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MMtk E A CABELE T RIES MER TS 20— DN EWE T2 0k, BE CXC- &
IR F-45 & CXCR 2R 521K, CC- LR+ 45 4 CCR 28521k, 254k JF, TL-8 454 CXCR-1 F
CXCR-2 5214,

[0004]  FF CXC- ML Rl e kg bk (4 e 1) RBUE AL, X ek R 7 ir 2 2
P N Pk 9 E I e, AL FE 2 R R SIS KGR P G 1T 2% . Baggiolini %%, FEBS Lett. 307,
97(1992) sMiller %%, Crit.Rev. Immunol. 12,17(1992) ;0ppenheim %%, Annu. Fev.
Immunol. 9,617 (1991) ;Seitz %%, J.Clin. Invest. 87,463(1991) ;Miller %%, Am. Rev.
Respir. Dis. 146,427 (1992) ;Donnely %%, Lancet 341,643 (1993) .

[0005]  ELRCXC #tk Al 74045 1L-8. GROa GRO B . GRO y . NAP-2 Fll ENA-78 (Strieter %,
1995JBC 270p. 27348-57) , ¥ K i T MR LA A il R 424 ) o« B i 2efa bR 74k
WAL 254 7 PSR G- SR B & 152 7K CXCR2 (K A TL-8RB) KRAEAEH, 1y 1L-8 454
CXCRL ( tHFR A TL-8RA) o AL, ‘E AT AR I A Rl 1 A2 1 T &5 5 R 15 4 CXCR2 (X T 11-8
AIBELEA CXCRL) F=/, CXCR2 7 J [l M2 (M A2 9 B2 4t . (EC) SRR IA

[0006]  CLZ83IF SR 22 2R [ IR 7= A2 ELRCXC #A AL IE 7, ‘& A0 7= 42 5 o8 AL ki3
) (Inoue 28,2000 Clin Cancer Res 6 p.2104-2119) LTG5 % (Yoneda 25,1998 J
Nat Cancer Inst 90p.447-454) K. C.ZIESE ELRCXC #afb R ¥ 51 EC #ib/E .
U, X LG PR - ] BE 5 | S P R 40 B v g b I AR B A E T . X T RE AR S
968 I A2 R S B 25 8 . CXCR2 P77 B8 CXCR2 F CXCRI Y8 EE 1157441 ) ELRCXC i#4
A BRI A s 1, T G BEL L R AR o IR RTINS PR C 4% 1L-8 (Arenberg 25, 1996
J Clin Invest 97p. 2792-2802) \ENA-78 (Arenberg %%, 1998 J Clin Invest 102p. 465-72)
F1 GRO @ (Haghnegahdar %%, J. Leukoc Biology 200067p. 53-62) HIHT/AIESE .

[0007] I SEVE 2[R 40 e R 3k CXCR2, I 22 [P 8s 40 i 2390 ELRCXC a4k PR g H sl 35
EATE A K. BRI, B 0 A2 /b, CXCR2 Mk 50) AT LT B3 i g 4 i A= K
[0008]  [Altt, CXC— bRl 52 A4 42 T AW It 2 25 At Iz 25400 (1) 9 AR5
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[0009]  {J32R 75 E HAY CXC- &AL E 732 G R AL 50 28R U, #i] TL-8 =214
St Ea N T UGES IL-8 - Efem (Eamg i b g jufn T- 40 i v Sk N RAEAL
B R AR A B A E IR R ) AH 2R IR

[o010] R EHARIA

[oo11] AR BHERAEF 1 AL &) -

[0012]

S

[0013] 2% Bnliesziish (Hlanghekds ) Fgssltedy, b AR B A BL @ Yo
[0014] AR BHILHE Mt —PiRy7 75 BLX PR TT 1 B = L IR A SR I 55, %7
FAEG TR EEAREM 2D CGEFE 1A X IAMLAEPEGE 2% Eal#z )
Ay

[0015] ANk BHIGFRAE—FhiG T 75 B MR TT IR AR 38 11 CXCR1 1/ B CXCR2 A T MR 11
TG EARRG TR EEAMERN 2 >—F CGAEE 1 M) X TAEWEE 2%
A2 I ER B -

[0016] AUk BHIGFRAE—FhiG T 75 X Mia 7 M 5 10 CCRT A SR 1 716, 1% 715
HWFRE TR BEEG M ERED—F (B 1R R IAMEEYEcE 2% Bl ik
BRI o

[0017] Ak BHIE PRI —Fh vy 75 B Pyt Ty () 88 38 IR RE 1 7 ¥ 1 VB HE 45 7 ik
BEAMENRD—M CGHE 1M X TAEY s 255 Eal 320 Ehaam e .
[0018] A& BHIL 4R A —Fhyh 7 77 B AR T UGB B R v 5F IS RR  BE 2008 B s Ak
NGRS ) T 0 ST R G T TR B E A M E R 20— Gl 1A X TA L& YEk
T TR K Eh B AL

[0019] ANk BHIE$RAE— PG Iy 75 BLX Py I7 10 B8 2 1 SR 2208 L B AR /Nl i 16
5 GITIFEBFRG TR BEAUERN DDA CEE 1) X IA G 2% ]
P52 1) B B L -

[0020] ANk BHIGCER AL —FP iRy 75 BEIX PG T s RRE I 5 & T VB4 T ik
BEARE DD CGAEE 1) X TA AW EcE 2525 Enl 82 1 H B HL ¥ UL
K2/ b—Rk BUL T PR : () HUE 2. (b) il 2y, (o) PumE L. (d) VEGF
ZARFLEGHDHIF (e) BT VEGF ZARFiik, () THEM @) U7 . X TA AW LS Pridsp
S 2RI BT B4R 2.

[0021] AN BHIGCER L —FPif T 5 BEIX PG T 1 R8s BRRE I 5 ¥, & 1B R4 T ik
BFE RSP CGEF 1M X IAMLEWEEE 2 T332 1) £ s e UL 2 /b —
Fir GBS 1R 26 A LU PO ZE 75 PG4 R A2 i (Taxol®) « 5- FRMERE (5-FU) JFR
Bl Cytoxan®) Vi S i Fl-K A7 HT i o
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[0022]  AKWIAERAE PRI /5 X PG 108 BIREAE I VA, 2 iR AG 4 T Prid
BEARENZRDM CGER 1AM N IAL G EEE 2% Enl 82 (1 2 s, A
i B T 45 T HUE 25 B U R AZ BT

[0023] Ak WA ER ARl T /5 BX R I B A 105 1%, T IR T g
BEWITHRENUIEEY « () 20—F CEF 1A X IAME G e 2% Bk
S B FIE, R B BE 4 T (b) 2=/ R 1A B EH LN - (1) b
A2y, (2) FUME LR (3) Ll iy

[0024] AR BT ER A FhonS /5 ELX BG4 0 75 vk, 2T A RS T
Pk AR A —F CIEF 1R X IA A I 252% FnTBsz i sk s ik
.

[0025] AR WAt —Fhif T /5 X ARG T (10 B I SR PEIR AN (] nHR & 20E L -
77 JLARE DA FEE B P A R S BRI (LB Y s AR IR ) A R I AR B ) 9T
%, WA ERES TR EE A RN DA CEE 1AM X IAEWsEE 4% Ea]
P2 I ER BRI o

[0026] AL FE AL —Fhif 77 7 EOX MG ST I B AL A7 2 (140 CXCR1 AT
/ B CXCR2 B} CCRT) 5 B AL 1K) 5325 B I8 P50 SO AE L ) 2 MR Sk RAE 1 E R
E RIS R S R IR0 18 R 8 MR e IR R L A B R I B R L
i COPD B FFIRGE R 75 28« RAE M« 70 27 RUEGws Bt M &6 i R ke MEAR Te
AR PR A 2 A PE IR b s PR S0 SRSk o X oo B P VR 40 0 OV 31
3B ANERYER 98 AR TR B B 5 R R O AR A BT O CRIR A P 190 ) | [
P S R AR R SO () 2k R P S AR AR A e R P (R R S AR AR D e ) e
PR\ SRR X8 SR A A IE e B ARSI L B I R A S A i L o SR SR I S R
2 R MHEREAL PR BRAS | IV AR s B SSUBRAAE R AR WP IR 0 55 2 B T Wi B HIV.
REHT I AR M 7 CRIRIDF QAR ) I 2 L 2 P Mk 2T 44k L L7 i« 18 E L 2
e E IhRE MR AG QI 57 A AT AT ER R Y 98 RIS S 28 . ONS I 98 L B R i 45
A3+ CNS Jivfeg ek A JBE 1 il A S @405 « TR il 28 L T8, i (A PR OGS 28 PB4
PEBRAR R SR RS TERT 28 SIRIEE /D i G i 9 < e 1 52 4% I A8 Je PR R MR B 9 L L7
JUARL I I 9 i o A D B L BB I (DCIE T Y B AR P ) A R B A ks 22 L8
M 5 R B+ IRt FLEEE B R R R VUE L B R R (R
UV R ) OB SO VAR SOV R IR TR SCOUE R (RIVAZE A ST A 45
HRE ) MR 4 LR (cor pulmonae) PRI PRI Hi < iR I3 78 <k
JEE AR ARUIIIRE  voiy 48 5 5 T RAE R4 T A ol 7 il £ A4 i sl ok s P A o0 S AE
R EESEARRNR S IRE AT IR ISR 98 (CAPD) AL 40 i P 382 37 v A9 57459 /N U s B
55 M EE O A5 SR W 10y S R A RS PRI < R S B3 vA e 58 e A )
PRI BB (Bl RM SR AR ) RE S e AR O
PRAVE B R AR 5 5 BT PR SR G A AR RS MRS B B e E H A (AR
Wik JESRIR G )« B B e MW I S35k B B R MERT 28 B B e bt i s B S 4
PEVEONSLE  H B S MRS AL R L B B e M i R K PSR IR | 18 I L S
PR R A8 A8 R R PRI BE A4 1 2 e Mk A o AL R i % (cor pneumoniae)
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IR ER EIME LR RE R 259055 1t B B A B PR AT IR R R 3R B2 A FEE
T E WAL AT e s AR T R g8 S Ak TR IRALRE TCRE | Gullain-Barre
I A AR R R M B B Rt HIV M B B SR M 28 6 1k R0 3 % 5 3
& % (hypophytis) « % & P I /> #2020 % 28 % (idiopathic thrombocytic pupura) .
) 50 JB% e 28\ 2D 4 ST 2L B RS I K A0 i M 4 20 40 i 1S AEE (Langerhans” cell
histiocytitis) Jm V& & @M B 5 M eV VB ER B 7 55 1E O
W3 (OFERERTE LI ) LR s (RLFRBI U TgA hEt i | I ME A 22 Ay A T ph 22
) B REEEIE AR R MR AL A MSE (hemoglobul inemia) KA 2 NI
GG B 5 e N R R PERR VT P AL S SR ST R LR B AT 2 VB RIS 3
IR ZRAME S PR HEE Fa 4 DRI 48 Rl B2 1) 5 # e P 3 s 1Y 4 e M Iy R B (91 3
YiE ) SRR AP AE O B & g YE . Sjogren ZEA fE RGN AL BEIRIE | I /MR Dk
D BEET A RE AR L NVE TR UM R R AR R L U R ERAE (B B ge B sl ik 28 DTDIERE
FCEREERIT b PN QIR ZF e ) R B, O A ARG TR E A Ern 2 b—F (18
WL M) CTA A EE 2 ER B2 () 3 sa e .

[0027] AUk BHIRSR AL — PG T 7 ZEX PG T IR A 2 19 CXCR1 AT/ B, CXCR2 4 J 2 9 BX
PRI ) ¥, BT IR P9 B E 126 1 2R SV SOE B P JE R KR M O R L B R
PRI 18t 2 M S A 2 U T AT 2 B IR I 2 98 R Wi COPD - Jsg A I WA T 5 97
KRR v 2 B Bt T 45 i % IR EE PR v s N B R PR v« 5 22 GBI 1 ik
BE PRI IR SE SR o Do P 1 4 BT PR A B N ER R L AR T
Bl B g 2R s SR D tE 2 N ( RIS A iTE 3205 )  RIF R B A HE e I W (A
WV [FR S AR AR ) R AU M R A AR AR AR ) e SV ERFIR F I S5 1k VIR
KBRS < ) JUK B A AR A i R L O BRI R ST R L 2 R PEREAL B R A L I AR
F B LB IE R 2 PP IR TE 5 55 RZ 0 55 2O B HIVL R IESF ISR v 5 (BI-R
e OF B IR ) i FE 98 B o P 21 Ak L 7 R FROREE L 2 AR B DD RE RS L BT 5 B
P A0 VBRI T 2 RS I 26 . ONS I A 28 B0 P B 47« ONS g < gk o I e o
A Ja BT < TR 5 PR 28  IE A AR T ST R L SRR R 28 1B PRI AR A L SUPEIORS PERT R IR
e /N 25 g 96 18 PR 52 58 I A MR IR 95 IR 0 S RE 5L ) LA I R B DR i R AL IR
o FCBEAR I (PRI VR A BB AR ) L AR A A i 2 L 98 I 58 R B+ dR
Witz FLBEVS BB R CERVUEHE REE R RN (RIRE RN E) TEY 5K
E G0 SCE R SR PE A SORUE R VBTSRRI IR I i R R L
IiE - 78 B R AR IIUAE « /5 S8UE 5 & I JOE < B AR s TP AP i ok 2% L I 41 44k L Il 3l K v s
A7 0o B AR & S HE BRI E BT IR 98 (CAPD) ki 41 B 11 32 37 58 A9 57109 « VU
P ~ 85 M ALRE VR B G 2R M 1 L JBR B TR DA YRR P 0 IR BTV R R
SE R AEY) P REE B R HE R (B SRR R HE R ) » A E R T
iR B EFEH R ER R /DR (I 1R ) X IA S elas 1252 a2 10 £ 8o 1k
LY/

[0028] A B ILS M —FiiG T 75 BX MG 7 10 A 38 1) CCRT A 5 P P2 3 B AE 1K 7745
P IR Y595 B RE I8 B SUME JNE 18 PR 2IE | U 2P L SV A 18 1 R MO L PRSI
YRR S R S AR AR HE R L S IR I SR A N IR B R Bl
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75 25 S N PR B A M Bz 98 A R B 8 LB TR R B PO LA SR PR R U AR &5
ik P A R A PR B I B S K AR RE AL R N I B R B B e B (RS g e iR
IREGHA ) « B S MR SR G AR 5 B e R B & G A2 . 5 B fe e oy S5
vhy H B R PSRN . B B R MR D ST R TR ZE MR S R ERBE VK
PR P SSRGS AR IV SR oG R AL oo JUE S50 1L 4 1 [ S R R A A e 18 i () v S
PRFEAE I 95 728 3 Pk S/ 98 1 e 28 P IO A A 1 22 R Tk 22 1 PR 5 8 L IR AL . ONS
I3 5« COPD HHCo il 5 5 2 JBL EG ¥4 R B 1 TR o (A D71 98 IR E 2R el 8 S M B2 DL
98 KE PRIV B PR T A I FEE 5 « 2590005 R Tk 1 B A2 e IR B R i A L SRAS K
PRI R 3R B WA FRE - PR 6 ET AR PRI B 8 B/ BRE R T 2 A i e 2551 B
FEHLRE 205 AR BRHLEE JCE . Gullain-Barre i A7 A BRI 48 BT 2 ME B & 0 55 ME
Wi~ HIV 2t B G Gy M 2x A AR AN BB SURE 5 R Ik 20 Ak R ILAE 78 /i i 4
98 AR TR R T L /N R 2 T R 0R  9%  Ts TR PR S IO 2% TR JB P I 4% T DA DT %
BT 2 A A M 2 2R Al B A RE L R T & BE L SR ME B S e M L 2 ke MR AL L EE AL
TIVEBRE R HEEEME IR (CEFRREE QIR ) LR S (RAEEa TgA ff
289 PR A 220 AR A PR AR 28005 ) T R SR E BB SR AR 2R 98 LB O 28 B IR 42
R R MR ) M2 8 R R 2 WU 2 L 98 IR i 1 B H i S o I 48 i 4k R e
FE A REA S 2 B 8%  F3RFERE 8 AR R 1T 28 IR VI DY 98 L i L M A 28 R IS K
TR VA RIS SRR IR ERAIE P HEE 300005 PR L 650 e DU 4% L R 1 & f iz
PR 4k & MM R I (BT AE ) « S RER ALY AHC 10 B & B PER Wi« Sjogren
CEEAE R G LLBEARIE « 1ML/ BR sk AR T 8 A8 B3 P % /N TR T PR 1 4% 5t 0
G 98 AR 98 A8 98 R A R &R (9 4an [ 4 BBl ik 28 DU DIRe IR &R G E A5 4% Y
FCIAZEIE ) DAR B, i VB HR2G T Ik B A d i 20— CGEs 1 Ah) L 1A
GEE 25 ERT e i Eh Bl e .

