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HN'J\ N HNT Y N}__B
[0074] o )\TJ:N/)—-& g/)\‘?/ N
vi Vil

[0075]  #1g(0.0041mol)8—R—-3—FF F—1H-"Er4 -2 6(3H,7TH)- —H{ (& HVI1 , 2 B8 ik
Journal of Medicinal Chemistry,2009,vol.52,No.20,6433-64452FF 1177 4 Y
SN (50mL) « = SR L 2, 5 f% (DIPEA, 551 ,0.68g,0.0053mo01) . 1--2-T B (fh &1 1,
0.54g,0.0041mo1 ) FIRAK B ( Bp[F] f AL 71IMK5 , 0. 014g, 0. 084mmo 1) 7E 20 ARSI B
MM o = T B S8 (PTC,0.47g,0.002m0 1) A FIRIBS VP 4 I BN 25
VIINFR AR (B3 s L1~ 2/ NE o B IR 22 23R 5 5 NN K 100mL o 1o 38, S B2 B8 19F , T-45° CF1545 3~
BT (2 =122 ) -8 BN (AL A VI DD o

[0076]  F=22.1.13g(FEIR{HI93%)

[0077]  MS:[M+H]'=297/299

[0078]  'H-NMR(400MHz ,DMSO):561.80(s,3H),3.31(s,3H),5.06(s,2H),11.31(s,1H).
[0079]  ALAWVITHI AT LAIIL BA R 77 v il %

[0080] R FH -5 sz it 451 4 AH [H] 49 7542 , ELFH 2~ FR 2 DU &0k IRd (50mLL ) A% DY & kg (50mL) , JF:
HLA RN TAL S5 (P[RR FIMX5, 0. 014g, 0. 084mmo 1) « 6 Js 32 3 P9 25 I 8 [B1 975 e i~
/NS o

[0081] ™ 22.1.09g (FEIR{H]90%)

[0082] R H 5 s 5|4 48 [H] 14 7512 , AH F .18 2, 155 (50mL ) A% DY kg (50mL)  F = 2. i
(PTC,0.08g,0.00082mo 1 ) f4# = T HHF A& H (PTC,0.47g,0.002mo1 ) - FH = 2. ik (g1,
0.53g,0.0053mo 1 )0 — R 2 % (DIPEA, 581 ,0.68g,0.0053mo1) , 3 HAS I A A4k,
B (PpIE AL 77IMXs, 0. 014g ,0..084mmo1 )

[0083]  ;F=#.0.63g(FEIR{HII52%)

[0084] R H 5 st fsil4 AH [H] 14 7542 » AH A HR 2R (50mL ) A& DY Sk g (50mL) SR 2 i —
H ik (PTC, CH30( CH2CH20)nCHa ,n=3-8,0.5g,0.002mo 1 )44 = T F B &b #% (PTC,0.47g,
0.002mol) , A IINBIALEH (P [A] {40 FFIMX5,0.014g, 0. 084mmo 1 ) o 4 Jie 2R A 257 i 4 %2 [
i VAN AN

[0085]  ;=32.0.49g (FEIR{HII41%)

[0086] R H]-5 S tsl4AH R i 7532 » AH ] £ 18 7 TR Bl (80mL ) A VU S kR (50mL ) « R IR
SN (FEL,1.89g,0.022mo 1 )A0FE TR FE 2 FE % (DIPEA, Bi#1,0.68g,0.0053mo1) . HIY T
FEEALBE (PTC,1.39g,0.0041mo ) AE =T HF &M # (PTC,0.47g,0.002mol ) , ANTAN
FIAR B (PR AL FIMX5, 0. 0148, 0. 084mmo 1 ) o S S P 280 I8 228 ] 37 S B~ 1 27N o B
2 E= IR 5, MK 150mL

[0087]  ;=#.0.68g(FEIR{HI1I56%)

[o088]  SLjifhi5 -

[0089]  1-[ (4—FF L idenpk—2 -3k ) FE L 1-3-F B -7 (2] bh—1-3 ) -8R E RS (L 54
VITDF AR

12
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e ‘V/N \
O il Hll j
[0090] /N P Nv’\N N
’/A\NJ‘ J“Br E\\i{] /PEJ . )\N | N,}*Br
{
Vil Vit

[0001] M 3-HJE-7-(2-T fh—1-3) -8R BEIEIS (LA HVIT, 1.34g,0.0045mol ) Bk i 4
(T2,1.42¢,0.0103mo1 )« 2~51 FF Jk—4—FF L e pk (AL A4 111,0.87g,0.0045mo1 ) = T &
F LS (PTC,0.53g,0.002mo 1) A 2—H B Y Sk i (50mL) I Bl e B o Nt 2
5] 375 52 W 3~B /NI o B 3 2= 38 S, N K 100mL o 3 38 , U AR U i, T-45° C 1548 1 - [ (4R 3
I AR —2— 3 ) B ] —-3— R -7 (21 b1 ) -8R B IS (AL A VL) .
[0092]  723K.1.78g(FHIB{HIKIST. 1%)
[0093]  MS:[M+H]'=453/455
[0094]  'H-NMR(400MHz ,DMS0):61.79(t,J=2.3Hz,3H),2.89(s,3H),3.44(s,3H),5.11(q,
J=2.2Hz,2H),5.35(s,2H),7.67(m,1H),7.80(d, J=8.3Hz,1H),7.75(m, 1H),8.24(d, J=
8.1Hz,1H).
[0095]  ALAWVITIHH A LLE IS PR 5 v il 4%
[0096] >R F -5 st 491 5 4H R 749 5 3%, AH A VY &0k R (50mlL ) 4845 2 FR 2 DY kg (50mL ) ,
T3 TEAL A (Pp R A FIMXs, 0. 01, 0. 09mmo 1) .
[0097]  j=22.1.76g(FRIBAHIKI86.6%)
[0098] R H-5 <Ll 5AH IR I 7732, AH FH =2 (PTC,0.09g,0.0009mo 1 ) AE =T J: FF At
FAMFZ (PTC,0.53g,0.002mo1 )  FH2—H J PU Sk g (80mL ) A 2 2—FR 2 P4 S kg (50mL ) o
TR 22 R0 B~ 327N PR 22 =R TN 7K 160mL
[0099]  j=#.1.25g(FRILAEI61 . 4%)
[0100] R FH 5 skt 95 4RI (1 7%, {H I 38 20 — % — H gk (PTC, CH30 ( CH2CHz20) nCHs ,n=3-8,
0.5g,0.002mo 1 )X =T L H L& L #% (PTC,0.53g,0.002mo1 ) « Fi 2.1 2. B (60mL) £, % 2-
FR U SRR (50mL) o IR FAFRIE 28 (R s i 1678
[0101]  7722.0.86g(FRiL{EIM42.2%)
[0102] >R A -5 st 9 5AH R 57 AR Y T 28340 B (PTC, 1.53g,0.0045mo 1 AR =T
HH S AL (PTC,0.53g,0.002mo1)  FH Z B2 57Tl (50mL ) A8 &5 2B JE PU S kg (50mLL) .
INFATHE 2 Bl R RN 22/ N
[0103]  ;=2&.1.34g (GRIBAHIN65.7%)
[0104]  SEjif56 -
[0105]  1-[ (4—FP Bamsmpipk—2—J ) A7 3 ]-3—F i —7—-(2- T hh—1-32)-8-(3-(R) - T %A 3%

SR IE - 1-3) E GRS (L BV I &

HN

HN-Bot
N% \%
o fji - X, /ﬁi O

Vil

OC

13
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[0107] 5 1-[ (4—FP JErmemh—2—3 ) B 3 13- FF R -7—(2- ] -1 ) -S— R E =4 (fb &
YIVIII1,1.86g,0.0041mol) ERFRAT (B§3,0.85g,0.0062mol )  (R)—-3—FL T 48 Fr L LR g
(HEM1V,0.82¢,0.0041mol) =T HH H A (PTC,0.09g,0.0004mol ) A1 H ZK50mL N
B SR o NFAF R 22 R0 S5 N8~ 107N o B L 23 3, NS 0mLIK o FiE 44 f5 ik 38 o 45 9
PFAT50mL SR e, 2 ) 5% HC 1 7K FH A R0 G A BN A MR e 5% o R 4 — S B v TS
B WA A4 L[ (A—FF FEmE b -2 -3 ) R 35k ]-3-FF JE -7 (2T fe—1-3E) 8- (3-(R) - T %A
PRIL G IFENRIE — 1 -3 SRS (L SV .

