3 ) -2 A AR -5 Ngm be it R It 7, Bt e v
T 1A A1 - -2 e B o AE 0 R L. 0350 2- (25 44 FF BLL g be—1-J5 ) 5%
MERE 0. 55 58 AL BEAN0. 1558 & (2R AR (LD IMAER R, ARG /EL10°C TR fit 2/
I MK R BLR GV 3 G BR B AHL SRk GG - B B S R A HLUZ K
TV B AR GE I B A R R AL, BB BI41022 55 (S)-3—(4-(2— (2-%—4— % FF LI k-
1-H)MEmE —5—J ) —3-F R I ) -2 A A -5 M e e FH B 2 e g, e 2821 %

[0217] 2.8 b

[0218] #5050 BB I Hh HISHIL A WVE T2. 327 BB AR T E35=
1,3- IO 3k — e 2528 3e BOC-Z L L B FH2 . 1 22 b A—— FR SR Mk e I NV W 5 94
JEPEEE LO/NE A AN S SR A b I 2,18 L BE AR B o FH SR K Be3 5 8 0 B T3 i 4
BUZ K I 98 B 2S5 W 4 I A Ca B hR 4 O Rk 4 T A9 5% B WV T2 22 & R e,
L2 A =ROIR, ARG AE = TR/, Fr 3R B GBS L8 G BR SR, HP 28K
RAF140 22 AR 54 -

[0219]  'H NMR(DMSO-ds)68.60(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)

[0220]  SEjifafsi18: (S)—-3-(4-(2-(4-HABL A F H-[1,2,3] =M—1 -5 ) ke -5 ) -3- 5
TR ) -2 S AR -5 e i R R 2L B = 2 R (AL A 2) 1 ) 4%

[0221] W4 -5 Skt 19 1 7AH [A] ) A2 SR & e AL 540 ASE IR 2 AT I 2- (4 -1, 2,
3] =M1~ ) SR IE AR 5 2— (24 —4— 8 FR SR L g e — 1 -3 ) —5 L e /B A i ai ikt
[0222]  'H NMR(DMSO-ds)88.96(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,1H),3.91(s,2H),3.79(dd, 1H),3.43
(m,2H) ,1.83(s,3H)

[0223]  SEf519: (S)—3-(4-(2—(5—H 2Bt 5 FF B e Emae -3 L ) b g —5— 8 ) -3 -9 Ak ) -
2~ AR DR e S B I 2, B e = F L TR Eh (b & 3) IR il &%

[0224] R4 5 SETta 15 1 7 AH [R] () 25 BR 6 & bR RRAL S 1) ASFLIR A, AT 2— (534 FF 2k e g
M ) ~5— YL e AR 5 2— (248 —4— 2 FR ML g e — 1 -3 ) —5— L g A A ae ik

[0225] 'H NMR(DMSO-ds)68.89(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)
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[0226]  SEJff5120 : (S)—3—(4-(2- (2% -3 —H 2B 2 ALk s e — 1 -2 ) ik g —5— 4% ) -3
5 ) -2~ AR5 NEME BT L F B 2 B G = I LR E (L A5 K il %

[0227] R4k 5 52 it 48] 1 7 AH [R] ) 20 SR 1 & AL 54 » AR A 5 5 FH 2 (22— 3—-F2 ik g
=13 ) —5— ML A8 % 2- (24 ~4-F2 FF JE ML I e -1 -2 ) -5 ML e fE Vg 4kt
[0228] 'H NMR(DMSO-ds)68.60(s,1H),8.33(d,1H),8.28(s,3H),8.25(m,1H),8.05(d,
1H),7.63(m,2H),7.42(dd,1H),5.78(t,1H),4.78(m,1H),4.16(q,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)

[0220]  sjafs21: (S)-3-(4-(2-(5—H A Bt A F - 1,2,4 g M -3-JL ) ip g -5 ) -3-
SR ) -2 -5 b I B I 2 B i = 2 MR Eh (b A6 1 il %

[0230] W4 -5 Skt 9] 1 7AH [F] 1 A2 SR & b AL 540 ASE R 2 A H2- (5 k-1, 2,
A4 JWE =335 ) —H5— YR IE AR 5 2— (2~ —4 4 FF SR L g e —1 -3 ) —5— IR e /B N AR A0 K o
[0231]  'H NMR(DMSO-ds)88.95(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, H),4.18(t,H),4.05(s,2H),3.80(m, 1H),3.43(m,
2H),1.83(s,3H)

[0232]  SEZjfaffi22: (S)-3-(4-(2-(5—H AWt A FF K4, 5- & -3 2 I mg -5- J£)-
S—FRIL) 2 A SR L B L 2 B = RO R (L A7) Il 4%

[0233] R4 -5 5t 451 1 7 AH [F] 1) 20 R 1 & An AL 50, ARV 2, 82— (-3 -4, 5-
T -1 - ) -5 YR M e A 2- (2 -4 FR L e 1 - ) -5 IR I E VB N AR 464
Ko

[0234] 'H NMR(DMSO-ds)88.81(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)

[0235]  sififafhi]23: (S)—3—(4-(4—(4—H 2 S FF S —2— 3k ) R ) -3 o Ot ) -2~ A%~
H-WERAk 57 B F 2 2, B i = R 2 R 3k (Ab B 30 ) 1 il 4%

[0236] M4 55 5 it 451 1 7 H 5] %) 20 B 1] £ A5 R 540, AN R IR 02, {3 A4 - (452 R Bkt —
238 ) 5 IR HAREr 2- (25 ~4— 2 FF JE ML W e — 1 -3 ) -5 e A AR ai ikt

[0237]  'H NMR(DMSO-ds)88.25(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)

[0238]  sizfifif524 : (R)-3—(4—(2—(2-F FE Y —5—FL Yk g 53 ) -3 - 2K Fk ) -5-([ 1,2,4]
-1 ) B LRI B 0 (fh A D 4) D 4%