[0020] AR BHIEHRHE—FiG 7 75 BLX AG 7 10 AR 4L R 7 (40 CXC 8K CC LA
T ) SR T ZOTEARRA T TR B E R D —FR CEE 1R X IA b EWEiE
g2 P2 R B A UL R 22 b — Rl GRS LA TR B Rl SRR
B2 (FImseTiE) .

[0030] Ak BHIASRAE—FhiGyT 75 BLIX PR TT 1B BB R A S 1 7V, E T
FARE TIREZEZED—M CHE 1R X IA AW SEE L2524 1 nT 8252 (1 3 sl 5
UL R b—Rp CIEE 1A AU TR ey (Blungymsoris) -

[0031] &) i BT

[0032]  b) FE[EIEERDLRZ ;

[0033]  c) COX-2 JEHEMEINHIFH

[0034]  d) COX—1 Pl

[0035] ) ANl ;

[0036] ) ZS[H[EE ;

[0037] @) AW IVITH 5

[0038]  h) A T¥A77 AL R A R L B R W EE YT

[0039] A BHIRHR AL —FPyA T T B P T I B WM (491 COPD . W iy B2 i M 41
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Ytk ) BT 2T ARG T TR BRI AR R R GEE LA X IA LAY
s H 2% T B2 3 s A U R 22 /b —Fh R L AP ) B B DU L&
U E - IR A BENEIFR . B -2 B EIRE 2 B 0 ML 55050 5 500k M3 45
P B ELAR M2 B0 NK3 FE B LTBA F5H05 . 21 ezl (1 = I H5P050) SOk 24
PDE4 157« PDE $3Hi35) « 3844 2 (1 B 057 MMP 3030550 e i T A2 P03k 1l P g D 10
5 A% H F5H05R) S % 13 F5 P05 2 EUEshR) . IR A2 Ssh7). NKL A NK2 F55055)
GABA-b 8511 473 5 B2 B B 371 4299 2 R VRS AR ik 78 1T 5 U4 R Bt TL-8 Budks
Bt IL-5 Hilk B TeE FiAA BT INF P, TL-10 K B4 3050 LL A A K 2%

[0040] A< BHISHR AL — PP iR IT 75 BHX PRI (0 38 2 R MEREAL I 7 v, 1% e e
THIREERTAERENZ DR B 1A X I EWels L2y b2 ihok
WAL VL 22 b —Fise B LT LAY B TRAS Br BR M B TR L P 2 I (T P 0 |
KGR LR 7305 CB2- KEFEMEPIHIF o

[0041] AR BIESR AL —PhidyT 75 BHX PAYT (0 38 2 R MEREALIG 775, 1% T R 4
THTR B ERIT AR R DR GEHE LR X TA AW alE S22 BTz 1) 3h el
T UL K 22 /b —Fhik B UL T 4L &4 - 1 20 AR B 2 R BOKEE (leflunimide) .
MIEEILIE AEAKAS . B - TR (ERIRME SR K JEAA | etonercept FIHEIHE P,
[0042] AR BHIEHR AL —PhiG T 75 B AT (1 B3 IR KRR ST R W77, S A A
TR BRI AR E N>R CHE 1R X TA WA YBEE L 25% EaT B2
BRI o

[0043] AR BHIGHR AL —FiG s 7 B AR T (0 B3 I 2R R PR ST R I 715, o 1A
RS T TR BRI A RGE RS R GEE LR X TA AW 22 ErT sz
ERERE ML) LA B 22 /b —Fidk H DU A4 &4 :COX—2 35 COX H i fe e sl (1
U R NS PAFRL B 2R SR UK R RN UL e ) ST (49 At KA  mT P A b 2 K
F2 )« PDETV 31T HT INF- a 4bA4« MMP $05057) Bl R i 3 b XL 9kl 55) . CB2- i
FEMEINIFR L T 3077 PRI E I R 1 H e R A AL &

[0044] A BHIEHRAE— PP iR IT 75 BEX PR YT 1) 2538 K rp RSO T P v M B A 1 T v
FITEAFRS TR B F T AR MR D—F (HE LA X IAEYsE 2%
A2 1 R S AL DL R 2 b — Rk B DUF AL A4 3 R 25 (thrombolitics) (4
WU Z B TPALBT RIS ) <P/ GR) (14 gpTTh/T1Ta) (FEHLF (7] Qi £ s
eftiifbatide) HLEEMHA (FIWIRFER ) LU TR RRBERT R EHED.
[0045] A BHIESR AL — iR yT 75 BHX PR (1 238 10 rp RSO T R v M A 1 7 v
FITEAFRS TR B FRIT AR R D —F (EE LA X IA EYsiF 2%
A2 I AR S I LA B 2 /b —Fhik B UL R AL S 2 2585 TPA B 225 il o 7
Pi.eftiifbatide FIFZ5,

[0046] AR BHIAHR AL —Phif T 75 B AA T (0 38 1020 B 7 v, 5 A TS T A
REFERTAREWE DR CRE 1A X 1A AW 252 1T 852 1) 3 i 77
A UL R 22 /b —Fiide F UL R A G < S DT (45 AR 0End R F R 25 R UK e A
MU E ) R B (A Al oK A ) FIHL INF- o 46449 (W40 etonercept FNTEFF)
BPL) .
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[0047] A B ILSR M —RiiG T 75 B Mna 7 10 & 1 COPD [ 771, & i iE s 7
WEE T HRERZR DM CHE 1) X TA G eliE H2h7 a2 10 3E a1
14 .

[0048]  ANJR BHIGHR AL — Gy 75 B PR B I S IR B 5 2O IR B S T
FTiR BRI AR 2D CGEF 1R X IAML G 25 2% Enl 352 1) #h 8
FL) o

[0049] AU BHIEHE L — Ry 75 BLX BT (R B SVt 58 M PIR B 7 V25, 4 7 VAL
LT ITRBRFERITASER S DM GEF LA) X IAMEEWEEE Hi2: Erlz i
BOE I -

[0050]  AJR BHIESE I —FiiGyT 75 BLX Ra T (R EE AR 28 M IR B U7 V2, 7 VAL
LT ITREERTAERERNED—M CGRE LR X IAEelE 22 Fal ik
BOE I -

[0051] AUk BHIE SR — Ryt 75 L Pl 7 ) AR 35 IR A 2 Y5 Pt AT K T v 147 A TG
LT ITREERTAERERNED—M CGRE 1) XA Sl H 252 Bal 2Rk
BUE I -

[0052] AUk BHIEFRAIL—Fpyf T 75 B MG 7 R 3 IR T RN 12, AR 4G T
BEFWRTARER R DM (B 1) X IAL G e e bl sz 1) 3 805
1w .

[0053] AUk BHIE SR —Fpyf T 75 B MG 7 R 3 1B O RN 7V, i i As 4 7
iRk BE BT AR EN R DR (EE 1R X TA W eicE 2y Enl sz i 3h sl
D) o

[0054] AR BERME—Fh 2y AL G, S-S 2 0—Fp (Bl 1-3 B, 85 1A ) K 1A
WA P ERIL 252 RT3 1) 2k BRI B R 2 2 b T 52 IR 8k o

[0055] AR B4R —Fr 2y A &Y, HAE 2R (Flan 1-3 #0875 1 F) X 1A
AP Ei Ho 2% Erl 2 R BOs R, 20 —Fh (flan 1-3 Fh, 185 1A ) BLEATF
(R B 2598 HUR T/ BRI DL A 255 BT Rz I ik

[0056] % WA

[0057]  fFAT 722 SAEALMTES 2 HERAS ik — IR IN, 2 AP AE AR & 1008 SO T A B A7
TERAR & 1 Lo Ak, BUREER / BUR & A & H A R PR A -G odeos AL & it
AH RV

[0058]  F&RAE A Ut B, 5 W LA T 58 SOEH T8N Gl R 2R . X EeRETL 2
PR I A2 25 B e ARTEAE T, LR 8 ARG o 2800k g, “pedt” i e A 1“4
ALY B BRI E T

[0059] ““HuEK” Zieiayr Bl Wiz rmE (RS Far B8R HE) -

[0060]  “ZE/b—Fi” 2 dg—FhEk 2 M (Hdn 1-3 Fi1-2 Frak 1A ) .

[0061]  “Bu” A& 4.

[0062] “Bn” AR %k,

[0063]  “HHEH” FLHE B R 8 BT E B IR i, LS FR R 8 B IR 58 B 416 iy L
B TR RERAT B o
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[0064] “Et” A LF%k.

[0065]  {EA U HINGYT J7 A AR “ LA R Rk 25 72X TA ALa W e 250, J2 $8 5 51
s [AII 257 20 TA A S AN B 25 W RS R A, s Rl 453 [R)— 5 2L

[oo66]  “IRjFLzh” tds A, kN

[o067]  “fE” QAR AR I, RiEN

[0068] A L& R AT AT “Ph” Ay ik,

[0069]  “Pr” AHA%:.

[0070]  “HIARZY)” AR N PRI EE AL () i i My b KR ) A LB g5 S BE AR AL
EVRALEY) . LR ST BT AW EAT T VR4 IR < T. Higuchi # V. Stella, Pro—drugs
as Novel Delivery Systems, A.C.S. &8 g CH &%), Vol. 14 ;Edward B. Roche F %,
Bioreversible Carriersin Drug Design, American Pharmaceutical Association and
PergamonPress, 1987, Py FP Lk 5| 4 & R4,

[0071]  “fedk” 246 BB RERI MO e, A 1-20 MR 1 I0IE 1-12 DR JR
AL 1-6 MRRR T

[0072]  “efa AR 4Rkt -0, b e dk o L ERYE o e FER AR BRG] 1B d -
AL CHEEVENEE R NAREMNIE T 85, Bl B s 2 A 77 .

[0073]  “Iitt” 245 EREECCREIR I 2, L AA 20— DRk LA & 2-20 MR IR T,
ik 2-12 DMK IR 1, AL 2-6 DMKIRF o MEERYIE R T B a5 « LI MG EE . IE
T3 FEET —2- MRTE | IE A IR SRR SR A

[0074]  “HRIL” 245 EREECCREIR D 2, HAA 20— A ikik =8 LUK 2-15 PR T,
Poik 2-12 DR 1, EARIE 2-4 NIRRT o PRERRIARFR I 1] 7045 LpREE TR 2T
B3 AL Tk | IE R EE RIS L

[0075]  “JFEL” RIRFFRBIMAMEZ IR, Hh 2D — AR ITHI, 54 6 24 14 41
WA, UL 6 220 10 AR 1o Al ) 057 FE AR BRI 149 7B R0k 2R3k e AR L Y
SAZRIE R A 2

[0076]  “JFFLkit” 245 L g W 05 k4 & UL E o SCIRTe s, JLrh B 2k 45 4 31 BE A
O e A Dy FEGE I B AR BRI P AR5 NI  OR QR 2R AL L

[0077]  “Bn” A7F3E,

[0078]  “IAKEEE"RIBMANBREL, &4 3-10 A (it 3-7 A ) Bl 1~ ik 5-10 k)R
TEARIE 5-7 MR, O B 1-3 . BBEEERERR 9] S (PR EE VB R
W OIE FRPEEE | PR b IR < W B 2k o

[0079]  “IAfefbfedk” feil il be it 4 & BRIy RO s o ARPRSI ) 1B A
e TN i

[0080]  “FiMAL” EARAR T R I Z IR R, LA 3-10 MR 7~ (U 5-10 DMk
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G ETT EA L 2-4 Ik (AR1E 2 k) FIIR 10mg—-2000mg/ K (i 10-1000mg/
K, FALE 50-600mg/ K ) LARH ke Ao mT DR A TR &y v (s = F3E 97—, 8X
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E RV =) o

[0750]  AkyT 25N/ BB R DURRARE AS SISO BT A RN IRIVE T 77 SR 45 T o XA SR 1
AN Zp WA T 25F0 / B30T 1R 25 1 07 V6 mT ReAR B B v 97 IR s L Ak y7 24
WIFN /BT A2 B AR AR . HRAh, R PR BRI IR B I En s, v 97 77 %6 (1
Ues 2550 AN ZS 251N [R) ) W] DO B 25 7657 259 (RIS 2580805 ) X 882 R BA
J2 J WL B BRI 08 0 25 T BV TT 2590 ) RO 2244

[0751]  FEA KRB J7iED, X TA AW ST 9R1 / BUSCT FIN P B 457 BRI, 41
Wby 25 TA (LA BOBOT X TA A A — 2 RIS BEE AR R 25 7. Wil
PRE= AR 25 5 A Wt [ ) BOEAS [R] 1) 25 AR D o

[0752]  ph4b, 2 IA A SR 5 A — 2 BIAE R — A AT 4T, W ReA
HEATIAS B A B A 22 1 5, DA 2B AS R R A 2h 2 il an ] LA O iRes 73X TA (&9
DAAE I 95 P 38 B FFORHF A RO B, AL ST 29 mT LLER IS 25 25 o AR ST ROR N R
B EA RGP UL R — S HAEY (FERReIS LT ) 4 2a 3. w4
2] LIRS R A AT LN T SR EAT AR 5 BRIl PR B= ] DL T B A 45 28] 1 25 SR X0 51
25 PR AN 25 2 I (A 1A T T 3

[0753]  Xf 3 TA AL G LA SALTT Z940°F0 / BT IR B AR e B B ke T 1 PR = I 412 W At
ATTAT B8 B ARG LA RS S 36T 77 S I A T o

[0754] X TA LG LI BACST 259000 / 8Osy n] LU (40 an [R] Ny A (RN B AE [R]— 6
ST TTRWN ) BUT 5T, Xk T 3958 5 I 1 o R 1R B AR O S B e e 1 5 28 TA 4k
EWgia (R0 T RN ) 4 TIRAST 25900 / 8URT .

[0755] Wi TA LG AT 2590 / BURCTT AN A2 [RIIN B IR A [RI I 25 7, Wl25 75X TA 4k
EY AT IR/ BURT IR TR eI EAE . ik, AT RLE 2e4s T IAL G, AR
Jate TATT AN/ BURYTY sBE W DLE Segs ALY iR / BUR0T AR 4 T K TA LA
Vo KPP R 25T IEN UAE B —I0T7 T R ER . BARIR PR I AE V-l BT iy 5w BL AL
B BRRGLG  IRER B ARV TT 77 P 45 25007 45 7 35 AR TT 259 IR B
[0756]1 {5l 4nm] LAY e gh AL T 290 / BORGTY, JUHOE N A i 5 R 2, AR G gk ek eh
TR IAWED, T A mh, BB S TS AW/ BURT %55, BRI5EIEIT 7T &
[0757] PRIk, I PR B AR 4 L 2 50 A AR, W LATE V97 b R AR > 1R A 3 1 75 2, 1
BT EPETRGTT A S IR 29 — B TA (a0 Ay 29 sy ) »

[0758]  Iffe A I T 5 I W B 25 7 301 B A 155 A RS, A 20 2% B A8 1) — A R o LA B S
DT AE 5 451 W12 995 AH DR I G« el 21 A B3 P S il S o Wi 44 4 B30 B i
F o W88 /AT LIRS HE T 500 5, 90 WUt 2 9, 9 n CAT Bl MRT 4514, W] DL S &
DL T g AE R il 2B IR, L i o Bl A OCHE R (I any&s ) BISefid LA S A B 1k
PRIC IR A0 b ] 5l B A T VR 7 8R

[0759]  AE42FSjitfa]

[0760] AU BHALAG R F TRT CXC- JAAL Bl A R e R g o X iV E FH R IR A 311
il IL-8 1 GRO-a F&fLElFIRE T, LA N ARG e S

[0761]  ZZ2AKZ:i G001

[0762]  CXCRISPA 73#T
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[0763] X T 96 FLAR )% FL, FJ CXCR1 2> H7 4% #h 3 (25mM HEPES, pH7.8,2mM CaCl,, lmM
MgCl,, 125mM NaCl,0. 1% BSA) (Sigma) #4510 u g hCXCR1-CHO it &5 (Biosignal)
200 1 g/ FL WGA-SPA Bk (Amersham) [¥] 100 u 1 JZNVIEA. 0. 4nM E AR [1251]-1L-8 (NEN)
BEH CXCRL 73 il 2« 20X 23R4S BEE AT DMSO (Sigma) 45, 6X IL-8 (R&D)
BEVE A CXCR2 23 T G2 i) 25 o W R DL 96— fLA3r 1A (PerkinElmer) :10 1 1
ZIRN AP DMS0.40 1 1 CXCRL 43 M 22 iy TL-8 BEE 100 1w 1 Je NVRA 450 1 1 i
B (2 [ AR ] = 0. 1nM) » 7EMRIRG %5 EX Mtk dmin, SR 5 E 8h, AR5 H
Microbeta Trilux i1%1%s (PerkinElmer) ¥l cpm/ L. i€ 2B 454 —-NSB (250nM 1L-8)
(R 2 205 2 1C, H.