[0108]  7#*2K.2.02¢(FHiL{HIKI86.2%)

[0109]  MS:[M+H]'=573.4

[0110]  'H-NMR(400MHz ,DMS0):81.39(s,9H),1.63-1.70(m,1H),1.76(s,3H),1.76-1.85
(m,2H),2.84-2.88(broad,s,CH3,CH,4H),3.00(m, 1H),3.34(s,1H),3.39(s,3H),3.56-
3.59(m,2H),3.65-3.68(m, 1H),4.87(d, J=1.6Hz,2H),5.32(s,2H),7.02(d, J=8.0Hz , 1H),
7.66(t,J=7.6Hz,1H),7.80(d,J=8.0Hz,1H),7.90(dd, J=7.2,1.2Hz,1H),8.23(d, J=8.0Hz,
1H).

[0111] Ak &Wvil ] Lt PR 564

[0112] SR 5 =& it 451 6 AH [F] 1) 5 32 5 A5 55 40 i N WA 48 (e [ 48 4 7FIMXs , 0. 06 g,
0.0004mo1 ) o AT Z RIS RN T /N

[0113]  7=23K.1.96g(FiB(HIKI83.7%)

[0114] R A 5L 6 AH R 1 7732 AH FH =2 (PTC,0.08g,0.0008mo 1 ) A E =T Z: FF At
FAH (PTC,0.09g,0.0004mo 1) o iNFR TR 22 [FI L R~ 36 /N o 43R 22 %3, NN 100mL7K
[0115]  j=22.1.06g (FEIR{HI]45.3%)

[0116] R H]5 st 6 AHIH 1 77k AH 2R 20 — % —H ik (PTC, CH30(CH2CH20) nCHz ,n=3-8,
1.02g,0.0041mo 1 )8 =1 3k 1 F & 4L 4% (PTC,0.09¢,0.0004mol ) . F —-H 2K 80mLAX & HF
ZR50mL o TR 22 (019 S5 i~ 18 /N o B8 28 250, N 100mL 7K .

[0117] 722K, 1.19g(FRIB(HIKI51.0%)

[o118] SR H -5 s tsl6 A0 [F 1 75 v  AH A VU T 23R40 B (PTC, 1.39¢,0.004Imo ) ARE =T
JE &AL (PTC,0.09g,0.0004mol ) « FH 1 Z£50mLAC 5 FF 25 50mL o AT H IR 52 0] 97 S B2
~48 /N o

[0119]  7%3K.0.89g(FiL{HIK)38. 4%)

[0120]  SEjifs7

[0121]  3-FFE-7-(2-T %e—1-3%)-8-(3—(R) - T PRI E FENRIE -1 -3 ) —2 L md (1 &
YIVITI-D ARk

=
o) _
0 ==
¥ s Iy HN-Boo =
[0122]  w >N A
; A 07N , _
(8] ITI { HN=Boc¢
W VI

[0123] g 3-H JE-7-(2-J k13 )-8 IR B REMS ((L 5 WVIT,1.22¢,0,0041mol ) (B R 4
(B82,1.42g,0.0103mo1) « (R) -3 T S I A LRI (L5 9)1V,0.821g,0.0041mol) . VY

14
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TR EH (PTC,1.39g,0.0041mol ) AL 2 (Bip A fE AL 7IMX5 , 0. 136g,0.00082mo1 ) F1 2,
1% S TR BE (50mL ) 0N 21 s SRR o A 35 28 (RT3 e R~ 18/INA o P 22 = 38 5, I K
100mL o 138 , W B2 D8 1F , T-45° CTHRAF3-FF E-7-(2- T He-1-38) -8-(3-(R) - T E AL A
FEWRIE -1 -5 ) —ZEIERS (LA VITI-1)

[0124]  j=22.1.54g (FRIR{H190.5%)

[0125]  MS:[M+H]'=417.1

[0126]  'H-NMR(400MHz,DMSO0):61.39(s,9H),1.63-1.70(m,1H),1.77-1.83(broad,m,
CH3,CH2,5H),2.54(s,1H),2.79-2.82(m,1H),2.90-2.96(m, 1H),3.28(s,3H),3.48-3.60
(m,3H),4.83(s,2H),7.00(d,J=7.2Hz,1H),10.91(s, 1H).

[0127]  AL&WIVITI-1 A LLEE DL R 764

[0128] >R A 55t ts 7 4H R (9 7592 AH H (R) —3—FU T S e A A LR e (YL 541V, 1.06g,
0.0053mo 1) FE (R)-3-FUT S I F IR E LAHTV,0.821g,0.0041mo 1) , FF HAMA
FBLAY B0 (P [R] (40 77IMXs , 0. 136g,0.00082mo 1 ) o FATFHIEL 28 [B137 S Bi~36 /M

[0129]  j=2&.1.26g(GRIBAHIT4. 2%)

[0130] R H]-5 S 91 7 4H R 1 77325 , A5 A AR BR AN (182, 1. 30g,0. 0123mo 1 ) A ik PR A (T
2,1.42g,0.0103mo1) « I (R)—3—FU T AL EILWRmE (b &1V, 1.06g,0.0053m0 1 )18 %%
(R)-3-# T A B I R e (L& 1V,0.821g,0.0041mol) =2 & (PTC,0.08g,
0.0008mo 1) FL & PU T IEBREE S %% (PTC, 1.39g,0.0041mo1) « 1 28 (50mL ) {8 % 7, 1 5 TR BB
(50mL) , FF HAS A BIAL B CBp [F] 46 AL 711IMKs , 0. 136, 0.00082mo 1 ) o MIFATFHIR 28 5137 i B~
30/ Ao

[0131]  =22.0.46g (FHIR{H ] 27.5%)

[0132] >R F -5 it s 7 AH 1R /% 75923, AH T (R) -3 T e I LR e (fb 541V, 1. 06g,
0.0053mo 1) fXE (R)-3—HU T AR FEIRIE (fb 5 41V,0.821g,0.0041mol) ISR &
I (PTC, CH30( CH2CH20) nCHs ,n=3-8,1.02g,0.0041mo 1 ) f % IY T R B & %% (PTC,
1.39g,0.0041mol )« F —H % (80mL) A& 2, 2 7 A 5 (50mL ) , - HLAS I AL 25 (B[R] 4 AL
7IMX5,0.136g,0.00082mo 1) o HAFFHIE 22 [958 S Ri~40 /N o B 22 =38 5 TN 7K 150mL .
[0133]  ;=32.0.35g (GRIBAHMI21 . 2%)