[0239] .35

[0240] 170 (R)—-3-(4-(2—(2-F S PUme—5-J ) b e 53 ) -3 oK 3 ) — 54 F L IE e
P2 (L A10)E T 142 AR e A= HE T 0. 46 78 FEE A 0. TH 2T = 4 I
TNV FEAEAEFNRE R HEFE30 7381 o K RS K i I RLVR A » SR Je R B T HLZ It
KIS PR B AR, B IR B 15 (R) -3—(4-(2- (2 FF & P i -5 ) IE g —5 % ) -3 -5 oK
S ) 55— FP T I 4 PP R e -2, i %682 %

[0241] 2.4 —3p

[0242] W55 B HIRRIAEYE T 162 A IR B A EE 3002w ,2,4-
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=MEFI1002 S S AL AN (60 % ) INAIE W, FF i HE2 R 1R G BR 2R BUS BV G4, 98 5
IKANER A BE 3 B IR A NLZ G A ALZ MK ik A 2 23 e 4 o e I A 3l 32 2 FH IR 4
WA 5% W, FRAFA00 22 T bR AL S, U 2R 43 %

[0243]  'H NMR(DMSO-ds)68.91(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(t,1H),3.99(dd, H)

[0244]  SZjfEf525: (R)—3-(4—(2—(2—FF L PUme—5-F% )M g —5-—3& ) -3 - Ak ) -5-([ 1,2, 3]
e ) FR R R 5 -2 (1 A 48) AT (R) —3—(4-(2— (2 FR ZE PU M -5 ) i g -5 ) -
3T AR ) -5-([1,2,3] =M~ -t ) FF FEREME bt -2 (1 5 99) 1 fill %%

[0245] R i -5 it 451 24 4H [H] 1 20 R 1 AL A 8 UL A 409 , AR HI A& N, 2, 3— = e iy
AL, 2,4- =0 SR Rl I A L S B

[0246]  ({L&48)'H NMR(DMSO-ds)58.90(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)

[0247]  ({b&H9)'H NMR(DMSO-ds) 58.90(s,1H),8.18(m,3H),7.75(s, 1H),7.72(t,1H),
7.59(dd,1H)7.42(dd,1H),5.22(m, 1H),4.86(m,2H) ,4.46(s,3H),4.30(t,1H),3.98(dd,
1H)

[0248]  sZfifaf26: (R)—-3-(4-(2-(2-FF FL—[1,3,4 08 —e—5-JL )ik g —5—Ji ) -3-F A0k ) -
5-([1,2,3] = Me—1-3& ) FF SEMERE b5t -2~ (AL A 9013) 1 il 2%

[0249] W4k 5 Skiti 191 24 4H [A] 1) 22 BR | & b Ak B4, AR A2 IO, 2, 3- = RIfE AL,
E 6B R IEPEL .

[0250] 'H NMR(DMSO-ds)68.92(s,1H),8.20(s,2H),8.17(s,1H),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)

[0251]  sEfaf27 : (R)-3-(4—-(2-([1,2,4] =Me—1-J& it ng -5-3L ) -3-Fm AL ) -5-([ 1,2,
31 =M1 - ) R LR 5w -2 (A 50 14) il 2%

[0252] W4 -5 skt 151 24 4H [A] 1 28 BR | & K AL B4 AR 2 IO, 2, 3- =R AL
EWLTHE IR .

[0253] 'H NMR(DMSO-ds)69.40(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, 1H),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)

[0254]  SEZjiff5128 : (R)—3-(4—(2—( 2~ JL PY e —5-FE ) Mt i —5-3 ) —3—-FR A It ) -5~ F FL I
W5 2~ (AL A 40 18) 1 il £

[0255] 1002 wm-AM103E THE A AF i G432 w =F Ak = L B2 AR
(diethylaminosul furtrifloride,DAST)FI0.078%ZF = Z B M VAR . SR G it HE 2478
I o W48 i, T 0 I BVR A R 4l A3 RIS AL B Th 2 vl U EET5 % .

[0256] 'H NMR(DMSO-ds)68.91(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, LH)

[0257]  SEJEMH29: (S)—-3-(4-(2—(WRAE—1 I ) ipiE -5 ) —3—FR IR I ) —5— % FF LI £ -
2-JREL R £h (AL A 119) 1) il %
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[0258]  #52.535(S)—3—(4—(2— (IWRRME—1-J8 ) Mk g —5—J ) -3 At ) -2 4 A -5 - T nae Joe s
RECBE T3 42T S BEN30. 6 22 FHMEIE o o 7E 2R T 452, 36 ye B2 A B E W IF
TR N T00C TR 10/ o S BTR S IR L BRZEEL,  FH K R ER K B8 0 8 BT A3 1
AHLZ ANUZE A LD I E IR W 4 PIT A5 16 5 B8 W18 A £ 1 4 S 4 0 T DY Ak
MR VAR, SR ER VAN IR R 10408 o HH B IR I 2 45 14 1] 44 B 25 4, 15 21 e A Ak 5
Yo

[0259]  sEjiff530: (S)-3-(4-(4—(4,5~ — FF Sk -2 3 ) I ) -3 F 2K 3k ) 2~ AR -5 Mg
Sk F L 2 B e (AL A 1) I il &

[0260] {5 St 461 1 AH ) 1 20 SR 1] £ R RAL 50, ASFL A2 5 N 4— (4, 5 R ke —2—
B ) IR AV F (S)-3-(4-=H Je 4 it e —3—ap R Bk ) —2— S 4K -5 - o o FR i £ W e/ oy
YR

[0261] 'H NMR(DMSO-ds)68.24(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)

[0262]  SLjfafs31: (S)-3-(4-(2-(4,5— = FF kM —2—JL )b g —5—Jk ) —3—9p 2t ) —2— 2 f-
BT e i F R 2 B i (A & 4015) 1 il &

[0263] 44 & 5 S it 461 1 AH [F] 1 20 R ] &6 MR REAL 50, ASFL I 22, IINA— (4, 65— R k-2
52 ) IR e AT A (S)—-3-(4- =R B e -3 F R 0 ) 24 X -5 e e PR L 2 B i A
NEBLEYIEL o