[0764]  HEZ CXCR1 SPA 43

[0765]  Ji] Biosiggnal Packard [f] CXCR1 FIKJE[K T &

[0766] % T-5F 50 1 1 N4, F CXCRL 43 #r % mi (25mM HEPES, pH7. 8,0. ImM CaCl,, 1mM
MgCl,, 100mM NaCl) (Sigma) 4% 0. 251 g/ v 1 LLI% 0. 05pmol/mg ff) hCXCR1-CHO i i ik
i (Biosignal Packard) 1251 g/ 11 WGA-SPA Zf (Perkin Elmer Life Sciences) HJ T
VEERE . IR-EWAEUK FIRE 30min, A5 LL 2500rpm 5.0 bmin. R BT I8 BRI B 0T B s
T CXCR1 3 M2l 22 5 JRIR S AR [ R B2 0. 125nM iR fAk [*°51]-1L-8 (Perkin Elmer
Life Sciences) ERE M CXCRL 3 M il 2% « 32 AL-E 1) & Y5 FH DMSO (Sigma) %) 0%
SRR, SR I CXCRL 23 B G2 i b B 20 %o i MR LA _EWE BN Corning NBS (R4 &
F ) 96— FLr AR 20 1 1 Z2IRAL S E 5% DMSO ( 2% [DMSO] = 2% ) .20 1 1 JEFI SPA
KRG (A& L] =5ug/ RNV ;% [SPAEK] =500 g/ RN ), 100 1 FLAK
FER (5% [P°T-1L-8] = 0. 025nM) o FE 3 HTARIR A 4h, X5 H Microbeta Trilux v140#%
(Perkin Elmer LifeSciences) ¥l cpm/ fL. H GraphPad Prism ZE4TAEZME: 0103 53 M
5 1C,, .

[0767]  H:'EZ CXCRI SPA 434

[0768] ] Euroscreen [f] CXCR1 FikJE K T &

[0769]  %f T-4F 501 1 R N4, FHl CXCRL 43 #7722 by (25mM HEPES, pH7.8,2.0mM CaCl,,
1mM MgCl,, 125mM NaCl) (Sigma) 145 0.025 1 g/ u 1 EL3F 3. 47pmol /mg ) hCXCR1—-CHO it J&F
FLILNE (Buroscreen) M 51 g/ u 1 WGA-SPA B (Perkin Elmer Life Sciences) W LAEHE
Mo WIREGWAEUK FIRTE Smin. 0. 125nM Fifk [*°1]1-1L-8 (Perkin Elmer LifeSciences)
BEBH CXCRL 73 #fr G2 i i il % o 218G S H DMSO (Sigma) X % 84 B¢, 285 H
CXCRL 73 &2 iy A BE 13. 3 fi% o W F A LA BN Corning NBS (HEZ5& 3K ) 96— 1L
IR 20 1 1 2R E W ER 7. 5% DMSO ( F 2 [DMSO] = 3% ) .20 1 1 Al SPA BRIR &4
(&[] =0.50g/ KNV & [SPAZR] = 1001 g/ SN ), 101 1 FELARBEE (5
28 ["°1-1L-8] = 0. 025nM) o MR E 4h, 885 ] Microbeta Trilux iF%12% (Perkin
Elmer Life Sciences) il cpm/ fL. A GraphPad Prism ZE4TAEZ MBIV 43 M 1C,,
B

[0770] X T CXCRL 23 H7, AR LAY 1C,, < 20 u M. RMLIERMILED (al)-(a21) KIK,
A 4nM-3000nM. St 56 HIALE4 (BRI (a9)) W K, & 4nM, K5 201. 1 (14654 CHP
(a20)) [ K, 24 123nM, SEHERF] 201. 9 H4k&4 (B (a21)) [ K, &y 50nM.
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[0771]  CXCR2 SPA 434

[0772]  %f T 96 FL M ) %% 4L, 1 CXCR2 43 # 2% b & (25mM  HEPES, pH7. 4, 2mM CaCl,,
ImM MgCl,) il #& 4 u glhCXCR2-CHO i i & 18 i (Biosignal) F 200 u g/ fL WGA-SPA Zk
(Amersham) ] 100 1 1 SN VEA . 0. 4nM EAA [12511-1L-8 (NEN) REFH CXCR2 73 # Z2
V4% o 20X 22 iRAL A Y BT DMSO (Sigma) 4. 6XGRO-a (R&D) BRI CXCR2 73722
MBS W CL BN 96— L3 MR (PerkinElmer B Corning) :10 1 1 524k
A8 DMS0.40 1 1 CXCR2 43 HT 2B i 8, GRO- a BEE. 100 1 1 K NVIREH).50 v 1 BLAKERE
(% [BCR ] = 0. 1nM) o il 45 40X 324G 1) DMSO BEB I, A8 A LA b5 &8, (H2 A H
51 1 SRS Y)EL DMSO F1 45 1 1CXCR2 73 G2 il {EARIRG s 4G 3 Bl iR % bmin, 28
JGiRE 2-8h, R )5 Microbeta Trilux i1%i#% (PerkinElmer) ¥ cpm/ fL. #AE T4
EHORAERE S A4 (250nM Gro—a 5 50 u M AEPTHI ) BIHIEIE 2 E v 1C, fH. A
R EDIR 1C; < 51 M.

[0773]  HEZ CXCR 2SP A 4p#fr

[0774]  H CXCR2 501 1 M 7 &

[0775]  %fTHF50 0 1 VA, F CXCR2 4» Mz (25mM HEPES, pH7. 4, 2. 0mM CaCl,, ImM
MgCl,) (Sigma) 4% 0. 0311 g/ u 1 EIE 0. 4pmol/mg ) hCXCR2—CHO i i % ik i (Biosignal
Packard) i1 2.5u g/ u IWGA-SPA K (Perkin Elmer Life Sciences) ) TA/ERE#K . HIRE
WIAEVK FIRE Smin. 0. 50nM fit A [*°1]1-1L-8 (Perkin Elmer Life Sciences) BEJ ] CXCR2
ST P A o 2 RAE Y E S H DMSO (Sigma) ~FXf HUE LM RS, SR J5 FH CXCR2 70 4%
MR 133 1%, W F ¥ LA YW NN Corning NBS (HE4E & 3£ 1M ) 96— L3 HA 201 1
LA EWIER 7. 5% DMSO ( £z 2% [DMSO] = 3% )20 1 1 JBEFN SPA ZRIR AW (& [ ] =
0.6251 g/ RN ;3% [SPAZK ] = 1001 g/ RN ), 10 0 1 BB (& [*°1-11-8]
= 0. 10nM) » ¥ M AT 2h, 28 5 H Microbeta Trilux tF230#% (Perkin Elmer Life
Sciences) &l cpm/ L. I GraphPad Prism HEATARZ M RIE 0872 1C,, {H.

[0776]  H: 2 CXCR2 SPA 434t

[0777]1  H CXCR2200 p 1 {4 #r 7 &

[0778] A T-6F 200 1 1 V4, FHl CXCR2 43 #r22mhi (25mM HEPES, pH 7.4,2. 0mM CaCl,,
ImM MgCl,) (Sigma) il £ 0.02n g/ w1 Lk ¥ 0. 6pmol/mg [f] hCXCR2-CHO i fi& & & i
(Biosignal Packard) 1 2u g/ 1 IWGA-SPA ¥ (Perkin Elmer Life Sciences) W) T/EHE
W WIREGWAEUK FIRE Smin. 0. 40nM fifk [°1]1-1L-8 (Perkin Elmer Life Sciences)
BEH CXCR2 3 #fr 2l % o 2R G4 5 S5 H DMSO (Sigma) - XT 0% 84 B, 28 5 H
CXCR2 73 Hr G2 A BE 20 fif. 40 FK LA BN Corning NBS (FE45&3K 1 ) 96— fL47
Pt :50 1 1 2R 4L Sk 10% DMSO (2% [DMSO] = 2.5% ). 100 u 1 JEF1 SPA BRI &)
(A [IR] =2ug/ VA ;5% [SPAEK ] = 2001 g/ KN ) ,50 u 1 BCARRRE (&
[*°1-1L-8] = 0. 10nM) o 7> HrdiE. B 2h, 28 5 i Microbeta Trilux i1%i#s (Perkin Elmer
Life Sciences) ¥l cpm/ L. A GraphPad Prism ZEATAEZMEBIIH M2 1C,, {H.
[0779]  Xf T+ CXCR2 73 7, mALE KL G4 (al)—(a21) B K, 4 2nM-36nM. SE {5 56 1]
& (BRI (a9)) K, b oM, S 201. 1 4G5 CBI (a20)) 1) K, & 3. 5nM, SEiif)
201. 9 Ktb& (B (a21)) B K, 4 2. TnMs
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[0780]  £5%¢ M (FLIPR)

[0781] ¥ hCXCR2 N G a i/q F& 5 # 44 i) HEK 293 40 g LA 10, 000 40 fit / FL % Fh 3] £
B -D- WA R EAD / FE M (Becton Dickinson),fE 5% €0,.37°C NI 48h. 2RJGHks
FEW A 4mM fluo—4, AM(Molecular Probes) {FE Dye Loading Buffer (1% FBS,HBSS w. Ca &
Mg, 20mM HEPES (Cellgro),2.5mM Probenicid(Sigma)) FETE Lho B85890 F BRI 2R
(HBSS w Ca,& Mg, 20mM HEPES, Probenicid (2. 5mM)) $Ei 3 K, RGN 100 1 1 FL¥EA 2%
N

[0782]  FEIREHT, BFMLES W4 K 0. 4% DMSO (Sigma) FHBELREE MR 1 AX BRE, INNF
EAS B — B FL o TL-8 BLGRO-a (R&D Systems) AX IRAGVRALLERSE TR +0. 1%
BSA il es, 4 H N BT B A R L

[0783] 555 FE AN H I RN FLIPR 0158 2 Ge ke B 45 52 6 A In AL &9 5 BLE
ARG B2 S H T, 1 50 1 1 465 Y%A B DMSO ¥ AAH M. £LH, A FLIPR
KA 624k Imin. A2 NIEE 3min J&, 85 I 50 u 1 44, F FLIPR 1028 PR
AR Imine 58 o R Ze T BT AR, B el Tt &4 CIshin)) rRlisE
I3 BUA B KT A ) 4TS SR (0. 3nM TL-8 8 GRO— a ) KMk & 7055, 19 352 3L &1 1C,,
H.

[0784]  293-CXCR2 [{l#atk /4

[0785]  FH 293-CXCR2 40 ffd (i f&F 2% 75 A CXCR2 f) HEK-293 41 s ) i) Fluorblok /) &
(insert) (Falcon) AT T BEANE R BIbRE 7 L UWIE -

[0786] 1. 7E 3T'CHIRJA IV(2u g/ml) B4/ 2h,

[0787] 2. BREFTRIIR, ik AR

[0788] 3. FH 10 u M4 4E % AM (Molecular Probes) Friciffl 2h. FRidfESr 2% FBS K
SE AR IR 5E K

[0789] 4. FEFEABEFRIL (0. 1% BSA) Hifil 2 AL G IR RED) , BCE B ik /N N, BTk /s
FEF 24 FUARIIFLI » ZEFTRFLA S 0. 25nM L-8 (AR 3L, YRRy, =BT
TREAREFE, UL 50,000 40 / /NEIMANE,

[0790] 5. ¥HIRE 2h, BUH/NE, AH 24 fL.

[0791]  FEJKR = 485nM FIA 5T = 530nM K126 ) o

[0792]  ZNMEETE AT

[0793] A 293-CXCR2 4i u 84T CXCR2 4L S Al B s ME Mo IR 2 IR FE L &4
13 BI7E SR EEIN B, DA EA 2 15 0] LATE 456 70 A DU T4l B iy o M h adf— 2008
e

[0794]  T5EUWIF -

[0795] 1. ¥4 293-CXCR2 4 Ha L 5000 4NfL / FLIK A 2 56 AR

[0796] 2. FHIEAHEFREE w/0. 1% BSA #ll s G IMREY) . O H SE 3 7558, A&
MR . BHOET 4.24 F1148h, FH 10uM 45 85442 AM ARiC 40 2 15min LUK 040 470
o K JTER b

[0797] NS AT

[0798] ¥ 10, 000SKMEL-5 4 fig / FLINA 1. 2% Fi PR 5 & A FIFRE BEAL S 1F) 58 A B e 5
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KRG BRI R 0.6% . 1E 21 KJG, /73540 B MTT %9 (Img/ml PBS %¥
W) Gett e SRR IR A ZE AR/ o 0 BN IO AL S R FE 1 22 1Cs, Lo
[0799]  iHil|£& CCR7 fi¥

[0800]  $2 L LT A 44 181 75 V2 1) 4% Ba/F3—CCR7 Ji& (Hipkin %%, J.Biol. Chem. , 272, 1997,
13869-76) » BT VE AL, ZEUKYAE R T34 42 b (10mM Tris—HCIL,5mM EDTA, 3mM
EGTA,pH 7.6) F11 1 MPMSF "L 30min. A )5 FH Dounce ¥4L AR SR 41 A, 34025 K H RZR3
) polytron PiFEA) 348 (Caframo, Wiarton, Ont. ), LL 900RPMstroke 12 k. LL 500Xg &
L bmin FRZE5CEEI A ML AZE i i% . BL 100, 000Xg 5.0 30min PLUE H FIE A M. 4R
Ja K TR BB T glygly el (20mM XU H ZU K ImM MgCl, 250mM JEE#E , pH 7. 2) , %5
g3 PRIEVA R, 75 —80°CIC A7

[0801]  CCR7[*S]GTP y S AT # /1

[0802]  $% M8 LART A 2H 197732, FH NSRBI 01 (SPA) Wil &7 57 [ v —*°S] =% ([*°S]
GTP v S, = 4%k s Hbih = 1250Ci /mmol ;NEN Boston,MA) HIAZ ## (Cox Z%,Mol. Pharmacol. ,
59,2001,707-15) « Xf THEANZ2 M7 55, F & 200 1 g 22 JVR ik 5 25 40, 4% 1) SPA Bk (WGA-SPA ;
Amersham, Arlington Heights, IL) [f] SPA Z54 22k (50mM HEPES, 10mM MgCl,, ImM EDTA,
100mM NaCl,0. 1% BSA, pH 7.6) ¥ 2u g AR =R POE F 30min. 4 T ik BR R 4% 7% )
96— fL Isoplate (Wallac, Gaithersburg, MD) , & 2nM MIP-3 B Fi1 / 84k & WAEAE B ANAFAE
T, M 10uM 5157 - %R (GDP) =R 60min. fEMIA 0. InM[*°S]GTP v S J5 4k%%:
{3 E 60min.. F 1450MicrobetaTrilux t14(#% (Wallac,Gaithersburg,MD) | & 454 )
[*SIGTP v S.

[0803] AU BHAL G I ECsy << 10 1 Mo SEiAA] 2065 [R4AL G411 EC, A 13nM, SEJifH] 2066
LA EC,, 29 16nM, SEHEA] 2105 AL ECs, 2 3nM, SR 2106 [FI46E 41 EC;,
A 12nM,

[0804] X TA fL&4W] LLi% AR FE AR N 2 LA 77 ¥ LR OME RS LS T iR
i) % T3 1 R0 SE it 481 ) 4%

[0805]  —Ahik| & TA AL & T80 R -

[0806]
0

O\\ 0 O\\//O : VA

P \3’8\ A-NH N N

\ \/<N L D Y LR

B— A—N —B
Ml oMe N Ome N
H H H

[0807] 4y Rl AR WAL 5 < AiH% (A-NH, BUB-NH,) b5 — RS e — e — S AL M) 46 5543
B P AR — W e SRR v R A, B R 8 b ) 44 5 B e (% (A-NH, B30 B-NH,)
e CELIIE oy S AP R il P

[0808]
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0 Q
‘ﬁ g g
S VN <N
N\/ \/N B-NH, M A-NH, M
H B— A~ —
MeG Me { OMe N\ /N B8
H H H

[0809]  JFUfAF — AR BEME — MRS AL MBI il 45 18 — 4R AL . T A-NH, 8] B-NH, %
FE DL b U0 BH % SR 4 515 2 I FR 5 Dt o

[og10] Ak B it U?%J%ﬁ/i%ﬂkﬁﬁfﬂﬁ B, Tk 26 1l £ 7 2R S Tt A5 AN I A SR kg ok
AR B L I KE%J B UIE 72N AR 45 FA 5 A ST R AR N B3 T 5 2 2 5 LT

[0811] [ @

[0812]
N o, Q)\No?_
HO,C

OH

[0813] ¥ 3- h§FE/K R (500mg, 2. Tmmol) . DCC (563mg) %ﬂZ‘E&Z@H (10mL) VA& IFFHiHt
10mine A (R)— (=) —2- MEMELE I EE (0. 27mL) , K T A3 BV AT 2 iR P FE 1o 0 H [ 44
‘J)ﬁ‘i&ﬁﬁ IN NaOH Jti%. H/KAHIRAL, H EtOAc ZHL. i A ALAH S /K B R B T4, 1 3k,

TG . A B g R Al R (RERE, MU AcOH [#] 5% MeOH/CH,CL,) 13374
(338mg,46/o,MH = 267).