[0134] R H -5 St 91 7 4H R 19 77925 , A5 AR BR AN (182, 1. 30g,0. 0123mo 1 ) A ik FR # (T
2,1.42¢,0.0103mo1) « FI(R)—3—FU T A IL LRIz (b &1V, 1.06g,0.0053mo 1 )18 %%
(R)=3-M T I LR e (b 5 H1V,0.821¢,0.0041mo1) VY T 2403 (PTC,0.83g,
0.0025mo 1 )fC & IY T HEBR R A %% (PTC,1.39g,0.0041mol) - F = F 2 (50mL) {8 5 2. 8 57 78
B5 (50mL ) , 3 H A IS (B[R] {46 7IMX5, 0. 136g,0.00082mo1 ) o A FHIE 28 [51 7 S B
~26/NF

[0135]  723£.0.57g(FiB(HIK33.7%)

[0136]  SEjifs8:

[0137]  1-[ (4-FF FEr&mpmph—2 -3 ) B 3L | -3-F -7 (2-T hh-1-F£) -8-(3-(R)—HU T &
R FEWRIE - 152 ) B (LA MIVD I B i
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[0138]

T tlieoe
m

HN ’!\i_ )J\/[ />“"N
O%N I N%NQ ‘%’ ’/(L HN Boc
| N-Bac

v

VHI-1
[0139] Mg 3-FHJE-7-(2-T He-1-%)-8-(3—-(R) - T S R I Z AL IR e —1 -8 ) — B 24 (AL,
EWIVITI-1,1.32,0.0031mol) BRR A (52, 1.28g,0.0093mol )\ 2—5 FF Fk—4 FF 2 e Ik ik
(A M111,0.72¢,0.0037mol ) PY T IR0 4% (PTC,0.49g,0.0015mol ) FIER 4% (50mL ) il
NE SRR o AT A R S R~ 15/ o B 2 =385, In AN 7K 100mL o ok 38 , e 52 U
P, T45° CH1E45 1 -[ (4-FF Rk —2— 2L ) B 0 ] -3 R J-7—-(2- T Be—1-2)-8-(3-(R) -l
TEBIE R IEIRE -1 ) —E I (LA V) .
[0140]  ;=3.1.43g(FRIBIEHIIS0.3%)
[0141]  MS:[M+H]'=573.4
[0142]  'H-NMR(400MHz ,DMS0):81.39(s,9H),1.63-1.70(m,1H),1.76(s,3H),1.76-1.85
(m,2H),2.84-2.88(broad,s,CH3,CH,4H),3.00(m, 1H),3.34(s, 1H),3.39(s,3H),3.56-
3.59(m,2H),3.65-3.68(m, 1H),4.87(d, J=1.6Hz,2H),5.32(s,2H),7.02(d, J=8.0Hz , 1H),
7.66(t,J=7.6Hz,1H),7.80(d,J=8.0Hz,1H),7.90(dd,J=7.2,1.2Hz,1H),8.23(d, J=8.0Hz,
1H).
[0143]  Ab&Wvil ] LTt PA R 5 v il 4% -
[0144] % F 55 St 4 S AH [F] 1K) 5 ¥2% , H FH 2 -5 FP i —4 FF ki ek (A & 111,0.66¢,
0.0034mo 1 ) A& 2— G0 F B -4 F FEr ek (1b 54 111,0.72g,0.0037mo ) « VY T R4k
(PTC,0.39¢,0.0012mo 1 ) A& IY T FL 1L 82 (PTC,0.49g,0.0015mol) , 3 H. A4 A4k 4
(DA 1AL 77IMXs ,0.09g,0.0006mo1 ) o AT TR 22 1197 S N~ 18 /N
[0145] 772 .1.40g(FRiL{EI78.7%)
[0146] R FH 5 S 9 S AH [F] 1) 7 v {H 2 -G FR e —4 FR Bk e e bk (b 54 111,0.83g,
0.0043mo1 ) fC# 2— 51 FF 2 —4 F JEnds ek (A &4 111,0.72g,0.0037mol) . = Z. % (PTC,
0.06g,0.0006mo1 )fHE U T FHIR1b4% (PTC,0.49g,0.0015mol) B 2 (80mL ) FA . 42
(50mL) o IFRFHIE 2[RI S N~ 407N o B 22 =38 5 > I 7K 150mL
[0147]  722.1.26g(FRIL(HINTL. 1%)
[0148] R M52 8AHE I 77k, AH R 2 B B Bk (PTC, CHa0(CH2CH20) nCH3 ,n=3-8,
0.54g,0.0021mol S P T 34k 4% (PTC,0.49g,0.0015mo1) ] — FF 2K (60mL) AL B FR
52 (50mL) o INFAFHIR 22 [F1 3 S5 i~ 197N o B 22 %08 5 » NN 7K 130mL.
[0149]  ;F=Z&.1.16g(GRIR{HI65.4%)
[0150] =% H 55 K Jita 5 S A [ 1K) 5 ¥25 , B FH 2 -5 FP i —4 FF ks ek (fk & 49111,0.83¢,
0.0043mo 1 ) fX % 2—50 FF -4 FF FErmeipk (fL &9 111,0.72g,0.0037mol ) VY T IR AL B
(PTC,1.05g,0.0031mol )L PU T IR 52 (PTC,0.49¢,0.0015mol ) « FH —FF 2 (80mL ) {1 #%F
PR 58 (50mL) o INFTHIEL 25 [T B2 N~ 40 /N o B IR 5 %508 5 » N 7K 150mL
[0151]  ;=2.0.65g(FRIBEITI36.8%)
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[0152]  SEJiE/19:

[0153]  1-[ (4—FF JEmEmarnph—2 -3 ) B 3 1 -3-FF -7 (2-"T He—1-3£)-8(3—(R) 7K ~H B I¥
FAENRIE —1 -8 S (L SV T D A R

[0154]

N 4
O\\\ O 7
|

2N /\\,J\ /N/
@fI Aol
|.

VHi
[0155] K5 1-[ (4—FR FLmdsmemph—2 -3 ) FF 3 -3 FR J—7—- (2] k-1 -3 )-SR F LS (fh &
MIVIIL,1.86g,0.0041mol) HREEAH (Fil,2.27g,0.016mol) . (R)—3—4R % — FI B IV 2 R g £
MR (A BTV, 1.2g,0.0045mol ) F1 2 2 7 P B (50mL) N B e REE H , $HE0 . 5/ 5
TN = AR EE S AL (PTC,0.23g,0.001mo ) , 5 s B P 25 4 in #2916
AN o B =, INNSOMLIK o 35 T 1 BE R R PR T 100mL AU e, 43 ) 5% HR
HCT 7K Al A AT VR 5% o TR A — U R Joe s VA B W I T4 1 — [ (4 PP R i ek —2— 2 )
B ] -3-F L -7-(2- T Jh—-1-55) -8 (3—(R) 2K F B WP 2 R e — 1 -k ) —2g W ns
[0156]  =3&.2.19g(FRIB{HIKI88.7%)
[0157]  MS:[M+H]'=603.1
[0158]  ZALA WV AT LLIEL PR 77 v il %
(01591 R FH 5 St 451 9 AH [A) B9 75 3, A5 55 A I N B Ak 44 (B ) 48 46 7IM X5, 0. 01 2¢g
0.082mmo1) 3 Fi .12 £, 1 (50mL) A5 201 7 TR B (50mL ) o K S B2 A 5 0 A il 22 1m0 i
SN 27N o B A2 F I INAN50mLIK
[0160]  F=3.2.16g(FRIB{HIST . 4%)
[0161]  MS:[M+H]"=603.1
[0162]  sZjia 10
[0163]  “—HayEk” A i1 [ (4-FF Sk kb —2 -3 ) B 3 ] -3-F B -7- (2T hh—1-3) -8-(3-
(R)—BUT E A Z AR e — 1% ) 25 I (LA V)
[0164]  [&4k1.
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[0165]
X P 0%
j}\ " " X1=Br, MsO 9 o — Q)W,/N
A N It HN
HN N
| Br lJI 2B
O)\N/[N}“ PN L
| DIPEA, KI, THF I v
SR Vil K2CO3
Vi '
iR a B )
N HN >
: » HN—Bo¢
N
i \]/\N Nt v
e
L‘;]i/moﬁi\‘ o ; N 4L\ )_N
T K2CO3 _
HN Boc
Vil e ¥