[0264] 'H NMR(DMSO-ds)68.81(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, 1H),3.42(m,2H),2.35(s,3H) ,2.12
(s,3H),1.84(s,3H)

[0265]  sEjEf#32: (S)-3-(4-(2-([1,2,3]-=M—2-JL ML ig -5 ) -3 7KL ) -2 A~
B e F B 2 B i (A 54025 1) il 2%

[0266] 2 {8 55 s it ] LA [R] () 20 SRl 8 b BAL A, AR, i 2—([1,2,3]-= k-2
2 ) —-5—JR ML e A FH (S)-3-(4-=F LB lse S -3-FU R 5L ) -2 S AX-5-WEhe e S R O 7, I8
Je e R IERL -

[0267] 'H NMR(DMSO-ds)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)

[0268]  SZjEf133: (S)-3-(4-(4-(4(S)-F2FF 4,5 A Me—2—JL ) Ik 3L ) -3 IRFL ) -2
AR5 b L B 3 2 W A (b A 26) 1 il 4%

[0269] i {8 5 i il 91 1 AH A 1) 20 SRl A A AL A 4 AR A2, IIANA-(4(S)-F2 H 4,
5— M -2 ) YRR AT ] (S) -3—(4-=H J: b He -3 R Ak ) 2% A -5 e e it R
BB NG

[0270]  'H NMR(DMSO-ds)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)

[0271]  SEJEH34: (S)-3-(4-(4-F I F SEMEME -2 3 ) JR 5 ) -3 Ok 3 ) 24 AR -5
Je i R 2 B i (A B9 31) 1 il 2%
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[0272] 4% 55 Sl 9] L AH [ 1) 20 SR 4 A AL 540, AN R D A 5 TINN A= (4~ Ak P e s —
23 ) IR IE AL F(S)-3-(4-=F FL 45 b k-3 - A 3k ) -2~ A -5 e Ik R 32k 2, 1k e 1
NAEEYIEL

[0273]  'H NMR(DMSO-ds)88.25(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)

[0274]  sZjEf135: (R)-3—-(4—(4— (42 FF R eI -2 3 ) SR L ) -3/ ok 5L ) 5-([1,2,3] =
e—1 35k ) B SR s -2 (AL 59036 ) 1 il 4%

[0275] 42 {8 -5 St 5] 1 AHR] (1) 25 Rl & A AL A0, AN IR ) A2 5 TINNA - (452 F S IgE i -2~
)RR FE A (R)-3-(4-=F e -3-FUR AL ) —5-[1,2,3]-=Me—1— JE-Emed5t -2 i
VE R RS o

[0276] 'H NMR(DMSO-ds)88.16(s,1H),8.00(d,2H),7.75(s,1H),7.64(dd,2H),7.62(t,
1H),7.52(dd, 1H),7.48(s,1H),7.36(dd, 1H),5.40(t,H),5.18(m,1H),4.85(d,2H),4.62
(d,2H),4.28(t,1H),3.95(dd, 1H)

[0277]  s2jfE 536 : (R)—3—(4—(4—(4-F F 2 Wh 5 F HE M —2 3L ) ZR L) -3 - s 3k ) -5
([1,2,3]=mp—1—Jk ) B LM b5z -0 = F 2 R Eh (b & 037) By il 4%

[0278] 4% HE 555 1 AH R (1) 20 Bl 2 b AL 540 AR A, 3 A (R)-3-(4-(4-(4-3%
MR e 0~ ) R ) -3 -G 2K 3 ) -5 ([ 1,2, 3] =Me—1 -t ) FF LI 5t -2 B/ S 46
Ko

[0279]  'H NMR(DMSO-ds)88.29(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(t,1H),4.28(t,1H)

[0280]  Sjfafs37: (R)—3-(4-(2-(2-F JL Y Mk —5-JL ) ik g ) -5 ) -3 - K 2 ) -5 4 FH
SEWEE -2l (LA 33) I il &

[0281]  KE4002 7w B SE B 24 55 B HIFFH (R) -3 (4-(2— (2~ F F Py me—5-J& ) L ng ) -5
3 ) —3- TR AL ) 5~ F T B A, P SN b -2~ VA T 1022 T FF B P o AE S IR T 90 28 3 F
BUMNVETR R, IR N LR 2R Z BEAEEUE W, FHZKRN 3 /K B 0 B T A3 A
BUZE ALK 98 2 e 4 i 1 b 4 R 40, 43 3 200 22 SUAR AL & , I 2258 %
[0282] 'H NMR(CDC13)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)

[0283] s 5138 : (R)—3— (4~ (2~ (2~ J& PY M —5 -3 )Mt i ) 5~ ) —3—F R AL ) —5— (N, N-
TR R R R ) W e - 2 (fk B A40) Y i 4%

[0284] #2100 5 B L6124 55 — 20 43 19 (R) —3—(4—(2- (2 FF L P i —5—J ) b i ) -5
3 )-3-F KAL) -5 - F B A P SR -2 BYE T A R AR B G P AR E T B302E
TR R ER R SR INNVE R HRAE60°C T K MR 30/ N SR S FH B8 R AR U T,
IKFIER KB B T AR A BLZ A A A (S S ol e K b 38 B 2SRk A HUZ 131
BREE, B BN TOZ bR A, W T6 % .