[0814] | 28 SE g1 2
[0815]
+ FHEA HO—C

o) HO"<?l s

i 7(@\102 Noy N NO,

O OH O OH

YRB Ho—<jN
NH
O OH

[os16] LIEA

[0817] ¥ 3-AHFE/KMIR (9. 28) /ST ERIRAL — LG L5 (PyBroP, 23g) HIN,N-
SR EE 2 HE (DIEA, 26mL) 78 57K CH,CL, (125mL) AVEA, 48 25 CHiHE 30min. £F 25min P N
A (R) = (+) =3— mLs el (8. 7g) 1) CH,CL, (25mL) ¥V, 4 P43 B /e =i i pe i . TR
AW IMNaOH (aq) % H, EFFAHAH. KA IM HCL (aq) E&AL, H EtOAc ZEHL, H /Kb
BT, 108, BARIRGEIRIF Y (Te) , BRAT o fE R4t .

[os18] IEB

[o819] KDL FADER A WIFH M 5% 10% Pd/C(0. 7g) K] MeOH (100mL) —#E /R M
PR I R R SO NIR A, LR IRAR DR A (BRI, 5 MRT NH,OH /) 10%
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MeOH/CH,CL,) $R4LFTIRT RN (2. 58,41%, MH+ = 223) ,
[0820] £ SEJfEdhl 2. 1

[0821]
2 0
NH
N" N

[0822] ¥ T CH,Cl,(10mL) [FJN-BOC-3- (& ZE) WkhE (0. 5g) HIIA FH RTINS (3mmol) o
TEREHE 2h 5, NG BRMIE (1. 9mmol) , B FEIR &Yk 4%, 18 38, 15 P A — 50 e i A
FEvEus, LSRG A NI« e~ AN HCL/ —WELE (40mL) ¥ 2. 5h, SR 5 B Wk 4
BRFRF S (41%, MH+ = 369) .

[0823] il 25 S jfh] 2. 2-2. 6

[0824]  f M L] 2. 1 B, (R AT T K48 H IR s R EE (B T REs ) , 1931
fi, BT O/ e at

Prep! .
By B R B
22 ,\’ ] e}
qm O\ N /Q\!H
2 H H

L Ouc OO
HoN NH NGO H ” NH
2.4 C o
0825
: ] HoN " /\NCO PN /H\ JQH
N~ N
H H
SR G RPN 2
HN NH I o7l //\O)Lg ~NH
2.6 ’ o)
et | o B [ ]
/\N N NH
H H

[0826] il ¢ S 2. 7

[0827]
' 0
PO \\// C
NB g
HoN oc F>'/ N

[0828] ¥ T CH,C1,(30mL) ) N-BOC-3-( & %L ) Wk Wg (5mmo1> oo = g O ER I
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(5mmol) , BiFEIR AW . BRI EY, H CH,CL, (10mL) #%, H =W LR (10mL) Ab
M. ZERFE 2h 5, RS IRGEIR A3 2IbR L &) (43%, MH+ = 233. 1),
[0829] il e¢ St 2. 8

[0830]
| FHRA 0
> N’O
HO,C NO, NO;
o © OH

OH
|
N.__CO;H $% B O/ﬁ
E j g N
0 NO,
HO.C OH
Y®RC O/ﬁ
" N
NH;
HO,C OH

[0831] LIEA

[0832] ¥4 3— AHAE/KMIR (5mmol) HTN-J2FE T ZEEWE L (Bmmol) S 2% DMF/CH,CL, %
5 AR M DCC (Bmmol) o FEHEHE 2h JiT, I UEIR G, L5 WYE, ik R EBH T 2K B,
[0833] LIEB

[0834] ¥4 L b 2B B8 A ) P2 W B TE T DMF, i) 3L N i Bk —2— AR HCL (Bmmol) K]
CH,C1, (10mL) /DMF (5mL) ¥%§ ¥ — 5 TN % £ % (10mmol) » $iFH IR &9 ik 4%, it 98, H IN
NaOH (50mL) Ak, FH CH,C1, ¥k, A 5N HC1 E&4k, FH EtOAc #5H . 3 HLAHF Na,S0, T4, it
U8, ARG R T T AW, (038 ¢ P ERATH (MH+ = 296) .

[0835] ZDIEC

[0836] i i il & St 2 PR B WSSy 2, (E2 A LA F PR B (7= 3R 15 bm Ak &
) (23%, M+ = 267) »

[0837] il 25 Sz jifa] 2. 9

[0838]
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kl
NJ/COZH FIKA ~ C \)—-NHN— $% B
N CO,H

b

g
2 % C (N\F‘N/\
WA e — = P L
HO,C 2 NH,

O OH HO.L & on

[0839] JDIEA

[0840]  #4 2- WRIE RN 2— 40 —1, 3— WEIE 5 = Z &1 MeOH — i fii k. 72101 T #iekk it
B ISR G, WG BT R a9, (PR B rh HREATH (MH+ = 209) .

[o841] JUIEDB

[0842] 4% MR & SEtE ] 2. 8 AP UR B HIZRALLTT 5, AH 2 A8 A B Ll 45 SE i ] 2. 9 B3R A 1
PESAR TG (41%, MH+ = 374) ,

[0843] IR C

[0844] IS 2 AR B IR V2 4%, (ELRAE A LA BB IR B W W3R T w5 i &
Y1 (99%, MH+ = 344) ,

[0845] il #& S fs] 2. 10

[0846]
’ &
HOQ_C NO,

N
CN\>—NmN-—H TR > N/ﬁ
= |\r

HO,C
@\
$% C

HO,C

NO,

Y

[0847] DIEA

[0848] 47 i il % St 47) 2. 8 JDUR A WIZRALT VA, AH SR A ] 3- IR IR ARAT P i fb &
Wy, (e B h HEATH

[0849] DIEB
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[0850] 4% M il £ St 4] 2. 8 AP UR B WIZRAL TS V2, {EL A 4s FH ol 4% St 9] 2. 9 2D 3R A Rl #%
SEf) 2. 10 LBR A WP WSRAF R EY) (86% ) .

[og51] LIEC

[0852] 4 M il & St ] 2 AP HR B BRI, (AT UL P58 B (17~ W3R 13 o f &
Y (67%, MH+ = 331) .

[0853]  ill #& S Jitfe] 2. 11

[0854]
B A
¢J:::;L\V/I:::] HO hJ
O

FJEB
HO7Q\LH
[o855] FIEA

[0856] A4 N- WILWRHERN (2g,HCL £, K54 ) 5 THF (20mL) — i dt, W4i 2+, B LR
R o BRI THE (20mL) ke, T ST4s I FAEEE (2. 5eq 1. 6NEL,0 ¥ ) o 1D
FF 3h Ja, BASIRATIRAY), /KRR, H &2 00, R IR T 158 . 198 IF B 25k &4 fe
BT (50% , M+ = 205) .

[o857] LIEB

[0858]  f& il & S s 2 SR B AT v, AER A DL E DR A 17 P3RS AL &
Y (95%, MH+ = 118) .

[0859]  iill 2& SIZjitif1 2. 12

[0860]
, LN O me
N D
H 0
| $E C ’
OH OH

[0861] IR A

[0862] ¥ T-TAM (50mL) [y N= 3 -N- FIZEfZ (20mmol) HHIi AR HC1 (20mmo1) | £ 5 Ff
i (30mmol) A 2- NEE (2mL) o EFRIE NHFEE )G, BARGHIR G, FKMRE, AL 2
pH 14, ] ZEFZEEL . A HUAH A Na,S0, T4, idiif, B IRAE RI AT =) (98% ), 7603 B
AR
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[0863] LIEB

[0864] A4 LL FIDER A (74 (500mg) %5 T MeOH (20mL) , [7] H: fin A NaBH, (50mg) £ $i
10min J&, B WRAA T IRAS B P AL G4, 16058 C v B Ad e 75 frde 4l

[0865] LIEC

[ose] LA I 20 3§ B (¥ 7= 9 H] MeOH (20mL) #% B, [7] 2L hn A AcOH(0. 1mL) , f# 1k & Pd/
C(10% ) , KR AMHER TR CUHE) FHREREL A 1 U8R A, I 4N HC1/ —BE4% (ImL)
HARAIR A R F G, HEATH L i fedd.

[o867] il 2 Sicjdh] 2. 13

[0868]

HCI

H
TEA N
MGOZCVNHQ ] r NOZ
HO,C

HO.C o OH
[0869] IEA
[0870]  f MRS 2 B HR A IISRAL 7V &, (E2 AT F H 2 e PR AS I 7 R . RS
Y 200mL IN NaOH, 2R J5 F S PR E . ¥ pHIAAT & 1, JIA NaCl H 2. £8)L
INBY I S JE RIS UTUE , IV /KEERAS RN 574 (42% ) .
08711 DIEB
[0872] M il & S 2 DI B AUy v, (ERAE I LA BB IR A =0 3R 18 hm d Ak 5
M (95% ) .
[0873] il 25 Sz jfs] 2. 14
[0874]

HCl
H FIA [i]
MeO,C._N._ [ NO,

FRB l

Y

HO.C O OH
[0875]1 FLIEA
[o876] iz f il & St 2. 13 AP HR A BISRARL TV, (2 A A N- AR 3 H 22 1R R R SR A5 P il
P (18% ) o
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08771 LIEB

[o878] % M il & S i 4] 2 2B B HISRABUTT ¥, AER AT I LA B3R A (70318 b i &
W) (95%, MH+ = 225) .

[0879] | & SEJEAG] 2. 16

[0880]
? o
N\ “ lL\ ﬁ\
| > @
7

[0881] 4L I n—54bW (2) 5 HNMe/H,0 (15em”) VR4, I#E 140°Cik . In ATk B
(1. 3g) , L WRGHIRAY) . F EtOH ZEHL, B IR IE AT 2 1. 56g fHHIZ (MH+ = 125) ,
[o882] il 25 SiZj {5 3-10. 50

[0883]  fi il £ St 9] 1-2 [ 7325, AH2 AT F R R I A IR R R W IR 5371 [DCC (il 4% 5K

Jtif 1) 8¢ PyBrop (il St 2) 1, RAFH6 H BLHEG V), ELRAL I e 4R,
[0884]
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AA

+
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Prep
Ex.

4

1. 1845
2. kE%
3. MHY

NO,

HO,C OH

\N—-H
/

\ NH,

NG,
HO,C OH

NO,
HO,C OH

NH3

NH,
O OH

1. PyBroP
2.95
3.153

NO,

HO,C OH

—NH,

e
H’N)’\NHZ

O OH

1. PyBroP
2.83
3. 167

[0885]
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N
HOLC™ &,

N

1. PyBroP
2.76
3.223

NO,

HG,C OH

"o

O OH

NH,

1. PyBroP
2.65, 53
3. 209

NO,
HOC™ &4

a7

O OH

NH,

1. PyBroP
2.59,69
3. 207

10

NO,
HO.C”

HO—

HO—

3

O OH

1. PyBroP
2.49, 86
3,237

101

NO,

0 OH

1. PyBroP
2. 36,88
3. 193

[0886]
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AA

+

130/396 71

10.2

HO,C OH

NO,

NH,

H NH,

1. PyBroP
2. 26,87
3. 195

10.3

H

QNOZ

\/\/NHZ

10.4

HO.C™ Sy

NO,

/k/NHz

10.5

NO,

ﬁ‘
N

‘[(;NHZ
O OH

1. PyBroP
2. 38
3. 223

10.6

HO,C O

NO,

1. PyBroP
2. 32,99
3. 3679

10.7

NO,

H
QN
OH

o}
NH,

N OH

(L

[0887]
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[0888]

1. PyBroP
2. 35,99
3. 237

10.8

10.9

NO,

HO.C™ 8,

HO

IgVe!
NH;
HO

o] OH
1. PyBroP

2. 58,95
3. 233.1

10.10

HO.L™ §yy

l @
N
\[/\/ NH;
HO 0 OH

1. PyBroP
2. 42,05
3. 238.9

10.13

Q\ NO,
HO,C

OH

/\ﬁiNQY@m
H O OH

1. PyBroP
2. 51,95
3. 307

10.14

NO,
HO.C™ &y

O\NiNIQ-@ NH,
H H
Q OH

1. PyBroP
2. 55
3. 347
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10.15 2.1 ,ﬁ\ D Y@
0O C/\ N
Q\NOZ J\/Q“" HR o OH "
0,C NN
H 2 OH H H
1. PyBroP
2. 41
3. 369.1
10.16 2.3 0 ’l:::j
Q Q\NJLN N\n)i)\mz
Nog | Y L A L
HOC” "o i
1. PyBroP
2, 56
3. 3549
10.17 2.5 o Q
0
Do | B [
HOC by 7o ﬁ 0 OH
1, PyBroP
2. 56
3. 308
10.18 12.4 OH
OH
HOCQ}*NOZ o/g
2 N
OH L, L\V/ NH,
~ O OH
1. PyBraP
2. 10,95
3. 252.8
10.19
H o
QNOz ~ ﬁ@\wz
9l
1. PyBroP
2. 42,95
3. 249

[0889]

179



CN 1720240 B

133/396 7T

10.20

NO,

10.21

NO,

HO.C Y,

HO

0
NH,
OH

NH

h

1. PyBroP
2. 64,85
3. 273

10.22

NO,

HO.C”

@)
NH,
HO
1, PyBroP

2. 45,95
3. 273

10.23

Q NO,
HO,

COH

Q.
NH,
NH  OH
oyf
A4

1. PyBroP
2. 44,85
3. 281
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10.24

1. PyBroP

2. 41,95
3. 28141

10.25

[0890]

HOLC

NO,
OH

NH,
N OH

1. PyBroP
2. 48,95
3. 257

10.26

HO,C

NO,
OH

L

0 OH

1. DCC
2. 15,99
3. 235

10.28

HO,C

NO,
OH

HO

iy

NH,
N OH

)

1. PyBroP
2. 52,95
3. 2371

[0891]
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10.29

HO,C

ZT

OH

QH
0.
Q\Noz ~ NH;
' HO
f N\ OH

1. PyBroP
2. 31,95
3. 259.1

10.30

HOLG

H
N
HO o]
N02 NHZ

10.31

HO,C

H
NO, NH,

OH HOSNAY, OH

10.32

HO,C

o N2
0. ‘
N02 } NHZ

OH HO/\\/ NH OH

[0892]
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10.33

HO,C

OH

NO,

e

NH,

HO

1. PyBroP
2. 47,85
3. 273

10.34

HO,C

OH

NO,

HO

(]

A

HO

NH2

1. PyBroP
2. 51,95
3. 2371

10.35

HO,C

OH

NO,

NH,
OH o
|
N\/U\NH2
0

1. PyBroP
2, 60,90
3. 224

10.36

HO,C

OH

NO,

T
OH
i Q
PN
NMBZ
0

1. PyBroP
2. 65,99
3. 252

[0893]
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10.37

NO,

HO.C™ §,,

NP
- OMe

NH,
OH
I O
N\\/JL‘OMe
0

1. PyBroP
2. 58,99
3. 239

10.38

NO,

HO.C™ L,

'S

NH,
OH
9
O

1. PyBroP
2. 35,99
3. 2211

10.39

o™ L,

'S

NH,
OH
NQ
0

1. PyBroP
2, 42,99
3. 2352

10.40

Q NO,

HO.C” 4y

. HO/“\oa

NH2
OH
N
OFt -
o
o

1. DCC
2. 32,99
3. 2031

[0894]
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[10.41 HO NHz ’
O ey
. NO,
HO,C N OH
0

OH

1. PyBroP
2. 45,99
3. 22341

10.42 HO.

HO.
HO,C < N & '
2 N
OH Ly NHy
0 OH

1. PyBroP
2. 55,81
3. 2511

10.43 Q w ﬁ

NO, N
HO,C ho SN Ho™ NH,
o o

OH

1. PyBroP
2. 68,66
3. 2249

1044 o A
Q NO, ‘\ : ?\\

HO,C
OH 1o~ o™~ NH,
) 0O OH

1. PyBroP
2. 68,66
3. 2414

[0895]
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10.45

NO,

HO.C™ Ty

12.3

NH

1. PyBroP
2. 44,40
3. 295

10.46

NO,

HO,C OH

NH

HO™ ~O

O OH

HO™ "0

1. DCC
2. 37,81
3. 265

10.47

NO,

HO.C”

OS:N
N N 0 OH
H

1. PyBroP
2. 71,95
3. 2931

H,

10.48

HO.C™ 4y

NO,

Ne R, /Q l
NS NH
Y OH :

‘r\\sz_ o
1. PyBroP
2. 35,99
3. 220.9

10.49

NO,
HOC™ oy

H
N NH,
4 ow

1. DCC
2. 16,99
3. 209.0

[0896]
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10.50 p
H,N N,
j:;)‘NOz HZN NH 2 NH,
HO,C O OH

OH O o)

1. DCC
2. 18,99
3. 264.0

[0897] il £ S 10. 55
[oso8] il & SEjhds] 3 W 7

[0899] FIEEA
e e P
HO ' NO, i NO,
O OH 0

[0900]
OH

[0901] FEXIR MV T & Pkt (150mL) WIAHFE/KBIE (3g) AL B (4. 3mL) Al
DMF (0. Oleq. ) » FEHEFE 1 KJ5, A IRGHR-EWAAR -k, /208 B b BRAT R .