[0166]  50Ra . 3-FH-7-(2-T He-1-2) -8R s (AL AV DI A AL

[0167] 448 R-3-FF - 1H-TEm—2 6 (3H,7H)- —Fl (b &MV, S B ik Journal of
Medicinal Chemlstry,2009,vol.52,No.20,6433—6445/\3?5@73/2%%,10g,0.041m01)\
Y& (100mL) « — S P 3 2 JE i (DIPEA, B 1 ,6.84g,0.053mol ) \1-JR-2-T b (fh. &4
11,5.42g,0.041mol ) FIfdt Ak 84 (Hp[FIfE AL FIMXs, 0. 1368, 0. 82mmo 1) 7E USRS T INA R R
R O =T R SR (PTC,4.7g,0.020mo 1) OB FIRIBE W 5 R RER N 254
IR RN R~ 18/ o el 2R 2R 5, IS AT B T N — D IR B

[0168] AL GWIVIT(3-FFJE-7-(2- T Jo—1-2%) -8 IR BN )t A] B 7 /b — P vA3R4S ,

E
MsCl
HO’\,/ MSO\/
I
[0169]
wso_Z S
W o
o
vii

[0170] ¥ 2-T He-1-F#(2.27¢,0.032mol) VU MR (THF, 80m1) 1= Z % (3.92¢,

0.038mo 1) ZEZARY B INA B SR o B3 E~0° C, 1) IR IR A b i In o\ FR e

(4.08g,0.036mol) o INFE & » [ M~ 1/

[0171] ) bk e B2V A4 P I 8—IR -3 FF A~ T H-IER4 -2 6 (3H, 7TH) - -l ({L &4V, =

8 ik Journal of Medicinal Chemistry,2009,vol.52,No.20,6433-64452FF ()77 2l

% 10g,0.041mo1)  PUS IR (100mL) - SR 3 2 H: % (DIPEA, 1,6 .84g,0.053mo1 ) s 1-
2= T HR(EEMIT,5.42¢,0.041mo 1) FHRRAL SR (R4 ALTRIMXS, 0. 136g,0. 82mmol ) o F
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SRR N TR A P A B B30 S R~ L8N PR B IR S, SR T BT — 2 %bx
IS

[0172] P 8RD: 1-[ (4R Jndsidenph—2—J5 ) FE Bk ] -3-FF -7 (2T fe— 108 ) -8R B I 14
U EPVITD KA

[0173] WS BRERAP (HH2,14.15g,0.103mol ) FI2—51 FF Jh—4—FP B bk (fk 5 9111,8.68¢g,
0.045mo 1) AR _FIA D BRa il 151K KBV A 0 o INFATHE 22 B R R~ 247N o B 2 =
)G, RBEFTEE T N — PR R M.

[0174] D BRc.1-[ (4-FF LM membk—2— 3 ) FR 38 1-3-FR -7 (2] fe—1-3£)-8-(3—-(R) -
TSRS IR -1 -2 B S (UL AV B A K

[0175] M5 BRIERAF (B3, 8.49g,0.062mol ) fI(R) -3—FU T AR ALK IE (L 51V,
8.21g,0.041mo 1) AN B A 0 B HI43 (1 R RV A4 o INFAFHIE 2[RI R R~ 24 /N o B
2 = INNS0mLK o F fa i U8 K R UHA T 100mL S e, 43 ) B9 HCT L A A
ANV TR BRI I 4 — S P eV AT BN P B A4 1 [ (4-FR Bend ik —2—J ) A L ]-3-H
Fe-T-(2-T He-1-45) 8- (3—(R) —FU T A BRI S AR IE -1 - ) -2V (L 5 HV) o

[0176] 722.16.08g(FiL{HKI68.9%)

[0177]  MS:[M+H]'=573.4

[0178]  SEjafsi11

[0179]  “—#HuiE” Gl -[ (4-FF REmdmdenph—2— 08 ) Rt -3 - R k-7 (2- T fe-1-28) 8- (3~
(R)~HU T 28 BRI Z IR IE ~ 1 % ) ~BEZER4 (fL AV )

[0180]  PRZR2:

[0181]
N
- o
T B o _ HN—Boc
HN e SN v
L e i L= v
! DIPEA, THF | K2C03, ki
Vi PENEND S L.’f 3,9 Vi
iR d R e
o //;;/ ‘\fN o //
N g N‘k‘r/\'N N_ ~
N i N \/I[ N
Sl AT
HN- N—Bog
| HN=Boc. o
VI v
PR

[0182] LR 3-H JE—7-(2- T He—1-3%) 8- TG (L S MIVI T I A Ak

[0183] }48-yR-3-F - 1H-MEm -2 6 (3H,7H)- B (b &5 ¥IV1, S ik Journal of
Medicinal Chemistry,2009,vol.52,No.20,6433-6445,FH) 77744144 ,10g,0.041mol) .
USRI (100mL) SRR 5L 2 FE % (DIPEA, i1 ,6.84g,0.053mol ) Fl1—JR-2-"T k(b 54
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11,5.42g,0.041mo 1) 7E AR T I B B P 8 =T J 1 2L &b 8 (PTC, 4. 7g,
0.020mo 1) NN i VRA W o S SN 2890 N4 22 5] e Wi~ 187N o PR B = IR e, R
MR AT BT T — e Mo

[0184] D Wfe.3-H FL-T-(2-1 Hh—1-3L)-8—(3-(R) - T A R IL R IL MR e —1-JL ) — 25 ins
A EPVITI-1D R &R

[0185] M BRIERAN (Bl2,14.15¢,0.103mol ) (R)-3—FL T SR s IR g (b 51V,
8.21g,0.041mol ) FITAL S (B[] {4k FFIMX5, 0. 136g,0. 82mmo 1 ) AR IR 2 IRAM [ MR
AR AT & R N~ 26 /N o B B =S OSBRI TN B RO
[0186] MS:[M+H]'=417.1

[0187]  JDURf . 1-[ (4-FF SR Ibk—2 - ) 0 ] -3 FR -7 (2T Jh—1-2 ) -8-(3—(R) -
TR E IR IE -1 -2 S (UL BV B A K

[0188] IS BRFERHN (3 ,8.49g,0.062mol ) FI2—G H AL —4—-FF S ek (fL 5 4111,8.68g,
0.045mol ) NN B _E A 5 B e i S BV A 0 o INFRTHIE 2[R0 S M~ 32/ o B IR B =R,
TONB0mLIK o FHE 5 3 P B 8 3 T 100mL & e, 43 51 5% HCT L 7K i Al &AL A0
VARV o IR A — S0P e VA VA B ML A T A4 | —[ (4P i ek —2— 36 ) B L 13- FF k-7 (2-
THR-1-3) 8- (3-(R) BT S Rz R g — 1 - ) — B