[0285] 'H NMR(DMSO-ds)68.91(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)
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[0286] st f5139: (S)-3—(4—(2-(2-H J& PYme —5-FL )L g ) —5—3 ) -3~ 7 Ik ) —H-N-F It
A A R e g5 -2~ (AL A A1) 1 il 2

[0287]  #42002& 5 HH 5L 461 24 55 — 0 143 (1) (R) -3 - (4—(2— (2 FR L PU g —5—J ) b g ) -5
B )~ 3 TR JE ) —5— P T It A R e e -2 - A T 72 R R R 7R = IR R 100
£ 50, B R R 5 F1240 22 ba iR BR BRI N TEVR Y, FFAES0C TR M I MW+ 30 /N o SR fi5 T
S BRARE B I, P KRR #h /K B 5 B B 3 A AILZ o A8 A AT i fR ald ol i K Ll 98 B s
WAEANLZ TR IR E P, 13 BI80Z i b ik A1), I %45 % o

[0288] 'H NMR(DMSO-ds)868.91(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,1H) ,4.46(s,3H) ,4.25(m,3H) ,3.85(dd, 1H) ,2.49(d,3H)

[0289]  SLja 540 : (R)—3—(4—(2—(2—F Y me—5— 3 Y itk g ) —5-3 ) -3 2R 3 ) -5 (L-TA &
B4 P R B —2 - = R 2 IR 3k (Pb S 42) I il 2%

[0290] >R F -5 skiti 51 LOAH [A] 1 A2 BR il & b Ak 54, AR 22, 8 FIBOC-L- Az BR AU
BOC-Z 1K

[0291]  'H NMR(DMSO-ds)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,1H),4.46(s,3H),4.41(dd,1H),4.26(t,1H),4.18
(m,1H),3.96(dd,1H),1.36(d,3H)

[0202]  szfitaff41 : (R)-3—(4—(2—(2-F FE UM -5 L e —5-J% ) -3 75 3k ) -5~ (LG &
AR B N bE -2 £h B2 R (P B 943) [ il 2%

[0293] S 1 145 15002 70 Ak A W0 2035 T 7K v, 38 3 I N B i S BN 7K Y VR4 1 VA WL
[FIpH{E N5, F R B AL HUK 2 , SR J5 45 HH SR BR VAN 1) £ eV A8 I N B A HLZ ok
JEH IR TR SR A I B R AR B 2002 se bRk S, W 3846 % .

[0294] 'H NMR(DMSO-ds)68.92(s,1H),8.54(bs,3H),8.20(m,2H),7.76(t,1H),7.65(dd,
1H),7.49(dd, 1H),5.04(m, 1H) ,4.58(dd, 1H) ,4.46(s,3H),4.41(dd, 1H),4.26(t,11),3.95
(m,2H),2.17(m,1H),0.97(d,3H),0.94(d, 3H)

[0295]  sEfiaf42: (R)-3-(4—(2-(2-F JE UM -5 )t g -5 ) -3 G 75 3% ) -5—(L-TA &
4 ) B I e —2 i 6 R £k (P B 9044) 1 1] 2%

[0296] % H-5 S o4 1 AHIRI 4 20 BR il 2 b BAL B4, ASF B 3 AL & 442,

[0297]  'H NMR(DMSO-ds)868.92(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, 1H),4.46(s,3H),4.41(dd,1H),4.26(t,1H),4.18
(m,1H),4.00(dd,1H),1.37(d,3H)

[0298]  sjifaf5i43: (R)-3—(4—(2—(2-F B UM —5- 38 ) ik g -5 3 ) -3 F Rk ) -5—& AL 4. Bk
A R RN 5w 2~ £R B 2 (AL A 45) 1K Tl &

[0299] R HI-5 S sl41 AHIR 4 20 BR il 4 b BAL B4, AR B LG 12,

[0300] 'H NMR(DMSO-ds)68.91(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,1H),3.99(dd,1H),3.86
(m,2H)

[0301]  SEJEH44: (S)-3-(4-(4-(4-F2 F SEMEME 23 ) R FE 53 ) —3-FR 7K 2 ) -2~ AR -
H-WEmE e 3 R 2L B (LA 1028 1 il &%

[0302] >R -5 5 it 48] 1 AH 7] (1) 20 B3 il & A REAL A4, AN RT3 (S) -3-(4- = L4
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Jt 3 -3~ F IR S ) —2— S AR -5 I r B PR 2 BB AE N AR AR R A - (42 R S g e -2
H) IR

[0303] 'H NMR(DMSO-ds)68.24(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)

[0304] st f545: (R)-3—(4—(2—-(2—FF JE P —5-FL Y ki ) -5-3% ) -3 G 254 ) -5 (L-FH &
B4 R LR B —2 - = i 2R 2k (Tb B 446 ) 1 il 4%

[0305] =R FH -5 5 it 451] 1 O AH [R] %) 2 B 1] & Fm REAK A0, AN (R 16 52, 58 FHBOC—L— i 22 B2 1y A
JEBOC-RA IR

[0306] 'H NMR(DMSO-ds)89.25(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, 1H) ,4.57(dd,1H),4.45(s,3H),4.41(dd,1H),4.26(t,1H),3.96
(dd,1H),3.23(m,2H),2.21(m,1H),1.92(m,3H)

[0307] St f546: (R)-3—(4—(2—(2—-FF FL P —5—FL ki ) -5 ) -3 73 ) -5 (L-FH &
AR B I B -2~ 8 B2 £k (A B4 7) [ il 2%

[0308] R H-5 S a4 1 AHIRI Y 0 BR il % b BAL B4, ASF )2 A3 AL G446

[0309] 'H NMR(DMSO-ds)69.11(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, 1H) ,4.55(dd, 1H) ,4.46(s,3H),4.41(dd, 1H),4.25(t,1H),4.01
(dd,1H),3.36(m,2H),2.07(m,1H),1.89(m,3H)

[0310]  SEJEf47: (R)-3-(4-(2-(2-FF - 1,3, 4 08 —me—5-JL )L ) -5 ) -3 F K
) —5— Bk £ Tt A Y R e -2 Rk (A B 48 1 il 4%

[0311] SR F-5 SEita a4 1 AH IR 20 SR 2 b AL B4, ASF )2 A3 AL 5427

[0312]  'H NMR(DMSO-ds)68.92(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)

[0313] St f548: (R)-3—(4—(2—(2—FF JL P —5-FL Y kg ) -5-3% ) -3- G 75 ) -5-(B-TH &
B4 B L B —2 - = i 2R 2k (Pb B 49 1 il 4%