[0902] IEB

[0903]

[0904] LR Aﬁ“rf@ﬁﬁ %LEF' (50mL) % B¢, /\%ﬂio ‘C, mﬁim)\ i 1) THE Y5 W
(2N ¥5W, 24. 6mL) A1 =% (deq.) « FEZEIRDIFE 24h J5, A WREIR AW, H IM A SE ALY
(30mL) Fke, 7EF i, A P Reviidk. KAHAT 6M HC1 (aq) FRAL, ] & FFHe2E A
MLAR KPR, FHBR R AN T, IRZ4a 13 B hr B4k 54 (3. 2g,93% ) o

[0905] FIEEC
”’RJ\WT//[::;::}\\ \]I//[::;::l\\

[0906]

[0907] U\J:JL%B}*L% (6g) <10 % Pd/C(0. 6g) FN EtOH(SOmL) IR A& A
M%ﬁ)%ﬂ??mnﬁﬁ%*ﬁ%Zﬁ 8 R A pE, B IR G A5 B bR A )
(5.1g,99%, MH = 181),

[0908] il £ Syt 11
[0909]
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FTHEA |
HO, > / \OH
OH
J K B | FI C [l‘
> AN No, T Y N
O OH O OH

[o910] FLIEA

[0911]  F M 2% S 1 F92RALTT v, AH 2 Y i (2M THF %57, 33mL) 15— FEE/KA
i (5g) Hil#& =4 (6.52)

[0912] DEEB

[0913] K& AHER (0.8mL) ) H,S0, MIALL B A 7=4 (3g) ¥ H,50,(25mL) ¥ (=20°C)
BV TRE TN 50 % NaOH (aq) , FH — &0 e HL, FH S /Kin R 86 T-18, ik of, L5k
it BH S A7) (2. 1g,44%, MH = 225) ,

[0914] I C

[0915]  f2 M & St 9] 2 AP U8 B WAHIRI 77 v 46 7 (0. 7¢,99%, MH = 195) o

[o916] il £& S jtfe] 11. 1

[0917]

OH QH

NH N

HO e ot NO

NO, O OH
. O OH
OH
. L l
— . NH
O OH
[o918] FIEA

[0919] &AL 2 DUR A (7775, UL B SR RNV SRS T Wi (54% ) »

[0920] DIEDB

[0921] K Na,S,0, (1. 22g) ¥ T7K (4ml), BeF5 I\ NH,/H,0 (300ul) o 4R J5 ¥ i A\ 22

%A#% (200mg) [ —BELE (4ml) ¥, $iHE 30min, HL=4HPIEFEELE (CH,CL,/MeOH,
o 1) 24153 100mg ) (56 %, MH+ = 251) o

[0922] il £& S o] 11. 2

[0923]
e
o7 NH,
O OH
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[0924] RIS SEHEE] 11. 1 D3R A 1B 1 532, (R AT A N- F9 258 AR A R e 3R A5 Fr Ak,
4 (86% , MH+ = 181)

[0925] il e¢ Syl 11. 10

[0926]
OH
HQ H
O\lH * HO NO ) C Y@

[0927] IEA

[0928] % MR 4& S ptAd] 1 (732, (R4 F N- R8T BV & AN 2% DME/CH,CL, 3R
FEWEAZ (33%, MH+ = 297)

[0929] IEB

[0930]  f& R & SLHtE ] 2 PR B (K77 iE & Pk g (99%, MH+ = 267) .

[0931] il #&Sizjiifs 11. 11-11. 18

[0932] iz Rl & SE s 11. 11 {75325, {E2 A0 4 HE R IR G Il 457 DCC, SRAG-48 th
(B, ELREAY DG 75 F 44l

Prep #E% B =i 1 KR %
Ex. ’ 2. MH*
11.11 2 | 1. 45,92
OH N N W 123100
-N02 \ 2
[0933] HO.C™ Hy N OH o OH
11.12 ﬂ H\H/Q\ 1. 45,95
2. 2472
QNO, ﬁ d\/ N NH,
HO,C OH CIHH,N HN O OH
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11.13

NH

OH

1. 85,85
2, 25141

11.14

OH

NH,

1. 99,92
2. 2111

11.15

[0934]

2. 265

1. 48,84

11.16

2. 238.1

—h

. 78,91

11.17

2. 2651

-

. 67,90

11.18

N

. 28,99
267

[0935] il 2 SEjtfh] 12

P4

Y

[0936]
HoW
O
YIRB
FRD
[0937]
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CN

-~ NH,
o} OH

Y

[0938] LIEA

[0939] i £ St As] 2 S0 IR A BZRAL T 2%, EE F = A IO AR B (+) —3— MiEms e e ol 2%
i/

[0940] LIEB

[0941] LI EDIRAM =Y 8g) HM (9. 7g) i IR (11.9g) « EtOH(200. mL) FH7K
(20mL) VRE, Pt . IHUE, WAV, BB T CH,CL,, A IM HCL (aq) PEdk1TEIA NI
0 P SL R T KR BRI, b 98, HIRGA RIS (7. 3g ,57%, MH+ = 337),

[0942] JLDIEC

[0943] K LL BB IIF= (3. 1g) 5 DMF (50mL) FMel (0. 6mL) V&4 . % & i A Nal (60 %
SYECT W, 0. 4) , B IR G WIS . E A WRAATT RN R, ¥ CHCL, # ke, H 1M
NaOH (aq) $E%%, F JC/K B BREE T8, 1Ly, Bk Y. i rEfic A4l (EtOAc/Hex, 1 ¢ 1)
BEIrFELEY (1. 3g,41%, MH+ = 351) .

[0944] IED

[0945] UL FAEER D =4 (200mg) « Zn (CN), (132mg) « Pd (PPh,) , (130mg) F1 DMF (5mL) 7F
80°C Nk 48h, 4R ja VA E18 %3, F EtOAc F1 2UNH,OH #5k¢ . £ IR Ja, BALZEBUR TG
IR R EE T4, 1L 8, LS9k, Al Bk (0 (FEf, EtOAc/Hex, 1 @ 1) $RELE RN
Y (62mg, 44 %, MH+ = 250) .

[0946] LIRE

[0947] 4% BBr, (1. 3mL, IM 5 FF L ) A BL LB IR D =4 (160mg) ) CH,CL, % i
(5mL) , i Ft 30min. JRAWIHKFRE, F S P20, FH S /Kmt BT, 198, B3Rk 48
BRI FEAEY) (158mg, M+ = 236) ,

[0948] LIEF

[0949] LA L DIRE P=4 (160mg) S ALEA (83%, 19mg) 1 ELOH (20mL) VR AMITEAS
AR (25-40psi) PidE 1. ohe WA Lk uE, B gE13 204 (165mg, MH = 206) .

[0950] B¢ S 12. 1
[0951]
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/N '&.%A _ /N '}/F'E:B

| | o N | &l —_—
NS NH rq()z

QO OH

0 0

N $% C N

U A, — QU

NO, N NH,
O OH O OH

[0952] LIEA

[0053] 4% HESLif] 2 DR A HISRAUTT VA28, AERAT A 3— ( L2 ZE 2L ) nbng A 3— A
SRR TS TR EY) (41% ).

[0954] IEB

[0955] DL IR A L&) (0.3g) AT (15ml) #ike, 5 mCPBA (0. 4g) — 2 i Ht 2h.
FEEIERAE (T4, 10% MeOH/CHLCL,) 73 3InbmEJE N- 4464 (0. 32g,100%, M = 303.9) .
[o9s56] LI C

[09057]  f MR SL ] 11, | PR B ISR, (2 A FH UL 23R B 1™ 3845 B # Ak
&4 (15%, MH+ = 274) ,

[0958] il £& St fs] 12. 2

[0959]
T A
HO NO, - O NO,
O OH O OH
& B

O OH
[0960] LI A
[0961] ¥ 3- AHFEE /KR (4g) 1) MeOH (100mL) ¥ ¥ H,S0, (ImL) 7 [FI13 F Hidk it 7, 5
TG, F CHLCL, ke, FIDREREN T . AR e4l (fEA, 5% MeOH/CH,CL,) 153 A R ME
(2.82,65% ) .
[0962] DIEB
[0063] 4% HE il £ SL i ] 2 A2 BR B HSRAUTT ¥, (AT H LA B3R A (03RS i f Ak &
W (95%, MH+ = 167.9) .
[0964] il & S fif] 12. 3
[0965]
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—\ } .
0 NH . ot A
\:S::O O>=O
HO )

[0966]  7E 0°C, Mgk —2— AR (200mg) [ EtOH (40mL) ¥ o N Z. k4. (3mL) , [F1 i Pkl
REVER . B4R, F CH,CL, %k, F NaHCO, (aq) PERASRIAR LS (99%, MH =
160. 1) .

[0967] il 25 Sz j s 12. 4

[0968]
L
NBoc I\/NHZHCI

[0969]  7E 0°C, N-Boc Mtk —2— FHIR (2g) [¥) THF (5ml) ¥ -H ARG . THE 285085
(IN, 10. 38m1) , 7E O°C Hi IR 54 30min, £ = WEAFE 20, KK (200m1) BN A, 1G4
M =S R BEAEEL, F Na,SO, T4, FLA5 R 4615 21 490mg 74 (26% ) o SR # 7~ #AE AN HC1/
TREHE B R BE
[0970] il & S jids] 13

[0971]
|
O OH O OH
FI% B FIC
O OH O OH

FHED
> - = NH2
O OH
[0972] IR A

[0073]  fiz il 45 St ] 1 II2RARLTT 25, AR A = A i (M THF 53, 50mL) il 4- LK
g (15g) & rtb &4 (6.3g,35% ).

[0974] JLIEB

[0975] ¥4 LA 2B A 4 (1. 5g) S5t (2. 1g) « NaHCO, (1. 1g) « EtOH (40mL) F17K (10mL)
RA LA U8, WG IRV, FOFE T S P HEE L H IM HCL (aq) YRS RIA LA
G L FH e KB BRI, b 98, BRIk 4. FH PRk (i 42 4 (RER, 0. 5-0. 7% MeOH/
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CH,CL,) 83174 (0.5g,20%, MH" = 306) »

[o976] LI C

[0077]  H4Ai IR (3. 8mL) (¥ AcOH (10mL) ¥ MA LL EAZER B 1174 (0. 8g) , BiHkiR-&
40min. VEAEWHKMRE, F Z @R R 200, H /KB BR B T58, i i, 25 vk 4 43 2 86 (1 ]
&= (0. 8g,92%, MH = 351) .

[o978] LI D

[0979] ¥ LL FABEE C 74 (800mg) «10% Pd/C(100mg) 11 EtOH/MeOH (40mL) HIVRSMI{EEA
KA (Wbpsi) T parr IR ashdidt: 1. 5ho Wk i 38, B WRYGEE BIbR =), 46
FH il 26 Bt a3l (A7, 10% MeOH/CHLCL,, 3 Ml NH,0H) 424551524 (92mg, 22% , MH'
= 195),

[0980] il #& S jtfs] 13. 1

[0981]
Br Br
YK A HKRB
" = \N i
/7
0 -0
OH OH
¢ Br
B C
\ ———— \
N N H
/ o) NOg 4 O N 2
‘ OH OH

[0982] FIEA

[0983]  FifaSIilds] 2 20 IR A ISR ¥2%, (2 — i (M THF %59, 23m1) FH 5- ¥R7KH
i (5g) Hl#& T &d (4. 2g,75%, M+ = 244) ,

[0984] DIEB

[0985] 4 & MR (10m1) [ AcOH(100m1) JOA LA EZBER A (7= (28) , BEHHR G4 20min.
TBEY KRS, F U GE 2 0L, O K i BB T, 1ok 98, B0 Wk 4 15 31 3 EA [ A4 ™= )
(1.9g,80% , MH+ = 289) ,

[o9ge] LIEC

[o987] K¢ DL b & BB ™ ¥ (1.9¢) # 7+ % T EtOH(B0mD) . 4K &k 0 A ¥ HCL/
EtOH (5m1/40m1) « SnCL,. 2H,0 (5. 74g) , fE i BRI 0. FLA MR A R B4, FH — 2 e
Mk, F NaHCO, ¥E¥s, FH S /K it BRAEE T8, 1 Uk, FL3 k413 21 [ 744 (185mg, 9% , M+ =
259) o

[0988] il #& S f] 13. 2

[0989]
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Cl

cl
T A
VI B
HO — \N
o) / I
OH OH
Cl cl
Y C
\ ——
N N
! NO, 2 NH,
OH OH

[0990] LIEA

[0991]  fZ HASLHfF] 2 PR A (KISRBT7 V5, (2 AT A — A iz (2M THE %53, 29m1) 1 5- FK
g (5g) Hl&TREY) (4. 5g,78%, M+ = 200) »

[0992] VIEB

[0993] ¥4 & AR (10ml) f¥) AcOH(100ml) fn A BL BB IR A W74 (20), fi 1R A W
20min. VRGP KM, H SR BE A HL, /KR e T, 1 98, B IR i 19 21 [ 44
M) (2. 2g,88%, MH+ = 245) ,

[0994] DIEC

[0095] 4 DL b 20 BB 7 4 (2.2¢) # 70 ¥ T EtOH(50ml) » 4K & i A ¥ HC1/
EtOH (5m1/40m1) \ SnCl,. 2H,0 (5. 74g) , E MM BEFE b0 o FLASIRGEAL I S N4, FH 5l A e
Mike, I NaOH rpofil, A FLRBOE I ek e 1 1y, 20 8 & 2 A AUZ - K IR 8118, i
B, B WKRAEISRIE K (540mg, 22% , M+ = 215) ,

[0996]  ill 2& S Jitfe] 13. 3

[0997]
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HO o \ IRB
0O 2 / O NOZ
OH OH
FI C \ %D
——T N —
N / NH
g 0 NOz © ome 2
OMe ©
Br FHEE \ Br
\N —_—> /N
) NH, 0 NH,
OMe OH

[0998] IR A

[0999] % 3- H4FL /KM (10g) \PyBroP (20. 52g) F1DIEA (28ml) 78 F:7/K CH,CL, (200ml)
TRE, (RN 10mine AIAZFiE (M THF ¥, 55ml) , ke S it B . &Y H
IN NaOH (aq) 8, ZFANAH. /KAHH IN HCI (aq) BRA, H SR BE A0, F G /Kb e 8k
T, vk, B RS T CBE, B R AR, H SRR EE AT 21 4. 45¢ [E44 (39%,
MH+ = 211)

[1000] CIEB

[1001]  KBBRA =4 (2. 99g) \K,C0, (9. 82¢) FBHLFFLE (8. 84ml) 74 M iR 4, InFA[mlui
R RN, ARG RS T SR, A IN NaOH Wi, F G /KR IR
B, U8, BT 3 3. 3g Wik (99%, MH+ = 225) .

[1002] FHEC

[1003] #LR B (3. 3g) 57 10% Pd/C(350mg) i) EtOH (50ml) —#27E 20psi &/
AN B A IR R IR G, B IRAR EMAS 2 2. 34g [E A (85%, MH+ =
195) .

[1004] IED

[1005] 4508 C 4 (469mg) ¥ T AcOH (6m1) o #4 1. 95M Br,/AcOH (1. 23ml) 3403 v
V), (R BPFIR G the {E 0°CH 50% NaOH I N, IB-A W H — & P Hi 200, o
KO ER BT, ik vk, Eor ik . KL IVR A ) H il & B (i 3R 48 (H 47, 5% MeOH/CH,C1,)
BEIFTESY (298mg, 23% , MH+ = 273) ,

[1006] ZIEE

[1007] %% BBr, (2. 14ml, IM CH,CL, ¥ ) I A EL LB 3R D =4 (290mg) #) CH,CL, ¥ W
(8ml) , PERF i . B R B 44 S vk Y, % T MeOH/CH,CL,, 1 il 46 B M (il e 4l (k4,5 %
MeOH/CH,CL,) 13 RIFT 54 (137Tmg, 49% , M+ = 259) ,

[1008] il &S s 13. 4
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[1009]

/ NH,
OMe

SHEB

OH

[1010] CIEA

[1011] i) #& SE il 9] 13.3 20 B D Ky 7 4 (200mg) o AN 2K FE Bl BR (98mg) |
PdC1, (PPh,), (51mg) VL% Na,CO, (155mg) [ THF/H,0 (4ml/1ml) AWK . AL 80°ChnFad
o F EtOAc IS4, F IN NaOH Pk A HLZE /KBBR8 458, ik vk, B4 . fH
TR A i A SRR (01 5240 (596 MeOH/CH,C1,) 1531 128mg JHIIRY) (65% , MH+ = 271) ,
[1012] DIEB

[1013] 4% Ml S 13. 3 IR E IZRALIT v, LA FR IR A B il s &4
(0. 1g,69%, MH+ = 257. 1) .