[0189]  ;=Z&.15.1g(FRIRAHI64.7%)

[0190]  MS:[M+H]'=573.4

[0191]  SEjids12:

[0192]  “—Hayk” A pl1 [ (4-FF SR bk —2 -0 ) R 2 ] -3-FR 27— (2T hh—1-2) -8-(3-
(R) =T 28 R I 2 AR e — 1 2% ) —BEZER4 (fL A 4V )

[0193] R A5 SLita 1 0AH R J7 3%,

[0194]  {HAE BRarh , FH LR £ BE (100mL ) A VU S Mmg (100mL) « FHIY T B &b 8% (PTC,
0.56g,0.002mo 1) A% =T HL A L& 5% (PTC,4.7g,0.020mo 1) o 1 S5 S P 2540 #k &2 [m]
W Wi~ 387N

[0195] 7R D Rbr, FHAMIMANE ALY T 42 (PTC,2.13g,0.0082m01) .

[0196] 708K, HAMMAZ AW (BK3,2.3g,0.041mol) .

[0197] 722, 17.0g(FRIB(EIT0%)

[0198]  MS:[M+H]'=573.4

[0199]  SEjifsi13:

[0200]  “—HayE” A El1 [ (4-FF S kb —2 -0 ) R 3 ] -3-FR B -7- (2T hh—1-2) -8-(3-
(R)~#U T A BRI B LR IE ~ 1 % ) ~BE RS (fL A4V )

[0201] >R H 5 SEHtafs 1 OAH R K 5%,

[0202]  {HAELPRar , HI8—IR-3-F AE—1H-IEM4-2,6 (3H, 7TH) - —Fi (L &V, Z Uk
Journal of Medicinal Chemistry,2009,vol.52,No.20,6433-6445AH K J7VEH]4& ,
1.0g,0.004mo 1) A& 8- ¥R -3-F A -1H-MERS -2, 6 (3H, TH) - Fl (L AV, Z B STk
Journal of Medicinal Chemistry,2009,vol.52,No.20,6433-64452 H-H) 75744 ,10g,
0.041mol) « FH 55 IR B (30mL ) A 2 DU Sl (100mL) A — S TR JE 2, B e (DTPEA, g1, 0. 68g,
0.005mo 1 VA% — L 2 F i (DIPEA, B§1,6.84g,0.053m0l )  FH1--2-T M (b 511,
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0.54g,0.004mo )X 1-1-2-T e (A5 411,5.42g,0.041mo )  FHVY T B R A 4% (PTC,
0.68g,0.002mol )& = T & (PTC,4.7¢,0.020mol ) FF HMEALEF(0.014g,
0.082mmo 1 ) A4 M4k B (P [F] 4 A 71IIMXs , 0. 136g, 0. 82mmo 1) o ¥ 5 B P 2840 i #4 22 [
R~ /N

[0203]  FEs3Rbrh, FHRRERAM (F82,1.42g,0.01mo 1 ) FC B R4 (2, 14. 15g,0. 103mo1 )
I R 2-50 R -4 AR L nde bk (Ab S 111,0.87g,0.0045mo 1 )4 Fl2—5( FF JE—4—FR Bk nds i
k(AL AHT1T,8.68g,0.045mol ) o IHFAFHIE 22 [F] 378 5 Bin 10/NA

[0204]  fEBBRcrr, FIRRERAN (33 ,0.85g,0.006mol ) fC B BRIEHH (783 ,8.49g,0.062mo1)
I (R)=3—HU T S kI 2 IR e (LA 1V, 0.82g,0.004mo1 ) A (R)—3—HU T A Bk 2 Ik
WRNE (L BTV, 8.21g,0.041mol) o HFA T 28 [R1 i s i~ 16 /N o B3 28 =23, NN 30mL
K P Jo i YE R IR PR Th0mL — S fi .

[0205]  7=3K.1.56g(FiB{HIK67.2%)

[0206]  MS:[M+H]'=573.4

[0207]  SEjifhi14:

[0208]  “—4RyE” & a1 —[ (A-FP SEmEMenpk—2 38 ) 3t -3 -F B -7 (2- T f-1-3E) 8- (3~
(R)~HU T S BRI Z LR IE ~1 - ) ~ BSR4 (fL A4V )

[0209] {H7EDHarh , H8—¥R-3-F F-1H-NEMS -2 6 (3H, TH) - B (fb &4V 1 , = B STk
Journal of Medicinal Chemistry,2009,vol.52,No.20,6433-64452AH W J7VEH]4& ,
1.0g,0.004mo1 ) A 8—JR-3-H Fe-1H-NEM -2, 6 (3H, 7TH) - —Hi (b &V, Z B SCik
Journal of MedicinalChemistry,2009,vol.52,No.20,6433-6445H /) J7 4%, 10g,
0.041mol) « A —FF 2 (50mL ) A 8 DY SUWkieg ( 100mL ) « FH — S TR & 2 3 % (DIPEA, Bl 1, 0. 68g,
0.005mo 1 ) fC# — S A 2 HE i (DIPEA, B 1,6.84g,0.053mol)  Fl 1 - -2-T M (L& 1T,
0.54g,0.004mo ) AR F 1-IR—2-T $e (45 ¥11,5.42¢,0.041mo 1) . FHEE 2. — L — Rk (PTC,
CH30(CH2CH20)nCH3 ,n=3-8,1.0g,0.004mo 1 )}fX%&% =T A H F& L% (PTC,4.7g,0.020mo1 ) FF
FHAL A (0.014g,0.082mmo | ) 48 &5 LAk 20 (Hp [F] 4L FIMXs5, 0. 136g,0.82mmo 1) o ¥ 2 B2 IR
P 2R INFAZE [ETE S RE~ 36 /INE

[0210] 7B 3Rbrh, FIBRIRE (BH2,1.42g,0.01mo 1) FL & FRER 47 (B2, 14. 15g,0.103mol)
FF FH2-SU R 24 - S bk (AL 50 111,0.87g,0.0045mo 1 ) A 4% 25 FY Bk —4 - Y B e 1k
(ML EHT1T,8.68g,0.045mol ) o AT 4 M]3 S N~ 28 /N

[0211]  fE 5 BRerr, FIRRERA (33 ,0.85g,0.006mol ) fC B IR IR (783 ,8.49¢,0.062mo1)
FEH (R)=3—8UT S kI 2 IR E (LA TV, 0.82g,0.004mo1 ) A (R)—3—HL T A B I 2 I
WRNE (LS H1V,8.21g,0.041mol ) o INFRFFIEL &2 [H] 97 S Wi~ A8/IN o B L 22 =53, N 100mL
K P S Ik B8 B IR DA TH0mL S R S .