[0314] >R -5 St 451 L O AH [R] %) 20 B 1] & F5 R A 10, AN A 1 52 , 58 FHBOC—B—TA 2 % 1 AN
JEBOC-RA IR

[0315] 'H NMR(DMSO-ds)868.91(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),3.02
(m,2H),2.70(t,2H)

[0316] St f549: (R)-3—(4—(2—(2-FF FL P —5—FL )ik ) -5 ) -3 7L ) -5-(B-TH &
AR B I B -2 2 B2 Eh (P 59050 ) 11 il 2%

[0317] R H-5 S a4 1 AHTRI 4 20 SR il 2 b BAL B4, ASF )2 A3 AL 54149

[0318] 'H NMR(DMSO-ds)68.91(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)

[0319]  sjiaf5150: (R)-3-(4-(2-(2-F 3~ 1,3, 4 ]-H& m-5-JL ) nitng ) -5-5 ) -3-F K
H)-5-(L-TH & B0 T IEIE M -2 = 3. 2 B2 25 (Pb &5 1) 1 1l 4%
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[0320] >R FH -5 5 it 451 1 O AH [R] ) 20 R 1 & AL 540 » AR A2 5 8 AL & ) 16 FIBOC-L—-
AR -

[0321]  'H NMR(DMSO-ds)88.93(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,11),
3.95(dd,1H),2.62(s,3H),1.36(d,3H)

[0322]  sEjifif]51: (R)-3-(4-(2-(2-FF3E-[1,3,4]-IE —mMe-5-3L )ik ng ) -5-3E ) -3-F A
H) -5 (L-TA U4 ) FP L e -2 £6 1 5 (L A 52) 1K il %

[0323] >R H-5 St g4 L AHIRI i 20 BR il & Am AL 54, AR 2, 8 AL G451

[0324] 'H NMR(DMSO-ds)88.93(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, 1H) ,4.58(dd, 1H) ,4.39(dd, 1H) ,4.25(t,1H),4.12(m, 1H) ,4.00
(dd,1H),2.62(s,3H),1.36(d,3H)

[0325]  sLjfafd52: (R)—3—(4-(2-(2-H 2&-[1,3,4 ] M —5-JL ) ML ng ) 52 ) -3-F A&
) -5 (L~ B ) B AL b -2 = 8 2 B £k (LA 53) 11 il %

[0326] >R F -5 < it 451 1 O AH [3] ) 20 B8 1 & AL 540 » AR I 2 5 3 AL & P9 L6 FIBOC-L-
ATERY

[0327]  'H NMR(DMSO-ds)88.93(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, 1) ,4.62(dd, 1H),4.40(dd, 1H) ,4.26(t,1H),3.99(d, 1H),3.92
(dd,1H),2.62(s,3H),2.12(m,1H),0.97(d,3H),0.94(d, 3H)

[0328]  SEZJiaf553: (R)-3-(4-(2-(2-FF AL~ 1,3, 4 J0E —me—5-JL ) ML ) -5 ) -3 F K
5) -5 (LG9 e 4, ) FR AL be -2 6 1 £k (AL A 45 4) I il &

[0320] >R HH 55 S 54 L AHIR] i 20 SR il & b Ak &4, AR 32 8 AL S 453

[0330] 'H NMR(DMSO-ds)88.93(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, 1H) ,4.58(dd, 1H) ,4.42(dd, 11) ,4.26(t,1H),3.92(m, 1H),2.62
(s,3H),2.12(m,1H),0.97(d,3H),0.94(d,3H)

[0331]  sjfafsl54 : (R)-3—(4-(2-(2-H 2&-[1,3,4 ] M —5-JL ) IEng ) 52 ) -3-F oK
F) -5 (L Bk 40 ) B s b 2 = 4 2 B8 £k (LA 55 ) 1K il 4%

[0332] =R F -5 5 it 451 1 O AH [R] %) 20 B 1] & AR AL 50 » AN IR G 2 L 43 AL & P9 16 FIBOC-L—
2R -

[0333] 'H NMR(DMSO-ds)89.20(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, 1H),4.59(dd, 1H) ,4.43(m,2H) ,4.26(t,1H),3.96(dd, 1H),3.21
(m,2H),2.62(s,3H),2.21(m,1H),1.95(m,1H),1.89(m,2H)

[0334]  sLjEf5|55: (R)-3—-(4-(2-(2-F H-[1,3,4 & -5 ) ip g ) -5-3& ) -3-F K
H) -5 (L~ =5 ) B AL be -2 £ 2 8 (AL A 456 ) 1V il %

[0335] >R HH -5 SE i 54 L AH IR 22 SR il & A AL 540, AR 22 3 AL A 455.

[0336] 'H NMR(DMSO-ds)89.18(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, 1H) ,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)

[0337]  SLjf156: (R)—3—(4-(2-(2-FH J:—[1,3,4 118 M —5-JL ) iiEng ) —5—J% ) -3-F A
F)-5-(B-TARAER) B ALNEM -2 = 2 B2 £k (L A5 7) I 1) %
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[0338] >R FH -5 5 it 451 1 O AH [R] 1) 20 R 1 & AL 54 » ARG A2 5 45 AL & ) 16 FIBOC-B-
AR -

[0339] 'H NMR(DMSO-ds)88.92(s,1H),8.21(s,2H),7.88(bs,3H),7.76(t,1H),7.68(dd,
1H),7.49(dd,1H),5.02(m, 1H),4.36(m,2H) ,4.25(t,1H),3.94(dd,1H),3.03(m,2H),2.70
(t,2H1),2.62(s,3H)

[0340]  sZJEMHI57: (R)-3-(4-(2-(2-F3E-[1,3,4 108 i —5-JL )k ng ) -5 ) -3 7%
) -5-(B-TR &t 2, ) B SR be -2 £ 12 £k (fL 59058 11 il &