[1014] il #& sl 13. 5-13. 7

[1015] 4% M4 SLhtida) 13. 4 (7732, (R A8 F R 369 tH AN ER A5 I =40

Prep L P 1 LR (%)
Ex. MH*
135 N 1. 15%
_N N\ 2. 258
N |
[1016] o OH
136 1. 32%
CF3 2. 325
B(OH),

197



ON 1720240 B WO B 151/396 T

13.7 F4C 1. 18%
F3C® Q 2. 325
[1017] B(OH, /[L O
NH,
O OH
[1018] il e& 5 jtfs] 13. 8
[1019]
T’ H % B
N ———-—fé)-— Jq iﬁ—--—§->
OH N~‘N,Ll OH
’ Y& C y
.-.--—.—-—-».
N NO N NH
N 2 N, | 2
N~ OH ‘N’N OH

[1020] DIEA

[1021] ¥ 2- FEAE (500mg) & & ALHh (819mg) M =L fi%EhEREE (1. 73g) fEI/K AR
PRGN 99°C IR . 1ER NV, I R K Z B i ik HCL B4k /K =245 20T
UE, I PEAF 2 (597mg, 87 %, MH+ = 163) »

[1022] UIEB

[1023] A& (0. 034ml) [ AcOH (Bml) ¥ IIALL EZBER A =4 (100mg) 1) AcOH ¥,
BEFEIRA 1he K CHCL, A1 H,0 N RN HHLEF oK BREE T, L g, BUSIRYGE 1S
BIHORY . ) SR EE AT 2 A7) (12mg, 9% , MH+ = 208) .

[1024] LI C

[1025] ¥R C =4 (56mg) 58 10% Pd/C(20mg) [ EtOH/MeOH (15ml) —& AR N
Pite it Ao 1B AR I R R NR A, LSRG IR AT 2 29mg [ 1A (62% ,MH+ = 178) .
[1026] il 2 S jdh] 13. 9

[1027]

Cl

HoN
é’\E\‘{ NH;
O OH
[1028] DI Lf&iZRE WO 01/68570 A il e% , SCRRA T I8 5| 456 21 A3,
[1020]  ffill 2 Sz jfifs] 13. 10
[1030]
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HoN, Q\
O’ ]

[1031] DL L fi&d M WO 01/68570 /A}Fmﬁfzﬁﬂ%, HRA TN R 5 HEE G RIA,
[1032] 4% Spifs] 13. 11
[1033]

O %A O ¥
W Fs \_/ %3 F3

RN

HO
— PO HN
Y
Ph

[1034] CIEA

[1035]  FfSids] 88. 2 PR A 177525 il a5 LA F i (6. 48,36% ) o

[1036] CIEB

[1037]  7EZVE T, B (1g) F1 2-R- FZEARIENZ (0. 73ml) HJL/KH 2R (20ml) HHEHIIA

IN TiCl,/ FZ8 (3ml) L. 5ho Y& HUTIE , FH ARG P8R, H Pdi At (i 44l (Hex/EtOAc, 18/1)

7331 800mg /=4 (71% ) .

[1038] IEC

[1039]  # DL )i (760mg) F1DBU(800ul) 7EJCH T FHiHE 4ho FLAS WA 5 N4, AR

HAL R AL (Hex/BtOAc, 8/1) 193 600mg =4 (79% ) o

[1040] DIED

[1041] B UR C HENZ (560mg) ¥ T- Mk (8ml) o M 3N HC1 (5ml) , 7E = B Bt 4
oy B BRI, AW E 400mg JZ R ER 1) (93% )

[1042] i £& L] 13, 12
[1043]

CFa

CIH. HZN’,\Q 7//

[1044] bRl &40 42 B 24 SEE B 13, L1 RISRAL T iEH) &, (B2 R 2-S- R I L
R 2-R- IR (69% ) .

[1045] il & SEjff 13. 13

[1046]
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THRA OH 0
o o TR B o
—
L <) T )
F3

0
FiC_ :
$& C 3\(@*}—%1) \!“\ ‘*"Bﬁ‘@E :
— CIH.H,N \/

Q.
N Londd

U1l e’

Ph ph
[1047] DIEA
[1048] FEZIE T, CsF(60mg) IOABEEE (1. 3ml) FH TMS-CF; (2. 5g) WA, fE =0
FE (24h) , FEENA 12he I 3N HC1 (40ml) , £F 4h Ji5, R AW ZBFAEL, H 2Rk e, Him
FREETH, LSRG 214 (2. 6g,100% ) .
[1049] JUIEDB
[1050] 7E=WLT, UL EEE (2. 6g) ) CH,CL, ¥ P & & M Dess—Martin 7] (10g) Fl 1
WK o LEZEWBEFE 3h J5, I 10% NayS,0, (60m1) , EHi #4805 » SERR A, uE H — & F
FE AN, A HLZ AR R S B, TR R T8, 108, FL8 k4 ClE / ke (1 0 2
30ml) AIAFRRY), L8, B RAGUERAS 2 (28,78% ) .
[1051] I C
[1052]  f& M & SEEfe] 13. 11 258 B. C M D (K775l 28 iz #h
[1053] il &S s 13. 15-13. 17
[1054]  f2 MR Tl 24 S5 13. 13 (1) 77325, {EL A FH ol % 1 B30 Tl 5 1 e, SRAS T 3R I e ' otk
A .
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Prep S e F# e
= (%)
13.15 34.12 20
o E CFa
§ H O
HJ\Q HN ctH.Hsz
c ¢
13.16 31
0 T cFs
0 H I 0]
OO HZN/\© ClH.HZN/\Q
[1055] . Br
8r
13.17 0 g £Fs 66
H o H K O
k@g HzN/\© clH-HzN/D:
]
13.17A 34.8 38
0 CF3 o CF3
re re O
H \0 y HZN’X/%\ C!H.HzN/\Q\
EXTCH Cha 0 31
W) HZN/\{\_%( cmHzl\z“K«%<
[1056] il & Sjfifs] 13. 18
[1057]
o) CF,
Fac)b —_— CIH.HZN/\O
[1058] 4% M il 46 S M) 13. 11 538 By C M D [ 5 2, i = 980 25 25 W ol 46 b 4L & 4
(68% ) o
[1050] il £& S jfife] 13. 19
[1060]
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0O O
S, FEA S YR B 2 s
Me \ ) — Me \ —— HO)?.’Z
HO Br MeO Br Me B
FEC
0 0 0
- JRE J#D S
N \S/ *‘*j-—-*— '}l \ / -~ '}’ \

'HO NH, Me O W*ﬁﬁ MeO Br

[1061] DIEA

[1062] % 3- 22k —4- ¥ —2- Emy IR S (10. 0g, 42. 2mmol) ¥ T~ 250mL A i . KN

ANTRERER (30. 0g, 217 4mmol) Al LWV (14. 5mL, 233. Ommo1) o K5 JRA 43 4 I F#Aml iR

6ho {EAH R ZIESE, IERAW, B AR (~ 200mL) k. K a8 o i ik

He e 2 [ 44, 1 — 20 m B S T RS 13, 7g(100% ) 3— FIAAE —4- I —2- Wy IR

(MH" = 251.0) ,

[1063] 2DIEB

[1064] ¥4 3— 4 IE —4-yR —2—- MWy IR TS (13. 7g, IR A) % T 76mLTHF, A 1. OM &

FABN KV (65mL, 65. Ommol) o 7E=IEIMFEIR G4 24h. ¥ 1. OM S E /K W N 21VR

EWER pH ) 2, BRTEIR S A & F ke (100mL x 2,50mL) ZEE. & I8 WA B

#hK (40mL) Pedk, H Na,SO, 458, s k4 4 [ 44, 10. 0g (AN B BRI ISR 100% ) 3—

Ak —4- IR —2- BEM R (MH = 237.0)

[106s5] FIEC

[1066]  $ii 1 T 1920 B8 B i 3— A4 38 —4— ¥R -2- ME Wy FH R (6. 5g, 27. 4mmol) [ 140mL

CH,CL, YV N7 SR R VAL = NI & S2 EE S (PyBrop, 12. 8g, 27. 5mmol) 2. OM — F i

1) THF %59 (34. 5mlL, 69. Ommo1) F1 = A ZE 4 f% (12. 0mL, 68. Tmmol) » 7E 3 K&, I 5 W)

F 100mLCH,C1, kg, FH 1. OM S AL B /KA (30mL x 3) FHEh/K (30mL) WiV, ANLEE

FH Na,SO, T8, 1338, W46 29 Ry o LR ) v PR 4 FH pod A g 42 40, T CHLCL,-

(12 L, v/v) YElite BRZEEHEFIFRNE 4, 0 m BT TR 6. 768 (93% )N, N’ - —H

Kk -3 WAL —4- R -2- mEmy R (MH = 265. 0, M+2 = 266. 1) »

[1067] ZIED

[1068] M HLAE 420 = SR CFE R B[R4 By, AR O A BE R (95mg, 0. 42mmol)

(R) -BINAP (353mg, 0. 57mmol) « % E& %4 (9. 2g,28.33mmol) AN, N’ — — I Z —3- HI 4%

HE —4- W -2- Ry LI (3. 74,14 2mmol, BB C) o ARG TP EANR . B H X

(95mL) AN ARIRE, SR 5 NN 2 FE % (3. 6mL, 21. bmmol) o FFIRA ) LL N #H]

W 10he I “HEEERRAE (95mg, 0. 42mmol) F1 (R) -BINAP (353mg, 0. 57mmol) f¥) 5mL FI 2

V. FELEAIR 14he I ZE =HEBEFRAE (30mg, 0. 13mmol) FI (R) —BINAP (88mg, 0. 14mmol) ,

16 110°CHEELE RN 24h, A HNR G 2 %0, H £ B G0mL) #i%E, B id Celite 2 1t &,
202



ON 1720240 B WO B 156,396 T

F SR o A B8R ol DR VB s T 4 2 3 R A, P DRI (B SR 2Py 2k (T CH,CL, A
CH,C1,-MeOH (200 : 1) FEAPEMET ) o« BREWFITEN 4. 1g(79% ) Braa kit — MEmy —2K3E0F
JfE A=) (M = 365. 1) .

[1069] ZGIRE

[1070]  7£ -78°C, $ikE N MWEW Wi (5. 09g, 13. 97mmol, ¥R D) /) 140mL CH,CL, % ¥
HOR N 1. OM = AL ) S G . PEREIRG A 3h, [FIIN V4 H15 IR BN -78°C 248 T
% -15°C o M 100mL H,0, 76 SR HHE R A9 30min, 4R 5 40 B FT 2 - A HUZ (A) FII H,0 (30mL
X 2) ZE. VR G KERK MR BOR, A CH,CL, (30mL) ¥E%%, FI 8T NaHCO, /K vy 15 &
pH ~ 8, FPHIRIZKERA —E M5t (100mL x 3) ZEHL, 2R A $h/K pEdk, AT R A T4,
ol FE IR 445 R B AL 4, 1 49N, N7 — I3 -3 RO 4 G 2 Ry IR (SEHE) .
W W2 B A HUZE A R NS RIE S, 5 30m 1. OM HCL AR PEEE 1he B2, K
JZH CH,CT, (30mL) ek, HIHLAT NaHCO, 7K 01T 22 pH ~ 8, K 70 B AT HLZ AT HLYEvR
BIRE NANLUZ Bo PATRIRE B =S HE (30mL x 4) R REHGET] Bk Ve IR
AT, IR A 2 0. 48¢ 25 —HER AR, LLERIAHLZR B RIER K YRR, W43
W, B4 % TLC 43 B (CH,C1,/MeOH = 50 & 1) K154 = AFR S =9 0. 45g. 74
N, N” = Rk -3- 32k —4- 20k -2 Ry LA - 8 2. 32¢(89% )MH = 187.0) .

[1071] il &% SEtifs] 13. 20

[1072]

o}
Q P8 FHEB S
Y ’Meo N=c 1 !
MeO N=<:: Ph

HO NH,

[1073] DIEA

[1074] il & S 9] 13. 19 S BR D {174 (1. 56g) 1 CH,CL, (55m1) ¥ ¥ i A ik IR
(1. 8g) , ZRJE i IR (0. 45ml) o fEVRA Bh J&, ¥ 7K (100ml) AN, 73 B4 )2 KZEH]
TSR AR I AR R LA RO EhoK AR PR AU AN B K PESR . AALE R IR T8, B
TGh. FRARY A PEAERERE (CH,CL,) RT3 1. 6g 74 (83% ).

[1075] CIEB

[1076] DA br=#pdi a2 S 13. 19 D3R C 1k N A 2 i

[1077] &S jfel 13. 21

[1078]

0 o)
0 JEB

AN S BT FTHEA - \S p i S
IV —Ph
Me0” N=CT MO Nph o N

[1079]1 IR A

[1080]  7F -78°C, il & SZ i 491 13. 20 2D B& A ) =4 (300mg) ¥ THE (7Tm1) ¥ H A

n-BuLi %W (1. 6M B, 0. 54ml) o £F 1h &, L B4 (0. 42ml) o 7F —78°CHidk: 3 /Nt

S5 RN 2 IR RS AL A A N R N, F & PR A . A HLE HI

TR R S NN Eh K PEs , FIO IR BN 1158, L5k 4 o FHL™= W) H o) 48 B (o 4 4di (CH,C1,-MeOH
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=70 . 1-50 . 1) 3£ /:E'f QL@ (111mg,43% ) »
[1081] HIEB

[1082] DL b y=Wpda Bl 24 SE e 13. 19 2BER E 1 vk W13 2% .
[1083] |88 S i f] 13. 22

[1084]
1 S ﬁ%A) ~ /(U)\ S._al )5%}3 N i S _ct
N l M | TJ‘X\—I
! Ph MeO N=<Ph HO NH
mMed N Ph 2
Ph

[1085] LIEA

[1086] il & SE i) 13. 19 L3R D 19 4 (400mg) 1) CH,CL,— MERE (14ml) ¥ A
N- ST ZWWfi% (220mg) o« FEFEVR-AY) bh, 285 H SR BerioRe, H K TORIRR IR S B A 6
TP, LW . FH P )45 B A $R 480 (CH,C1,-MeOH = 50 @ 1) 1331 180mg /4]
(64% ).

[1087] IEB

[1088] DL b4 (274mg) # HE il £ SLita 9] 13. 19 P ERE W7 RNV AT EIZ (89mg,58% ) o
[1089] il 2&SZjifs] 13. 23

[1090]

9

HO \S/ TE A _U\/LX__Z \ 2 3
MeO

MeO Br MeO
e Br

O
o)
$B C *S_Z Y% D -«/l;“kfl
HO ‘e,

[1091] DIEA

[1092]  $iH: T HIMR (630mg, il # 5L tEfs] 13. 19 P IE B) [¥) CH,C1,(25m1) “»@?Kztiﬂbu)\ai
BEEL (235ul) , SRS I fEAL & DME (10ul) o« HEFEIR A Th, I INABRER AR (1. 8g) \3-

5 -5 FEL R (443mg) o« PiEHE N AET, FK (25ml) K. 2852, ﬁm)?}iﬁi“
IRV, BB B8, B8 uk 4 K9 FH 2 B (i e 4l (CH,CL,) 3494 (580mg,
78%, MH+ = 317,319) .

[1093] JDIEB

[10904] L\ 1% (750mg) # Ba 45 SEife] 13. 3 508 B (1K) )51 R N 3713 625mg =4 (80% ,
MH+ = 331),

[10951 LI C

[1096] DL b=y I il 2& SEtide] 13. 19 sPIR D 1) 515 R Y 3R1F 365mg =4 (53% )
[1097] DIED

[1098] DL b=y I il a6 SEtids] 13. 19 sPIR E (155 R VAT RIE =9 (MH+ = 254) .
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[1009] i e& Sy 13. 25

[1100]
OH
FHA © Y% B

F
ANL-F
Na .
FI C
o) e
FaC

A :
HoN \ /

[1101] DIEA

[1102]  7F -78°C,2- LML (1g) KIZEE (30ml) ¥ A n-BuLi (5. 32ml) . W4
T2 =3, R A AE 38 CIRIEL 1he K v E1 2 —78°C, Hirb g FL 80 A =0 T R K,
BB I AR AL, FH WA R PRI (s SR iR 4 > ) (2g,
80% )

[1103] ZDIEB

[1104] A& S 75. 75 D3R B [ VAR LA EEE (1g) Hil& SEM, LN PR CHE
AL ) o

[1105] LI C

[1106]  FHHil#& SEptifs) 75. 75 SR C 1771544 3543 400mg k) (53% ) o

[1107] | 2% S 13, 26

[1108]

O OH

0
W\ e \O/ R

N3 C2F5
0 F&C 0
CyFs \ / » HoN \ /

[1109] DIEA

[1110] 4 F AL M4 Y (Perfluoroiodide) (3.6ml) 75 —78 °C ¥4 &, &k W A Z Bk
(125ml) \ FEEE . IRALEZE G (1. 5M ZBEA 18, 4ml) o 7E 15min JiT, i A1 65— FFSEERERE
(2.5ml) [ LBREEH - AT N2 -45°C, Bifl 2h o MRS AL (30mD) FIZK (30ml),
TEERBERE the 3B & 2, KIZH Z & PRAR AHLZHEKER, AR5, ik,
A RGTE R 5. 86g 774 (100% ) o
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(11111 DI B

[1112]  FeREH A SL M) 75. 75 B IR B 173, 48 DL Bl e AR LS B A o

[1113] DI C

[1114] & KM 75. 75 AR C BTV, 4l DAL i) 8 WAL S N A A e o
[1115] 28 SE ] 13, 27

[1116]
'.‘/F‘%A 0 "‘f'ﬂng
Ho L/ O\
)Ol\(i)j/ Jﬁiﬁ_’» 17 O THED
CFY \ / o'\

CZFS %}:%E FS
NSO\ / BN\
A

[1117]  DIEA
[1118] MR 4G St 13. 26 LI A 17146 (100% ) o

[1119] DIEB

[1120] DL EBBR A [ (500mg) ) CH,CL, (20m1) W b in N N- B — bk — /K &4
(575mg) FIEAL 2 DU Tt 47 Bed% (76mg) o« 7F 3h o, RS Okt (10ml) Fke, it ik
gk, Okt o CH,CL, (200ml) k. FLASWARUERAT 2 350mg /=4 (70.7% )

[1121] I C

[1122] KB IRBEA (1. 19g) ¥ T THF (9. 5ml) , A H1ZE 0°C o ¥ S— BN B J% 0 i v
(IM 2R, Iml) 285 — RSO AN ey (9. Bml, 2M THF ¥ ) MK BL B3
76 O CHEREIR-AY) 30min, 762 IR 4k 4 HE 5ho A FNREGWE 0°C, 4 FEE (15ml) ¥ hnFE
G 1E 30min J5, HWRGGTR S UF 2R TR R D o

[1123] B ARYIE T CHCL, H IN HCL KR ER K YES . IR EREN T, i vE, B IRYH
FH =4 FH P A i 2 4l (Hex /CH,CL,, 1 5 1) 3R1E 1. Ldg Wik4 (67% ) .