[0212]  722.0.49g GRIBAHI21 . 2%)

[0213]  MS:[M+H]'=573.4

[0214]  SEjifh15:

[0215]  “—4RyE” & a1 -[ (A-FP S e npk—2 3 ) R 3t -3 -F B -7 (2- T f-1-3E ) -8~ (3~
(R)—#U T 28 R 2 AR IE — 1 % ) —BEZER4 (fL A 4V )

[0216] R H 5 SLitafi 1 0AH R 7%,

21
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[0217]  {HAEL Parh , HI8-IR-3-FF FE—1H-NEM -2, 6 (3H, 7TH) - —Fi (L &V, Z FE SR
Journal of Medicinal Chemistry,2009,vol.52,No.20,6433-6445,H K7 VLS|4,
1.0g,0.004mo1 ) A& 8—1R-3-F F-1H-MERS -2 6 (3H, TH) - i (L &V, Z ’E SR
Journal of Medicinal Chemistry,2009,vol.52,No.20,6433-64452 HH) 75744 ,10g,
0.041mol) Z P2 5T Bg (30mL ) A VY Sk (100mL)  FH = e A 2k & B i (DTPEA, B 1
0.68g,0.005mo1 )fX# — P HE 2 3L % (DIPEA, Bl 1,6.84g,0.053mo1 )« FH1-IR-2-T %k (4L
HW11,0.54g,0.004mo 1 )8 1-I-2-T M (4 &5 411,5.42g,0.041mol )  FHPY T JEyR Ak i
(PTC,0.68g,0.002mo1 )&% =T F I &8 (PTC,4.7g,0.020mo 1 ) Ff FHMLAL A (0.014g,
0.082mmo 1 ) 3% WAL 2 (P [F] 4 AL 71IMXs , 0. 136g, 0. 82mmo 1) o 4 i B P 2840 i # 22 [ 7
RN /NE

[0218]  7EsBBRbHh, FHRRERSH (T82,1.42g,0.01mo 1 ) fC B IR R4 (82, 14. 15g,0.103mo1)
FFH2-SUR -4 e bk (fb A5 111,0.87g,0.0045mol ) A 25 B S -4 FF Jnde ik i
(b &¥111,8.68g,0.045mol) o AT 22 [B]97 Se i~6 /NE

[0219]  fE B BRcrr, FIRRERA (33 ,0.85g,0.006mol ) fC B IR L (783 ,8.49¢,0.062mo1)
FEH (R)=3—HUT S kI 2 IR E (LA 1V, 0.82¢,0.004mo1 ) A (R)—-3—HU T A B i 2
WRNE (L BTV, 8.21g,0.041mol) o INFA T 22 [R1 i S i~ 16 /NI o B 22 =23, N\ 30mL
K HE fa i U8 R IR A T-50mL S e o

[0220]  ;=2R.0.57g(FRIBAHIK24.6%)

[0221]  MS:[M+H]'=573.4

[0222]  SEjifh16:

[0223]  “—Hayk” A p1-[ (4-FF SR bk —2 -0 ) R 2 ] -3-FR i -7- (2T hh—1-2) -8-(3-
(R) =T 28 R I 2 AR IE — 1 2% ) —BE EER4 (fL A V)

[0224] R H 5 SEita 1 0AH R 7%

[0225]  {HAELRarh, AI8—IR-3-H F-1H-IEM4 -2 6 (3H, TH) - i ({b 54V, Z R STk
Journal of Medicinal Chemistry,2009,vol.52,No.20,6433-6445FH)J7 VL%,
1.0g,0.004mo 1 )X 8- ¥R -3-F H-1H-MER -2 ,6 (3H, TH) - R (L A4V, Z B STk
Journal of Medicinal Chemistry,2009,vol.52,No.20,6433-6445FH) 751564 ,10g,
0.041mol) Z, & 5 A EE (30mL) A VY 2k ieg (100mL) | = R 2 & L & (DTPEA, g 1,
0.68g,0.005mol ) 8% — F A 2, F % (DIPEA, B(1,6.84g,0.053mo0 1) - FH1-JR-2-"T % (k.
AM11,0.54g,0.004mo 1 )AE 1R -2-T SR (UL AH11,5.42¢,0.041mo 1)  FHPU T FE R4 B2
(PTC,1.29g,0.004mo 1 )48 # =T 3 R & L% (PTC,4.7g,0.020mo1 ) 3 AL A (0.014g,
0.082mmo 1 ) £ LAk 2 ( P [F] 4 AL 71IMXs , 0. 136g, 0. 82mmo 1) o ¥ 5 BT A 2840 i 22 [l 7
RIS/ N

[0226]  7F:BBRbr, FHRRERSH (T82,1.42g,0.01mo 1 ) fC B IR R 49 (2, 14. 15g,0.103mo1)
FF FH2-SU R 24 - S bk (AL 590 111,0.87g,0.0045mo 1 ) A% 25 FY B4 — Y B Ik e
(b &5¥111,8.68g,0.045mol) o HIHATFIE 2 [B1 97 S 6 /NE

[0227] 7B BRcrp, FBRERER (83,0 .85g,0.006mo 1 )FE & HRER 44 (B%3,8.49g,0.062mo1)
I (R)=3—HU T A BB 2 IR E (A 1V, 0.82¢,0.004mol ) A (R)-3—HL T A B 2
WRNE (fL BTV, 8.21g,0.041mol ) o NFATHE 22 (RIS R~ 14 /N o B 28 %53, I 30mL

22
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Ko

[0228]  j=Z2.1.38g(FEIR{HI]59.7%)

[0229]  MS:[M+H]'=573.4

[0230]  SLjafsi17:

[0231]  “—HRyE” A i1 -[ (4-FF FEnd ek —2 -3 ) B BE J-3-F B -7- (2T bh—1-2L) -8 (3~
(S) =T A B 2 SRR IE —1 -k ) — 25 R4 (AL A4V )

[0232] {41

~ NG
B’r\// e} O/ 1
— N
H /JL T N S
it HN \| N>_“B
2 T
,J\ /)w 5 O/’J\N N 2
HIERE, |
. VI K2CO3
[0233]
\ HN b
\l/\ H?\I—Boc /?L
T S—ar v N I N
Ay A oy )
| K2CO3
HN Boc
VHI i

[0234] R H]5SEhEs| LOA R 7532,

[0235] {HAE L PRarh , HI8—IR-3—-FF AE—1H-NEM-2,6 (3H, 7TH) - —Fil (L &V, Z FESCER
Journal of Medicinal Chemistry,2009,vol.52,No.20,6433-6445FFH 75 VEH %,
1.0g,0.004mol ) & 8—1R-3-HF F-1H-MERS -2 6 (3H, TH) - i (L 5V, Z R SR
Journal of Medicinal Chemistry,2009,vol.52,No.20,6433-64452 HH) 75 VEH]%%,10g,
0.041mol) « FH 5 % (30mL ) A % VY S0k iRg (100mL)  F — SR 2 i (DIPEA, Bl 1, 0. 68g,
0.005mol VA% — 3 2, F i (DIPEA, B 1 ,6.84g,0.053mo0l )« FH1--2-T s (fb 511,
0.54g,0.004mo ) fX s 1--2-T M (fb- &5 411,5.42g,0.041mol)  FHPY T JEBR R S 4% (PTC,
0.68g,0.002mol )% = T R FALH (PTC,4.7¢,0.020mol ) 3 AL A (0.014g,
0.082mmo 1 ) 3% WAL 2 ( P [F] 4 AL 71IMXs , 0. 136g, 0. 82mmo 1) o ¥ 5 B P 2840 i # 22 [l 7
R i~B /N

[0236]  7EsBBRbH, FHRRERSH (T82,1.42g,0.01mo 1 ) fC B IR R4 (8,2, 14. 15g,0.103mo1)
FFH2-SUR -4 B kb ({5 111,0.87g,0.0045mol ) A 25 B 2k -4 FF L nde ik i
(L BWT11,8.68g,0.045mol) o HNFATFFIE 22 [F1 38 S5 Bin 10/NE