[0341] =R H 5 St g4 L AHIRI ¥ 20 BR 1l & An AL &4, AR 2, S AL G457

[0342] 'H NMR(DMSO-ds)68.92(s,1H),8.21(s,2H),8.08(bs,3H),7.76(t,1H),7.68(dd,
1H),7.49(dd,1H),5.02(m,1H),4.36(m,2H) ,4.25(t,1H),3.96(dd,1H),3.00(m,2H),2.71
(t,2H),2.62(s,3H)

[0343]  SLjfafs58 : B[ (R)—-[3—(4—(2—(2—FF kU mk—5—J ) ML g -5 ) -3 R Ak ) 2%
A-5-MEME b L ] FF L T IR IR (fb B4 72) FH(R) [ 3— (4—(2— (2 F 2 Py —5— 5 ) ik g -5
5 ) =3RRI ) -2 AR -H - e A ] R R T IR A (A B 059) B il 4%

[0344] . 35—

[0345] K1 b B0 T 10Z R GV M (VU : SR =1 DF A= T150.6
o PUPE AN . 35a AU P T 38— e TR R e e (di—tetrabuthyl diisoprophylphosphoamidite)
TONE R FFAE 2= T A FE 15/ o BB A7 R 2 -78°C, IO . 73 ) Uit % FF IR I
FEFE2/NN o ROSUR A I FE 2/ T, RSIR A YR E Z R O AR BRI R BLIR A )
o R RN I IR S AN A SR /K e 7 B T AR B ALE K i 8 I B k4, B e i
A TERAL, HILE 30,7158 (R)-[3-(4-(2- (2 FF JL DU -5 - ) ME g —5 -3 ) -3 3p R 5k ) -
24 AR5 e L ] R L o0l (DY T ) 71 % .

[0346] 'H NMR(DMSO-ds)88.90(s,1H),8.18(m,2H),7.74(t,1H),7.68(dd,1H),7.49(dd,
1H),4.98(m,1H),4.46(s,3H),4.23(t,1H),4.18(m,1H),4.09(m,1H),3.89(dd,1H),1.39
(s,9H),1.38(s,9H)

[0347] g ey Bk 5L IR A TR EANSG RS, RGAZER TH3. 427
FRBEAN (0. 3BE R/ F+H BEVE V) INNTE W, B FE 10/ o IR 48 e REVR A W I35 B8 0 - H 9k
BE Wk d ok D8, FH IIRAF 300 2 bR AL A (AL & 4059) o

[0348] 'H NMR(D20)88.27(s,1H),7.56(dd,2H),7.06(m,2H),6.90(m,1H),4.79(m, 1H),
4.63(s,3H),3.90(m,4H)

[0349] 2.5 b

[0350] g EE-— D HIARAL G (0. 7T5)E T30 A SR it A=l T 152 =M
LRI FF 0 /NN R S BEIR -G W0 575 R 4, 145 5% B8 W - 5% B8 W FH < B f0 £ Tk
i, 13314002 5w - (R)-[3-(4—-(2-(2-FF FE PUmk—5—J& ) i g -5k ) —3— 3R It ) —2—%(
-5 b I ] FR L 1 PR B (fL 5 4072) o

[0351] 'H NMR(DMSO-ds)88.92(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)

[0352] S f159 : (R)-[3-(4-(2-(2-F 3:-[1,3,4 ] M —5-J ) it g —5—J% ) -3 -3 A
5 ) 22 AR -5 TR Fe I ] FR R e A (LA 60 ) 1) il %
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[0353] | AL TS it 4515811 75 AT FHAL A 416 il 25 bR AL 540

[0354]  'H NMR(D20)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)

[0355] szt f5160 : (R)—3—(4—(2—(1—FF I PU e —5-J Yk g —5-J5k ) —3- gl 2R Ik ) -5 4 F S g
e f5e -2~ (1 A 406 1) 11 il 4%

[03561 | FH AR T S Jiti 5] 1 1K) 7 XA 2— (1 —HR 35 P i — 536 ) -5 — R L g 1] 4% s AL &
Yo

[0357]  'H NMR(DMSO-ds)68.98(s,1H),8.30(m,2H),7.75(m,2H),7.53(dd, 1H),5.25(t,
1H),4.76(m, 1H) ,4.44(s,3H) ,4.14(t,1H),3.89(dd, 1H) ,3.69(m, 1H),3.58(m, 1H)

[0358]  siZfifif561 : (R)-3—(4—(2—(1—F JE UM —5-FL Yk g —5-3% ) -3 oK 3L ) -5-E L 2. Bt
S LI B -2 = S 2 BR Eh (b B 4062) 1K 1] 4%

[0359] i) F 2RALL T~ it 5 1 01 5 548 FH 2 (1 — B 5 Y e -5k ) 5 — R ML g /1] 46 b ik &
Yo

[0360]  'H NMR(DMSO-ds)88.95(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, H),4.46(m,2H) ,4.45(s,3H) ,4.24(t,1H),3.92(dd,1H),3.90
(s,2H)

[0361]  Sfifaf562: (R)-3—(4—(2—(1—FF JE UM —5-FL )k g —5-3 ) -3 oKL ) -5-F L 2. Bt
S R e 5t 2~ R B 3 (LA 063) I il &%

[0362] i F 2840l TS it 4 4 371 5 548 FH 2 (1 - B 5 Y i -5k ) 5 — R L g /1] 46 b ik &
Yo

[0363]  'H NMR(DMSO-ds)68.95(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)

[0364]  sZjEf163: (R)—3—(4—(2—(1—FF L UM -5 ) I g -5 ) - 3— 5 R ) -5 (L-TH &
B4 B ERE M BE—2 - = J 2 R 3k (Th &6 4) 1 il 4%

[0365] i) I 2KALh T~ S it 4 40 11 5 X faf i 2 (1 — B 35 Y M -5k ) —5—JR I I 1] 46 b ik &
Yo

[0366] 'H NMR(DMSO-ds)68.95(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),4.18
(m,1H),3.98(dd,1H),1.36(d,3H)

[0367]  sjfafs64: (R)-3-(4—(2-(1—F S UM —5-J& )ik g -5 32 ) —3-Fm K 2 ) -5 (L-TA &
B4 ) FR S e -2~ 26 PR 2k (fb 5465 1 1l %

[0368] i F 2RALL T~ it 1 4 21 5 54 FH 2 (1 - B B Y i -5k ) 5 — R L g 1] £ b ik &
Yo

[0369]  'H NMR(DMSO-ds)68.95(s,1H),8.53(bs,3H),8.24(m,2H),7.77(t,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)

[0370] S f4165: (R)—3-(4-(2-(1—F B Py —5-J ) ih g —5— I8 ) -3~ F K 2 ) -5 (L4 &
A P ERE M B —2 i = F 2 R 3k (1b 5466 ) 11 il 2%
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(03711 | I AR T s it 451 1 11 7 3 FH 2 (1L —FP 35 Y e —5— 35 ) —5— R IEE g 1] 24 s i AL &
.