[1124] D

[1125]  $ & Sedsl] 75. 75 A0 ER B 1973, LA FIEE (1. 14g) RNV RSB .
[1126] CIEE

[1127] B ESEMAY (1. 11g) 5E 10% Pd/C(280mg) i EtOH (40ml) —EAEE AT
PR o I I L g R N, B IR G SR VAT B T00me ;A (T0% ) .

[1128] il & Sjifs] 13. 28

[1129]
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(8]
(e}
\)k@ FHA s, ¥®B _§ . ¥mC .
\_/ ¥ » L)
NOz2 NH NMs,
Q -OH

FHED s. HEE N T NH2

— 4 ' 9 » 9
NHMs NHMs NHMs

[1130]  Ms by LI

[1131] DIEA

[1132]  FEO°C, MBEHE T 1- (- WEWIE ) —1- N (3g) MMESERIT (6m1) ¥ i & R i
B / 18 (2m1/10ml) ¥ . 7F 30min J&, 0 M 22 23, ke oh, At B4 KoK
A, U A . AR PR A A R AL (Hex/CH,CL,,3 & L AT2 & 1) 3545 800mg T 75
=) (20% ) .

[1133] LB

[1134]  F A S f) 2 D3R B (7 RIR IR DL EANZE — BEmy 4L 54 (278mg) 15 2 54mg
=) (23% ) .

[1135] LI C

[1136] KDL )iz (395mg) JTEA (Iml) FHFT#EES (0. 5ml) 7E CH,CL, (35ml) HiR G, 7=
PiFE the ONVYIHEFIRER ) (15m1) K. AHLE R EKGEE, IR T8, ot ik, &
FIRGEIRAT =) (854mg, 100% ) .

(11371 LD

[1138] DL b/=4) (854mg) [¥) THF (25m1) ¥ ¥ HH i hin VY T 28 Jp Ak Be s v (IM THF %59
2.8ml) » BEPERAWEA, ARG H & Fhe (30ml) #ake, H &L B M £k vEvss, RN T
B, s, B IRAAT ) (2. 368, > 100% ) .

[1139] FIEE

[1140] 4% M) 2% S 451 88. 2 20 B8 B 1 7 v, 4 UL Bl (2. 36g) & MY 3Kk 3 547mg 1= 4)
(86.6% ) o

[1141] DIEF

[1142]  PIRE ™) (310mg) B —FF4FELHt (12ml) W I LAH ¥ (IM SRR
3.8ml) o BHRAWMARIGIER . B NP E 2=, I Si0, IR MK (Iml) , i
16mine it yEIRGY, B WRAG TG K FH 28 B (a4 4l (MeOH/CH,CL,, 15 & 1) 1§
B4 (40mg, 14% )

[1143]  HleeSCitafs] 13. 29
[1144]
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0]
S Q WS
W S Ox
* O S
Q TEA /S\Q yme @
Cl —
\
0O
\ .

0
O \
FHRC
o)
i S Q
N \ FHE o] B smp O
W \ A | v S ‘
\ Br —N Br —N N
o) \ \
. HO HO
HRF
0
Oég S\\ Fh o\?\ > \
/AN \ /k FRG \/S \
’N\ N~ “Ph —N NH,
N N\ HO

[1145] JDIEA

[1146]  {£ -78°C,3- FI4ZEMEN) (3g) MY & ke (175mL) ¥ H i in SR (8. 5ml) .

1E -8 CHEFHR A 15min, 7E S 1. 5ho SR, FHRA /N BNRE UK, F AU P e

AL AEHUOR KPSk, AR EE T8, il ik 1- De~P IRk E . B IR GE S8 VA B

mEY (4. 2g) .

[1147] IEB

[1148] KDL EAPERA Y (4. 5) T &Mk (140mL) , fKIKMA =L Ji% (8. 8mL) . &

Ji& /THF (2M, 21mL) o 15 2 IT IR S VRS WK IR Eh/K AR IR E ) (aq) A

ERAKYEGS ORI T5, W 1- ST et k. Bk 4a I8 2 Ak &9 (4. 49) .

[1149] LI C

[1150] H LA BB ™) (4.3g) ¥ T &M He (125mL) , A #EI A -78°C. A =IRALHN

W (1. OM S REds i, 24. 3ml) o FEFERA Y 4h, RN -78°CEAZH 2 10°C. Sl

NS Gy B JE, KB R PR 5 I A HUE A BORH ShKBEss, AR ST

I, o e, BSIKYATS ) 3. 96g TR A5 -1 &)

[1151] LD

[1152] K LL LR C =4 (3.96g) ¥ T 1256mL — & ¢, MM A BR R Bl (6. 6g) IR

(2mL) o fE=IRBEFIESY 5h, A 100mL H,0 K. I 0. 5N SULE KRR K MR G V)1

W& pH ~ 5, Hl “S T HEAH . AHOB 10% NayS,0, K E BN EE KBS, IR R B T
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WG g8 . B WRGRIEIRTT 4. 2¢ P il - 159

[1153] DIRE

[1154] KPR D 74 (4. 2g) ¥ T 100mL AR, KM ABREE R (10g) AR 4E (9mL) o 4%
RGPS MM 3. 5he EAHI R EIR)G, @i - R IERAY . SR IRGGIERA
R R Y, FPOE A Gk feal, &Pk - ke (1 0 1, v/v) BElifs 3 2. 7g i~
.

[1155] ZDIRF

[1156] & Ml £ 5Lt 13. 19 PR D 2RI, BB IR E =W (2. Tg) HeAk kP W%
A (3g) o

[11571 I G

[1158] KPR F WAL= (3g) ¥ T S0mL 5 ke, B HIE -78°C . M = RAL I
(1. OM =5 PR, 9. 2ml) » M —7T8°C 2 5CTHIFHREY 4. 25h, JIA H,0(50mL) , 73 B5 4%
2o KEHZE PR . & IFANUEMAERE, H KGR, 4 A MR RY) . kR
Vv T somL FIEY, 78 IR S EEER AN (1. 5e) RIFLHZERmREL (0. 95¢) FiHk 2h. KR EWMHIN
AEAEN (1. OM ag,50mL) A1 AEE (100mL) FIKMERE . 2 EWE. KEH OBEBES
—Wo B LBV L0 A —IR. RE/KE, H &P Lestd—k, i 3. oM
0. 5M SALEUKE Y 22 pH ~ 6, H R At 20 R-EA VLA, F 3K ess, HmiiR
BT, ARG 3 1. 28 Thws b &9 .

[1159] il #& Sjffs 13. 30-13. 32-A

[1160] & HESLHAF] 13. 29 (7775, (H 2 FH T &5 B IZ RIS T~ R IR 2k — 2 2k — My =4

Prep Ex. Ji jﬁ.% l{ﬁli?i(o/o)
MH*
13.30 (Bn),NH 0L o 10%
sy
BN M 375.1
Bd g
13.31 Me(Bn)NH o0 s 14%
-—rS
[1161] Bn 'g‘ M 299.0
HO NH»
13.32 Et(Bn)NH od s 22%
Bama~ ™
o Et S\ /Z
HO NH,
13.32A (Et),NH 0P 25%
£t
HO NH,
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[1162] i ee Sy 13. 33
[1163]

oy | %A TR FEE TN
Cl B O Bn HO
O N\
l&%c
Q
s
ot 8 FRE A s $%D o)l \
\/5 B §/ S \ D o N/ N\
Et—NH B Et—N Br \ o
Bn Bn HO
O
N N
YBRF
o 0 s
9 s TERG N 8 Ph #%H O\ 9
O=s | P /)\ 1 NH
—N 2
rN Et—N N ph Et
BN B ! HO
o N

[1164] FLIEA

[1165]  f% Ml & SC ) 13. 29 IR B (W 532, F CFEF 3 — et il £ St 13. 29 SP IR

A PR 2- GURRIEIL —3— FRARE — WEWY (4. 0g, 18. 8mmol) 4k Ay 3— FRARIE —2- £ FE N IEhE

WEIL — WEWY (5. 5g,94%, MH+ = 312. 1),

[1166] LIEDB

[1167]  fZz B & SLififs) 13. 29 DR C 178, K L LB IR A =4 (5. 5g, 17. 70mmo1) fii FF

FEAL RIS I =) 4. 55 (87 %, MH = 298.0) »

[1168] LI C

[1169] MR HI 2 Sl 13. 29 BIR D (7775, KL LB R B =4 (4. 55g, 15. 30mmol) R

A BFAFAH R IRAL ) 4. 858 (84% ) o

[1170] DIED

(711 4% B & S8 ) 13,29 AP 3R E 1 77 v, B BL BB 3R C 1) AR - B (4. 84g,

12. 86mmol) FIEEALIRAT 4 4. 82g(96% )

[1172] DIRE

[1173]  FE=EE UL EABRD 724 (4. 82g, 12, 36mmol) 5 iKitEE (5mL) — & B+ 3he

VKK (30mL) ANAVRE, SR N CH,CL, (50mL) o FH 1. OM NaOH 7KV 0K K ME VRS i

2 pH~ 6. HESE. KEH_ETL GOonL x 3) 2B &IFMANUEH KRGS, H

PRI, W4 iR LR , R EAE k4Rl (H CH,CL- 2kt (1 ¢ 1, v/v) Pellii) .
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BRZLEHITF R 3. 03 (82% ) Wi FEEAL™ 9 (M = 300. 0, M+2 = 302.0) »

[1174] DIEF

[1175] A& 5Lt 13. 29 APURE U7, KB SR E P4 (1. 34g, 4. 45mmol) FHZEAL IR
BT 1. 36g(97%, M = 314. 1, M+2 = 316.0) ,

[1176] LI G

(11771 $BEH &S] 13. 29 SDIRF (1538, BB IR F =4 (1. 36g,4. 33mmol) *%4b 4
&= (1. 06g,55%, MH = 415. 1) .

[1178] DI H

[1179] 4% IR HI4 Sz itif) 13. 29 B G (K7, KB IR G R4 (1. 06g, 2. 56mmol) 4k,
MR Rk - A IEE S (0. 26g,43% ) .

[1180] il &S jifsl] 13. 34

[1181]

0 [e]
Ol FB A ogl Y% B o} T C 0s8

IS S 4 ,s S 4 7 S . S
c m R HNM — \st\ j —— N S\ Y

Nz= N= N=
HaCO !
! ) /ﬁ % Oz C( O /ﬁ HO

Q
1]

(o]
3 5B G O F % F s FHEE S s
- d \N’X—SZ 7 ~ () L~ W
N\ Ph

{ ] N_1—/< ;4-]—/{ N.]—/{ :
N_—r{ ! g N o e Do\ KO Br
S, HO NH2 o2 1\ bh 02 \ O~

[1182] FIEA

[1183]  Kf il SZHER] 13. 29 53R A P24 2— FRRIEIE -3 A4 2L — ey (3. 8g, 17. 87mmo)
VT 100mL CH,CI, AT 20mL BHEWE . AN 8- 243 —5— FIJE - SREME (3. 5g, 35. 68mmol) o 7F
EIRPEFEIR A 20h, A 100mLCH,CL, %%, A 0. 5N HC1 /K (50mL x 2) JH,0(50mL) Fl3h
K (B0mL) PEW . A HLE R HBR BTG, FL 8 IR A A MR PR Y) o F IR )% T 100mL
CH,Cl,, A 0. 5M HCI /K¥ ¥ (30mL x 3) FUEh KPR RVES: . FIREIREN T8 )5, HLAS R4 A L
TR ELE 1R 4. 48g (91%, MU' = 275.0) FTfr=4.

[1184] LI B

[1185] 4 LL R IR A ;=4 (4. 48g,16. 33mmol) ¥ T A (100mL) , fi AT R AR (5. 63g,
40. 80mmo1) FIgh B¢ (10. ImL, 163. 84mmol) o £E Z iR FEVR -S4 1. 5h, A 100mL 2 6EF1 50mL
CH,C1, ke, i 1 S~ Rl HGE yE, H CHCL, st IR IR A8 uEE A5 21 4. 238 (90% , MH'
= 289.0) ik A4,

[1186]1 LI C

[1187] {235 T, Midk N ARIZEALEY (130mg, 95%,5. 4mmol) FJ 8mL N, N” — — FT AL A B iy
RIEIP N 26 EE (0. 45mL, 6. Ommol) o £F Bmin Jii, VA WA A VEIEVE L, INNAE R R
PR UL ESEBR B 724 (0. 45g, 1. 56mmol) f¥) 2mL N,N’ — — FIIE BV . HHEeim
FH (R 3 33 32 25 B, RS AE 90-95°C IN# 4h. 7EVAHI A 2005 BRSO 20mL 1. OM
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NaOH 7K 7, A 20mL H,0 JE— k. AKMEVRA YA W (30mL x 2) Pk, H1 0. 5M HCL
KT E PH ~ 5, I G gt GomL x 4) 2KHL. A IFRIABOR T Kk pki, FwT Al
Tk, WRAR R VST K L T 50ml LR 4B, A H,0 (30mL x 2) FIEh/K (30mL) P,
RN T4 . 28 RIEFIFH] 0. 422¢ B4 (99%, MH" = 275.0) .

[1188] LIED

[1189]  fa il & SCitifs 13. 29 2P B8 D 775, # UL L2038 C B (0. 467g, 1. 70mmol) ¥
ACAFAE I K ERALY) 0. 6072 (100% )

[1190] ZIEE

[1191]  FZREHI 24 SEhEH) 13. 29 DR E W77, B0 D HiRied (0.607g, 1. 72mmol) FH
AR R FTE 0. 408g (65%, M = 367, M+2 = 369. 1) ,

[1192] ZIEF

[1193]  FZHEHI & 5Lt 13. 29 2P F 19 535, B UL ED IR E =4 (0. 405g, 1. 103mmo1) #%
WA A 0. 298,56% ) o

[1194] I G

[1195] MR LA LB 08 C 10 53, B0 B F WL =) (0. 29¢,0. 61mmol) i F 4k 15 3
AH YRR T v IR I, % 08 T omL B, INNEEER 8 (0. 12g, 1. 46mmol) FHFE fi% 31 1% #h
(0. 075g, 1. 08mmo1) » 7E=JRIEFEAITIFIR A4 3h, WA 10mL 1. OM NaOH KW+ . F 30mL
H,0 Mk, &I BIKE . KRGV LBE (40ml x 3) PEk, A 1. OMHCL ZKE WV 22 pH ~
6, LR LT (40mL x 3) L. ANIAEGEA H,0(20mL x 2) . #h/K (20mL) BEi5, HEHIE
B, B IRAAAT R 0. 112g Ty st — 2l SEMEmy Bl iiE (64%, MH = 290) .