[0237]  fE5BRcrr, FIRRESAR (3 ,0.85g,0.006mol ) fC B IR IR (783 ,8.49¢,0.062mo1)
FEH (S)=3=HUT S kI 2 IR E (LA TV, 0.82g,0.004mol1 ) A (R)—3—HL T A B 2 I
WRIE (LS HTV,8.21g,0.041mol) o AN FFIR 25 (1] 37 e i~ 167NN o PRI 3 253, NN 30mL
K HE Fa i P8 R IR A T-50mL — SR e o

[0238]  j=22.1.52g(FEIR{HI]65%)

[0239]  MS:[M+H]'=573.4
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[0240]  SEjifs18:

[0241]  “—Hayk” A pl1 [ (4-FF SR bk —2 -2 ) R 2 ] -3-FR i -7- (2T hh—1-2) -8-(3-
(R)—FUT I A FENR e — 1% ) — 5 Vs (LA V)

[0242] R H 5 SEita 1 0AH R 7%,

[0243]  {HAE Barp, AR JL 5 T R (MIBK , 100mL ) A% PU SR (100mL)  F = 2. fig (PTC,
0.83g,0.0082mol )X E =T & B L &4k 4% (PTC,4.7g,0.020mo1 ) - FRRER S 4N (il 1 ,6. 9¢,
0.082mol )X # — iR AL 2 % (DIPEA, B§1,6.84g,0.053mo0l )  FH1-1R-2-T ¥ (b &1 1,
6.54g,0.049mo ) AAE 1 IR -2-T H(fLAMIIT1,5.42¢,0.041mol ) 45 S RENE A R4 Nk 2
5] 97 S5 N~ 487N

[0244] 720 IRb , BT IMATRERH , (2 F /M I N R 2k = B k¥ (PTC,0.94g,
0.0041mo1 ) o INFAFFIE 2 [ LI Bin 36 /N

[0245]  fEsbBRcr, WAMMAVY T Z 9403 (PTC,1.39g,0.0041mo1) o NFAFHIE 2 1] i %
i~A8 /NI o PRI 22 2 I, INANB0mLIK o Pt f ik YK o JE DR T 100mL — & b o

[0246]  7722.9.37g(FRiL{HI38.6%)

[0247]  MS:[M+H]'=573.4

[0248]  SEjifs19:

[0249]  “—Hayk” A E1 [ (4-FF S kb —2 -2 ) R 2 ] -3-FR i -7- (2T hh—1-2) -8-(3-
(R) =K — H P 7 28 FEWRIE — 1 -4 ) — 2 s (AL & V)

[0250] Eﬁéﬁl

: A PN
o B j , @(N ;
] o o - % !
e N i A
B
s \N‘J ‘N/>~8r O“)\M’H:N}wv ' i
| DIPEA, KI, ¢
TR R - R2003
i Vit
Wi g FRD
[0251] )
O
(N ‘
S \ OF N\ o]
A AN NN i \/ﬂ e I >
i B | //—Br N
RSP \ ],/N O/\ P \/'\r
Like b

VAT
[0252] >R H-5 SEHtafs 1 0AH R K 75 %
[0253]  (HAELEEb , IOFAFHIR 22 [F1 3 S5 i~ 20 /NE
[0254]  fEsBiRcrh, FHBREE A (B3, 14.15g,0.103mo 1 ) fC & TR ER A (353 ,8.49¢,0.062mo1 )
FH (R)-3-4F 28 — BBk P 2R e R B2 2 (L A1V, 12.03g,0.045mo 1 ) A8 (R)-3-FUT 4
I IENRIE (L EW1V,8.21g,0.041mol) , JHFAFHL 2 (]9 e R~ 257N
[0255] 7=, 17.42¢(FRIBIEIT4.6%)
[0256]  MS:[M+H]'=603.1
[0257]  SEjif520:
[0258]  “—Hyk” A pl 1 —[ (4 JEndgmdembk—2 -2 ) R L -3-FR 27— (2T h-1-2£)-8(3-
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(R) =78 = FF B W 8 MR — 1 -2 ) — 5 e (AL V)
[0250]  2k2:

[0260]
o
H
: HOL %, O
o Bf/ o N\(
N i oA |
A |8 L VN
il N 7NN
| DIPEA, 2-t: b6 pusi sl l |
Wk T PR Vil g0 K
Vi
Sk d wiRe
_ L,//\I Nﬁ//\u
il ~ SN
HNT | N <N
e o i
OF TN TN " i
! K2CO3
o

VHEL
[0261] >R H5SEHtafs1 LAHR K 5%,
[0262]  (HAEL SR, H2—FF B DY S (100mL ) 4K 2 VU S (100mL ) « FH X1 be ik —
IR (PTC,8.13g,0.020mo 1 )A8H =T FE A& b4 (PTC,4.7¢,0.020mo1 ) , H oM
AL (Bl R AL FIMX s, 0. 1368, 0. 82mmo 1) 7E 2 SARY I B R B H o 16 S BLHE A 25
WM E R & R~ 327N
[0263] fE b Rerh, MBS (T, 22.64g,0.165mol )fCE R EE4F (B2, 14.15g,
0.103mol) « FH(R)—3—4B2 — H i I SR e #h 1R #h (1b B 41V, 12.03g,0.045mo 1 ) A # (R) -
3BT AR A IEIRIE (b 5 1V,8.21g,0.041mol ) , fNFAEI L Rin 187N
[0264] 7 BBRE, INFAFHE 2 B Bin 25/ N
[0265]  7~Z.16.3g(FRILIEIK69.8%)
[0266]  MS:[M+H]'=603.1
[0267]  SEjfifsi21 .
[0268]  “—Havk” A A1 -[ (4-FF End ek —2 -2 ) FR L ] -3-F -7 (2T be-1-2%) -8 (3~
(R)—Z5 —~ FA I P SR g — 1 5% ) ~BE EE4 (fL AV )
[0269] R H]5SEitfsl L OAHFI 77v2:
[0270] {HAE G Earh, HHE 7, —FE —H &k (PTC, CH30(CH2CH20)nCHa ,n=3-8,8.2g,0.032mo1 )
KB =T P &AL (PTC, 4. 7g,0.020mol) o ¥4 2 I A 254 00 22 [ 378 e i~ 387N
[0271]  FEA R, SN G AL (BE2,1 . 15¢,0.02mol) .
[0272]  fEBBRcrr, FIREEH (B3 ,14.15g,0.103mol ) A A AL (F%3,1.15¢,0.02mo1)
G T R A (B3 ,8.49g,0.062mo 1) « A (R)—3—4R 2% — B i I 20 WK e 6 R #h (AL & 1V,
12.03g,0.045mo 1 ) fX & (R)-3—HU T A Ak S Z FE R e (b A1V, 8. 21g,0.041mol) , I+
T2 R RN 407N
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[0273]  ;#2&.19.8g(FRIB{HIK84.8%)

[0274]  MS:[M+H]'=603.1

[0275]  SEjifh22:

[0276]  “—4RyE” G i1 -[ (4—FP S bk —2 -0 ) FR A 13- F k-7 (2- T f-1-2) -8~ (3~
(R) =2 - FA I 7 2 SRR e — 1 % ) — 2 4 (AL A4V )