[0372] 'H NMR(DMSO-ds)88.95(s,1H),8.42(s,3H),8.25(m,2H),7.79(t,1H),7.70(dd,
11),7.48(dd, 1H),5.05(m, 1H) ,4.64(dd, 1H) ,4.44(s,3H) ,4.43(dd, 1H),4.30(t,H),4.01
(d,1H),3.93(dd,1H),2.14(m,1H),0.98(d,3H),0.95(d,3H)

[0373] s f5166: (R)-3—(4—(2-(1—H 3 PY e —5-F& )itk g —5— 3% ) —3-Fm 2R 3 ) -5~ (L4 &
P4 ) FR I e e -2 £ I £h (AL A 46 T ) 1 il £

(03741 | HI AT 52 it 1514 1 1 77 33 FH 2 (1 —FP 35 Y e 535 ) —5— R Ik g ] 24 s AL
.

[0375] 'H NMR(DMSO-ds)88.94(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)

[0376]  SZjfaf67 : (R)-3-(4—(2-(1—F S UM —5-J )ik g -5 32 ) —3-Fj K 2 ) -5- (B-TH &
P2, ) B SR e -2 — 9L L TR £k (fL 5 4068) IV il &

(03771 | I AR T s it 151 481 77 3 A3 FH 2 (1 —FF 35 Y e —5— 35t ) —5— R ML g 1] 2% s AL &
.

[0378] 'H NMR(DMSO-ds)88.94(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)

[0379]  sZjEH#168: (R)-3-(4—(2—(1—FF FLPY M —5-FL ) ik g -5 ) —3-F - 5L ) -5-(B-TH &
P 4 ) FR I e e —2— B 6 12 R (A 69 1 il £

[0380] | FH AR T 5 it 451 4 91 77 3 A8 FH 2— (1L =P 3 DY W —5— 35k ) —5— R ML g ] 24 A il AL &
Mo

[0381] 'H NMR(DMSO-ds)88.96(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,1H),3.01
(m,2H),2.74(t,2H)

[0382]  Sjfafs69: B~ (R)—[3—(4—(2—(1—-FF L PU mk—5—J ) ML g -5 ) —3-F R Ak ) 2%
A-5-WEME b L ] FF L T PR IR (AL A4 73) FT(R) —[3— (4—(2—(1—FA 2 Py —5— 5 ) ik g —5—
5 ) -3 R ) -2 AR5 e A ] R R T IR A (A BT 0) B il 2%

[0383] [.3E—

[0384] | F S ABL T s it 491 5.8 1 77 =0T AL A 06 1l & (R) [ 3—(4—(2—(1—H & Py e —5-
)b E -5 ) -3 L) -2 A bR M e L ] AR R AU T B

[0385] 'H NMR(DMSO-ds)88.94(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)

[0386] 2.%5 3

[0387] B F FRALh T~ i 4 5811 7 XA 58 — AP Hil45 B0 A& P il % 400 2 v [ (R) [ 3-
(4=(2-(1—FP B Y M —5— L ) RHk g —5—J ) —3—-F R 2k ) —2— %A -5 - M e Bk ] FPY 6 1 R i (AL
EHT3) .
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[0388] 'H NMR(DMSO-ds)88.95(s,1H),8.23(m,2H),7.76(t,1H),7.66(dd,1H),7.500(dd,
1H),4.95(m,1H) ,4.44(s,3H),4.21(t,1H) ,4.05(m,2H),3.91(dd, 1H)

[0389] R AL T SETita 4511581 5 =il & A AL S (LA H070)

[0390]  'H NMR(D20)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)

[0391]  SEJfEf170: (R)-3-(4—(2—(1—FF J: Py -5 -3 ) ik g -5 28 ) -3 - Kk 2 ) -5-([ 1, 2,
31— -k ) FR e 5 -2~ (AL AT L) B i

[0392] | AL T St 451 2414 75 X AF FHAL A6 1 il 2 bR AL 540

[0393]  'H NMR(DMSO-ds)68.95(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)

[0394]  SZEGS AL AR AN B PER PEAG

(03951 >y 7 Ul v 5 FR 7 A 420 () B0 18T 6 7 » ) F Chemo theraphy ,29(1) , 76, (1981) 1
IR T3 VAR B BE PRI WIS G T — A X 5 R 45 (08 41 3R T (MRSA) it )5
B R W BRE (VRE) 75 A I B B3 14 2R 7 Dl B /IS 0 A BE (ML Cso, kv / 22 FF) o 5
Pharmacia & Upjohn Inc. XM T2 3HI ZyvoxVE AXTRE . 45 H a1 N R 2~ o