[0277] R A5 SEH 1 0AH R 7%,

[0278] {HAEHWarh, FPY T 3R ALBE (PTC,10.8g,0.032mol ) f8# =T F A L &4k 4%
(PTC,4.7g,0.020mo 1), | = FF 2% (200m1 )4 VU AWk iRg (100n1) , 3 BT 7 AL EH (B
5] JE 4L 75IMX5, 0 . 136g,0. 82mmo1 )

[0279]  7E BB, HAMMABEERE (12,7 .16g,0.02mo1 ) o ANFAFHIR 2 [F1 97 & Bi~20
NI

[0280] #F s e, FITRIE 4P (783,22.67g,0.164mol ) fCH ik BB 40 (B 3,8.49¢g,
0.062mol) « A (R)—-3—4R7K — FF Bt I R et #h R 26 (1L 541V, 12.03g,0.045mo 1 ) AR # (R) -
=BT A B A R IE (L BTV, 8.21g,0.041mol) , JHFATFHR 52 [ S ME~40 /N o P iR
ZFEH, MA100mLIK

[0281]  ;=22.18.4gGRIBAHNIT4.6%)

[0282]  MS:[M+H]'=603.1

[0283]  SEjifs23:

[0284]  “—4RyE” A a1 -[ (A-FP SEmE bk —2 3 ) R 3t -3 -F Bk -7 (2- T f-1-3E) -8~ (3~
(R)—7K - F I P 28 R e — 1 5% ) —BE 24 (fL A 4V )

[0285] >R H-5 St 1 0AHRI 73,

[0286] {HAE N WRarh, 1 Z 12 2, B (150mL) A E VY S (100mL) = Z e (Bl 1, 1. 24¢,
0.012mol ) FIFRERE 4N (B 1,6.89g,0.082mo 1 )fX # — SR # 2, K ik (DIPEA, B 1,6 . 84g,
0.053mol) H1-M-2-T (L& 11,6.54g,0.049mol ) FEF 1--2-T e (b 511,
5.42g,0.041mol)  FHEE DY T H4%(PTC,6.38g,0.025mo 1 )AL % =T AL A AL &4k 5% (PTC,
4.7g,0.020mo1 ), H IS T I WrEI AL TR A0 o 5 S5 92 P 2840 04 22 [0 37 S IR~ 28 /)N
o P 2 =G, RN ] BT N — P ERb B o

[0287] 7 BERbH , INFATFHE 2 B Bin 287N

[0288] fEF e, FRRES A (F83,22.67g,0.164mol ) fC R EE 49 (B 3,8.49¢g,
0.062mol) A (R)—-3—4BK — FF It I R et #h R 26 (1L 541V, 12.03g,0.045mo 1 ) AR # (R) -
3BT A B A R NRIE (L BTV, 8.21g,0.041mol) , JHFAFHIR 2 (13 S BE~40 /N o iR
ZFEH, MA100mLIK

[0289]  ;=2£.10.7g(GRIBAHI43.5%)

[0290]  MS:[M+H]'=603.1

[0291]  SEjifh24

[0202]  1—[ (4—FF JEmde bk —2 -k ) B Bk 1-3-FF B —7-(2-"T hh—1-4L ) 8- (3—(R)-Z JELIR g -
1=38) e (AL B 1) 1K il &%

[0293] 73/2~

[02904] 7R ARY THG1-[ (4-F SE ek —2 -5 ) 0 ]-3-F 27— (2T hh—-1-3) -8~
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(3=(R)—BUT AR AL A IR g -1 - ) - BG4 (5. 0g,0.0087mo 1) I 2 50mL — & e , i
FEVEE B M =R (20mL) , Z R P S B2 1 =278 o 7] S B2 TR & P N BmLIK , 73
HATAUAH o AAH FH = U BBt i o & TR U A B o F A AT SR AN VE TR B 35 31, k4 — 5
BBV TS 1-[ (4 FF bk —2— 0 ) B 2 ] -3 FF -7 (2T Je—1-24) 8- (3-(R) —& &Mk
WE — 1~k ) — T EERA KL

[0295]  f [iA 1-[ (4-FR S e mph—2— % ) B B ] -3 -FR -7 - (2" f-1-35) -8-(3-(R) &
FENRIE —1-28 ) -2 WK VA T 20 R AR B R B b o 1) EIRVE AR NS PR R (R &L
10-25%) , IIFIET I 1IN o 2 A SR8 o 253 1 IR o IR 4 BEVRUAS IR A W0 » IR IR 4B Bk A Wb i
ARG F AT R RE=1 10 (/) RTR S IE R BEHRFT R /NG ik R UE T, T45° CAE T
KRR TR -1 (4-H kb 23 ) B L -3 FF -7 (2T f-1-3 ) -8 (3~ (R) ~&( J&
WRE -1 ) —2EIEM (LA T) o G 2EE 2 100%.

[0296] 7=2.3.61g(FRi{HEI1I88%)

[0297]  MS:[M+H]'=473.3

[0298] J5yk .

[0299] 7RISR N HF L[ (4 e kb —2—J8 ) AR 1-3-FR 27— (2T k124 ) -8 (3~
(R) 7R - FB P 2 R g — 1 -2 ) — 55 I8 (3. 6¢,0.006mo 1) T-36mLIF) A 2 v Jin#4 22 80-85°
C.Bf fa , T-75-80° C14:3.6g(0.06mo 1 ) (¥ £ BE i N2 i Byl IR A4 T-80-85° CHitt:
27N 5 IR AR P o A AR FE R 2 R R ORI BRI Z PR IR (BEVR 20mL ) o 4 FE R
oKz 7K (40mL) T 7580 CHE ¥4 IR o W B FR RV, FF Tk Rk 4728 tH R 2K . T-40-50° C
W ESRUT B R (40mL) I AR AG R Y rh , FF R IR 22.0-5° Co 1 38 , AR YT o 1 B 15 [ A4 7
T 2015 AR R EE R o 18] EIRTR S Y NS TR (B8 EE 10-25%) , IN# B L /N o 2 #
T PR 0 T IR o IR A JE AT IR AR o AR AR R AR W N G e« B ZR0T 2 fik=1:10
(KRB IET) BEREFT LN o 1 JEAS 8 , T-45° CAE T840 h TR 1 [ (4-HP L ienph—2-
SRR ]-3-F AT (2T 138 ) 8- (3-(R) ~Z( R e — 1 -3 ) — s RS (b B 1) 62
2 100%,

[0300] 7=2.2.35g(FRiB{EI1I83%)

[0301]  LLjEfE[a]®p=—20.1°,C=1,DMF

[0302]  MS:[M+H]'=473.3

[0303]  'H-NMR(400MHz ,DMS0):81.19-1.31(m,1H),1.57-1.69(m,1H),1.77(t,J=2.0Hz,
3H),1.75-1.83(m,1H),1.84-1.92(m, 1H),2.75-2.88(m,2H),2.89(s,3H),2.97-3.06 (m,
1H),3.36(broad,s,2H),3.41(s,3H),3.58-3.88(m,2H) ,4.90(s,2H),5.32(s,2H),7.68
(dd,J=8.4,6.8Hz,1H),7.81(d,J=8.3Hz,1H),7.92(dd,J=8.2Hz,1H),8.25(d,J=8.1Hz,
1H).

[0304]  3C-NMR(100MHz ,DMSO) :83.03,21.53,23.25,29.40,33.08,35.47,45.53,47.23,
49.55,57.46,73.72,81.12,103.19,122.47,125.71,127.12,127.85,13405,14774,14903,
15093,15323,15614,16097 , 16882,
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