[0396] %2

[0397]
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A B

30/32 7T

WwEY | BAHEERE (MICs), WW/ZEH) e BN IFIRE (MICs, #Se/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 42 0.5 0.25
(] 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 0.5 0.25
10 0.5 0.25 47 0.5 0.25
11 0.5 0.25 48 0.5 1
12 0.5 0.25 49 0.5 0.25
13 0.25 0.25 50 0.5 0.25
14 0.25 0.25 51 0.5 1
15 1 1 52 0.5 1
16 0.5 1 53 0.5 1
17 1 1 54 0.5 1
18 1 2 55 0.5 1
19 32 32 56 0.5 1
20 0.5 0.25 57 0.5 1
21 1 1 58 0.5 1
22 1 1 59 0.5 0.25
23 2 2 60 0.5 1
24 0.5 0.5 61 0.5 0.25
25 0.25 0.125 62 0.5 0.25
26 0.5 0.5 63 0.5 0.25
27 0.5 1 64 0.5 0.25
28 0.5 0.5 65 0.5 0.25
29 0.5 1 66 0.5 0.25
30 0.5 0.5 67 0.5 0.25
31 0.5 0.5 68 0.5 0.25
32 0.5 1 69 0.5 0.25
33 2 70 0.5 0.25
34 1 1 71 0.5 0.125
35 1 1 72 32 32
36 0.5 0.5 73 32 32

NA: A5

MRSA: i —HEEXFTEESHEHAIKE

VRE: il i B EBERE

[0398]  tnR 2N, & AR AT AW BIAE IR FEAR T Zy vox , AR BH B A A2 P oxet i — H
AARERTE RS A B EBRE (MRSA) Fi 73 55 2 W 1E 2K (VRE) Bo7s B W 1 I B VS TR AR
7RI, AR B B BT L ATESTAE 2 .

[0399]  SLEGSL 412 « V4 A T VPAil

[0400] 2Ry 1 A A R EH AT AR DRI VE AR VE , $ BN IR AT 5206 1 AR R I AT AE P I 3
2005 FF 28K R, SR I WG VA WA R 200 B o L Ik PRIHIR A S VA VR ) kU (turbidi ty )

[0401] AT AEW)R 5E AV MRS K50 Z&8 WA I N W, S8 5 F B3R 5 PP A 7
(R, AR IV ML T e i 8 m

[0402]  MEE— G222 AT AEW NN ZE IR K Hp I S8 A B, Vi AR TS =, B AR VAR n
N2Z VTN SR G L EEIE TR IRAS o AR BRI AT AR M NN SR 5 R i VP V8 LI v A o
H ER I S = IR AT VAR L VA 45 RTS8 P BB R 3 R
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[0403] %%3

[0404]
&) VAT &) TR
Zyvox 3L/ Tt ol >50% v/ 2Tt
10 107 v/ 2 52 >50%& b/ Tt
12 2827/ Tt 53 30. 3%/ ZFt
16 2047/ 2T 54 2.92 % /& Tt
20 4. 725/ =Tt 55 7.2 75 /2T
27 >502 55/ FF 56 >50% ./ = Ft
42 >50%2 7/ ZFF 57 >50% v/ ZFt
43 4,227 /=Tt 58 5.5% /Tt
44 >50% 7/ ZFF 59 >50% 5/ St
45 1222/ ZF 60 >50% 5/ St
46 <1.63%m/ZF 62 282 VL /2T
47 25T/ ZF 64 >50% 5/ St
48 >502 vL /2 FF 66 4. 7%/ 2Ft
49 2.62 /=Tt 68 2.6/ Tt
50 20 .42 v/ ZFt 70 >50Z 7L/ Tt

[0405]  GNER3FT7N, SZyvox (32 5/ FH) LA M0 (10T0E /) A fig FEAELL , T AR
VIRTEZ A S AK B iR e be R T (R T 50258/ ZH) .

[0406]  [A| itk , XA BH ) i AE W0 it Bl 0 IR 24 550N, ] AR i A DR WA o 24 i AR ) il e
TS 2GS, AT LAIRAS 25 PP AT A il 5] o

[0407]  SEIGSEE A3 « LA A7 AR 0 /N BR T AR 24 1 2 PE 3 e Dk

[0408] Ul A K LAV SRRV AT R IR SRS

[0409] M1 % FRTAHE R B A4 3 520022 wike H HAL A 110.12.16.17.20.,22, 24 F1274
FR IR 2E R () — PRV A 05 R TCR/ANR 45 25 (B K, I AR B 20 58 £ 25T /R ) o 2R 5 W
S22 JH R B AR E GEREE, DL E S /D EEE (Minimum Lethal Dose,MLD,Z& %/ T
) 8 FPharmacia&Up john IncfZyvox{E NN IR . 45 B inF 4~

[0410] Z4

[0411]
HEY) w/NEFEEMLD, 25/ T )
Zyvox >1000
10 >1000
12 >1000
16 >1000
17 >1000
20 >1000
22 >1000
24 >1000
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27 >1000

[0412]  f7y% 28 A4 B AR Ak | My I R o B3 48 A 0E B9 W 84HIE B il A R B 9 40 & 0
B,

[0413]  #RH4ER4, AR AR HEWEA IR BUEE R, HA sk,
[0414]  sEEHIEC T « Z940EH AR il &

[0415] 1 EysRi il 4%

[0416] MR LERRTTAEN) 251,

[0417] 4 15g

[0418] % LikWpkHE &, ARG IR SR 78 255 B 2 b, LR 7).

[0419] 2. 1 A il &

[0420]  WEMALEERATAY)  500Z25d

[0421] T KiEHy 1002 5¢

[0422] S pE 100277

[0423]  fifi g R s 250

[0424] A& FRWIRHE A AR A T A7 R R il 77

[0425] 3. BCHEMY Hil%

[0426] WEMALEERATAY) 500250

[0427] T KiEHy IE=37)

[0428] i 10077,

[0429]  fifi g PR EE 2%

[0430] & Lk WuklE & IF It O AN 77 VR VR A ) 38 78 21 BH Foe Hi 2 v ot il s 2 o
[0431] 4 yEHS IR il &

[0432]  WEMRLEERATAEY) 500250

[0433]  FPiFPRERZE PN {REFPHAN3.5

[0434]  Hij %) 4 B TS

[0435] YW@ b BT A 40 A7 A5 BR AN Eh A IR R 4 80 W X 70 31 TV E ST ML 20 =2

TR /NI, SRS FHAR IR 8 o 1 T B WD VA A AEE B TR B b R AE B A VR B T A I AR AR
AL AR AR
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