[1196] il & Sjfs 13. 35

[1197]
l ,
/l} f /N}X TEA W
e0 o
) O

0 X

0" Z
OH
[1198] ZDIEA
[1199] 7 -78°C,2- FEEREM (1. 72g) [ LBEEW A A BuLi (8. 38mL) , fEZ= i+ 0. 5
NI o B ORGP IRV HI A -T8°C, I A ER 1 K, fE —T8°CHitHt: 2h, ZZIGTH 2%
e TEEMRPFE R NIREY) 3h, I ARSI K . FHREW AN 8- K.
ERARPEGR, FCKB RN T . 108, B KV 1T 2 IR, & HL AR (i fe 4R s
THAREE 3. 0g(87% ) »
[1200] DIEB
[1201] £ 0°C, /i (1. 0g) fJ THF (5. OmL) ¥ i b R— FRJERENY A % me (1. 2M1, 1M FF
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AR 5 KA IMANE% & — PO AN Fe v (1. 85mL, 2M THF ¥ ) o 75 0°CHiHE R NV IRA
V) 30min, fEZIMBEFE the B RNVIBREWREHIZ 0°C, /N0 I MeOHo i HEVR A 20min, 93,
RS TRV CBEAE 7K IM HCL (10mL) M ATRK BRE M (10. OmL) /KR R K PE %
ANLZF TR RN, 18, B 23 1T 2R il , o HL A Ak B (003 £ A 304 4l 1 1) 5
L HPIREE 0. 91g(91% ) &

[1202] il & Sty 13. 36

[1203]
O 0
iy _pEA [N
e) O O
0]

*ﬂ%Bl

A

O

—
ou
X

[1204] DIEA

[1205] % 2- FIZERKAR (1. 0g) MIPRET (2. 69) S EE/RIBEH S SnCl, (0. 05mL) RS

100°C Nt 3ho fEVR N R MVIREY) G, IAZK (10mL) , %Ftn)\ﬁmnﬁfﬁ@&%@&ﬁi&ﬁw
Yo RVIREWIH CBEAERULIK, & FF 80 S8 Z K 3K Ess, -G Km BRI T4 . ik,
5 24T BRI, o FE A R R R PR 4 R4S 3 C IR 0. 9 (43% ) «

[1206] DIEB

[1207] T“E”%J%;QEMIJ 13. 35 L IR B (2RI VL AF IR B B

[1208] l 1 13. 37

[1209]
: FTHEA T\
/[_)\ X/ o

[1210] ZIEA

[1211]  5— FIBEMRHR —2- [ (1. 0g) 13— R -3, 3— 9 A (2. 24g) [¥) DMF (30mL) ¥
IINFEF (1. 66g) AR (50. Omg) o« PiHE R IR G A0, FIKFRE, FH CBEAEEL, £k
J2 K #h K e AR B4R 43RS 4l I 2. 88 (92% ) .

[1212] 252 13. 38-13. 45

[1213] 4% BRI & SERE] 13. 25 Rl 13. 35 (A5 v, 450 FH 41 HE (Wt 53 F R 70 il 4%
R
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P:(p- "% F b FRA A% I F
13.38 T CHO 86%

I
HO / o
[1214] W
13.39 A\ F E 69%
/4;) )\COOEt
HO I_O'
Y
[1215]
[13.40 / 84%
2/ \) N
0 OMe HO / 0]
Y/
13.41 82%
Z/ \ N<
0 9] OMe HO / Q
Y
13.42 F K 60%
2/ \ COOEt
o HO / 0
J
13.43 E R 65%
2/ \5 )\cooa
0 HO f 0]
X Y
1344 I R F / R 82%
F
/Co) N
o OMe HO ] S
1345 CF 89%
ﬂ OHC.__CFj HO 0 s
o /
V
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[1216] £ SCyf] 13. 50-13. 61

[1217] M8 St 13. 25 FSRAUTIER, AL A1 g il 25 1 R A o

[1218]
pREp. g%: & ;Kz?o/o
EX.
CF4
13.50 13.45 HZN )
» 28%
13.51 13.38
HoN {O 58%
%
13.52 13.36 H,N N -0
| Y 69%
13.53 1335 §
HoN ] @) 81%
Y%
E F
13.54 13.37 \
Hzl\.l 1'_3 82%
[1219]
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45%
'
18,55 13.39 ?
HaN"Q
y
13.56 13.41 HaNTNQ 57%
P
S 529%
13.57 13.40 HN" 0
| Y
rE
13.58 13.44 :=
HN" 0 54%
/
4$3.50 13.42
53%
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13.60 13.43
o) 50%

.u”[_-n

HoN

| o R
\ 82%
13.61 13.37 N N-Q 6
, V4

[1221] £ SLEf] 13. 70
[1222]

[1220]

S
S Ph EtO )\
FRA EO \ [ J%B )/Q
Etora} — NN/LP*‘M ] NH,
N B HO

r 0
MeO
O MeO

%ﬁ%cl

S
S ph Hmp HO \
N N Ph O MeO

O MeO

[1223] DIEA

[1224] 4% B4 S5 13. 19 7732, FHOR B AR I O ARER (1. 0g) Hil# PR A I
TWIESRAS 1. 1g(79% ) .

[1225] CIEB

[1226] 4% FE il 2% S i ) 13. 19 1) 77 5, A6 2 R A 7 ) (0.69) X N 15 B & 7™ W
0.19g(64% ).

[1227] I C

[1228] 4% HE il & SE 4] 13. 19 () 7535, A8 2 BB 4 (1. 0g) [ V15 31| 25 (0 [A] 14 2
0.9g(94% )

[1229] FIED

[1230]  f2 il & SEHifs) 13. 19 (7732, [0 58 C 74 (0. 35g) [ MAT 21 5 ¢4 [l {4 2z LR
0.167g(93% )

[1231] il 8 Sjfs] 13. 71

[1232]
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% S Q S
Et N N H2 Et__- N\ N Hz

HO H HO

[1233] 2 & St 13. 33 IR B (12007 v, E 2 A0 o) 2% St 5] 13. 32 [ =43k
B AL A (121mg, 69 % L2, MH+ = 223.0) ,

[1234] il 2&Scjitafs] 14

[1235]

NH,

S —
NO32

[1236] DIEA
[1237] ¥ 3—-fiHEk -1, 2- X% (10g)  EASEREN (5. 4g) A LR (20mL) £E 60°C hn#ud 7%,

IRJE FAS UG, FHKHRE, F] BtOAc 25K, MATHUARMT H [ 1474 (5. Te) , fE20 3R B h L%
5 H o

[1238] CIEB
[1239] UL FBBR A P24 (2.8g) 58 10% Pd/C(0. 3g) I MeOH(75mL) —EAESESMA T

P . I REEE o uE R NIR A, B IRGEIETRAS R (2. 2g, MH+ = 135)
[1240] i8¢ 5Ljf5] 15

[1241]
i P A N
) 4+ ‘
M TR A . Hoﬁ\SJN T B ,_‘> CoN
Br Bf Br
FEC [
l H’ g‘L FIED ’l‘L
N, i E : ~
> N SV N NN
nd N, HO  NOy- 8/ "NO
[1242] IR A
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[1243] M A7 VEEI 24 N- FIZE —4- JR0tkme —3— IR, 2 0L Yu. A. M. ;Andreeva, M. A. ;
Perevalov, V.P. ;Stepanov, V. I. ;Dubrovskaya, V. A. ;Seraya, V. 1., Zh. Obs. Khim,
(Journal of General Chemistry of theUSSR)1982,52,2592 ( UL I rhsg| F I SCrik ) , X
BRA TN BB 5 FHEE A RIS

[1244] JLIBB

[1245]  {E 25°C,N- FJE —4— JRNEME -3 AR (2. Og, IR A) ¥ 65mL Jo7K DMF %5 I A
IS IR UL =R e EE S (PyBrop, 4. 60g) « A% (10mL, 2. OM THF ¥AV&) F1 — 5 PR 5
Ll (5. 2ml) o PEFEIREW 26h, RIS A MR R . HRARPA 1. OM NaOH 7K %5 ¥ 4k
W, 4R Mg G0mL x 4) ZRHL. & FFAHLABGE, FH 3K uEs, F KR T8 &%
TEFSRAT IR, o L FH ol 26 A 2 4 4 (] CH,CL,-MeOH (20 & 1) $eMt) 152 1. 09g
WERZ =4 (48 %, MH™ = 232.0) .

[1246] LIEC

[1247] 76 0°C, BEf% (0.67g, 598 B) A SmL ¥ A MR ¥ V& 70 In N 23 A /s 4tk & () i 1R
(1. 16g) o KA, KR GWAE 110 Ch# 6h, EAEIE 25°CJ5, BR AW 80mL
1,0 /7, F A 20mL H,0 k. /KHERAGWH &P L (LoomL x 4) ZHL. & IFMABEH
#hK (50mL) | sat. NaHCO, 7K (50mL) #h7K (50mL) ik, FBREREN T4 . ZERGHIZRTE
AR, FE R AL A=) P A 4R 40, B CH,CL,-MeOH(1 2 0,50 & 1R 40 @ 1) ¥
Bie PR3 0.521g(656% ) [E4AM=4 (MH = 277. 1)

[1248] DIED

[1240]  HBIRC 4 (61mg) ¥ T 3mL THF . £F 78 C I P BE ] LIV N 1. 6M n— T
SRR O 7E 45min &, AW B (0. 1mL) /¥ THF (1. OmL) ¥ . 7E 1. 5h J5, %
LRI THE %59 (0. 25mL, 1 2 10v/v) JIANRIREY . ESHIFE 10min, I 30wt % it 44k
SUKE (0. ImL) o 20min J7, FHA I AL EUKE A (0. 05mL) o HZA 21, 76 25°CHil
FEIR-SY) 36h. BIR-SYIMIAN 30mL H,0 %, KRG 8 2l (30mL x 4) ZH. &7

A, HERZK (10mL) 5% NaHCO, ZK¥%§# (10mL) FHER/K (10mL) $E¥ . AHLE H R T
P W IRAA A TR AR, ARG % R 2 k4R 4l (H CH,Cl,-MeOH (20 & 1) PR )
13RI FEAL ) (Bmg, 10%, MH = 215.3) .

[1250] JDIRE

[1251]  7E& 10 %ARR I LT, FI W, AL B IR B SR FAL =35 A5 B s P 2 - /31 &4
[1252] |45 S ] 16

[1253]
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NT N
THA P YHB
. —— ' ——
X x NO,
OH

OH
AN Ngﬁ“\
X No, - 7YY NO
(o] OH 0 OH

_ | N'/’\(\l
g D
‘5‘% g /N\Tr/‘\\l/kNHz
0 OH
[1254] DIEA

[1255] i il £ S tidsl] 13 2058 C (2RI, (B2 A8 b &4 4- 28 — Eng —5- i
A LU T 4.

[1256] CIEB

[1257] 42 M5 S tife) 15 D3R A ISR T7 V%, (E2 A H UL B3R A A5 4 mT LA
&I

[1258] DI C

[1250] i il & Sids) 11 2058 A (2R 25, (E2 A B 20 B8 B ik &40 mT LA 45 B
oA/

[1260] DI D
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[1264] LIEA

220



ON 1720240 B WO B 174/396 T
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[1286]
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MeO OMe

[1287] 4%/ The Journal of Organic Chemistry,1975,40(19),2743-2748 ) J5VAEHE4%
UL EACEH), SCRR A FFI N Al 5 | 456 B 3.
[1288] il & S5 22
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g l | \ o/
M N NH, - N OMe
MeO OMe 0 OH ' - Q o4 H
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MeOH (15m1) iR -&, fiHrid &, B8 Wan [ VA, EEAT A (450mg, 99 %, MH+ =
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414, . :J. Am. Chem. Soc. , 1982, p. 1375, ATF W A5 A& & 2450 ) A 3- &
B —2- AL N, N- R WL (252mg, 1. dmmol) (1) FFEE (15mL) ¥ Ptk MNIRG
Wit DUUE BT RE 7, i BB A BRI G 2 AR RR B U E . AT
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[1296] ¥4 3,4- — 5 —1,2-5- B M —1, |- AL (226mg, 1. 4mmol) (F%HE L1715
45, 2 W, :J. Am. Chem. Soc. , 1982, p. 1375, AW AL I H 4G BIA ) MAR-2- 28
PIFERZ (0. 195mL, 1. 4mmol) [IFIEE (15mL) ¥il. e MR EYIER . 2K
SETEE R (390mg, 99% ), P W) L & LLE R TR e P 3. MH = 279. 9.

[1297] &St 22. 3-22. 7
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DLIRIS DU e — S AL el A
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[1324] 7F 23 T, N- £ 97 19 & & % (1. 5g,6. 9mmol) ¥ CH,CL, (25mL) ¥ ¥ & fn A
DIPEA (3. 6mL, 20. Tmmo1) 1 PyBrop (3. 4g, 6. 9mmo1) , 4R 5 i A\ MeNH, (6. 9mL, 13. 8mmo1, 2. OM
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[1345]  fhl| 2% SEifs) 34

[1346]
M Cl a) LIN(TMS); y |
b) EtMgBr

[1347]  {EOC,3- 5K FEE (2. 0g, 14. 2mmol) ) THF (5mL) ¥ 73 b LiN (TMS) , (17. Om1,
1. OM THF ¥ ) » BidE TS 20min. %0 EtMgBr (6. OmL, 3. OM [¥] ZBR ) » KR &)
[B1 24h. VA EIRAY A2 S35, N ZAL EoK B (BomL) /1, 2R B & e (3x 50
AR ZEEL A IFANLE, RS B HI R 3M HCL (25mL) — 2 $id: 30min, K2
M Z&FHE (3 x 16ml) ZKEL EFFANZE . HARKZAHR 0°C, 4 NaOH Fivki kb3 H 3
pH = 10, /KEH &P 3x16ml) ZKEL AIFANE. AVUZHEAK (1 x 25mL) PE¥,
FHBR BRAN T4, IR IR A 3R 15 1. 6g (U 66 % ) HLEIMAR L (MH'170) o 045 1= 4y 4l g >
90 %, HEAE LT iRt

[1348] il 25 jfh] 34. 1
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Loy —= gy

[1350] 4% (3. 5g) YK HC1 (20ml) R G, 7E 40 CHFII K . ¥ RIVIRE DAL K,
H CTEAENL, A satd. NaHCO, FER /K BEVS , FHC /K i BREET152, 1 vk, B k413 31 1. 76g 7™
W (55% )

[1351]  afil & S s 34. 2

[1352]
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[1353]  7E 10°CHr50/ @A 100mL CH,CL,. [ (3. 73m1) " HIIA 50mICHCL,, 2R 54 #12 0°C.
B M ALCLy, AR5 N DL B SUS I, fE IR BRI 0. B BN 150mL KT 50m1
3N HCL o, it #E 30min. A ALIE H ShoKPesc, RGN IR AN T, L5 k45 . M= WH PudAE
WAL (Hex/BtOAc 40/1) kA5 1. 5g 4017

[1354] il 2& Sjitafs] 34. 3
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[1356] CIEA

[1357] 4 il £ Sctidsl 88. 2 PR B 1775, ¥/ (3. 25g) RVAFEING (3.58,99% ) .
[1358] IEB

[1350] BB A=Y (1. 2g) 5 AcOH(3ml) F14& Pd/C(10%,300mg) K EtOH (40ml) —j
TR P FE it Ao 18 I Ak ok VB S SR G, FLS IR AR TETR . RS T LK,
2N NaOH ¥E3%, A AL EhoK peds, RN 158, FL 5k 4a 13 2074 (960mg, 86% ) o
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[1362] ZIEA

[1363]  7EZAT.0C T, NaH (1. 45g) [f) DMF (25ml) &VF T INARR A B (5g) » TEHH:

20min Ji7, M BrCH,CH(OEt) , (5. 3m1) , ¥ R N A I A AT I A% o ¥4 HI R, A VKK (80m1)

o, OB, OBEZH IN NaOH K Peisc, AR LT 158, ik vk, a8k 4if3 21 8. 4g

FHLHI=9) (100% ) o

[1364] LIEB

[1365]  PIRA W (8. 4g) (K2 (50ml) ¥ IMAZ IR (102) o KHRAY)BIUINFA 4h.

RER N 0°C, WAUKAK (80ml) 1, H LBEAEEL . L Tk)Z F M A BR &V BN AN R K e

RO R B T8, ik vk, Br k4 1s 31 4. 9g Ml (85% ) .

[1366]1 LI C

[1367] £ -78°C, BIE B =4 (2g) W LI (20ml) ¥ A M t-Buli. fEHEF: 20min 5,
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{0 DMF (950mg) , 7E —25 CHEFEIRAY) 3h, ARG A R =R & . A BREIE:, B &
MEZEHN . SRR P ER/K e, IR IR B T3, i U8, EL A5 IR 15 31 980mg L HI~4) (67% ).
[1368] LEED

[1369] 7 0°C, [ (400g) [ LM (10m1) FIE i I0 LiN(TMS), (IM THF %, 3. 3ml) o 7E
0CHEHEHI 30min, i 1 EtMgBr (3M THF %9, 1. 83m1) o K R AN EIF LA, ¥ 4145 0°C,
F RS P K, T CBEAEEL. o Sk 3N HCL (20m1> — B, AR AT NaOH
RLAL, ] CBERE . ST F 37K Pe s, AT IR 6 T, i Uk, B A5 Wk 4 15 3 220mg 74

(46% ) o
[1370] e SEitafs] 34. 5
(;rl = Q@ T

[1371]
[1372]  $2 Al % SEti9] 34. 4 0 BR A-D (1753, (R AT HI IR RSy (8e) , AL b A, 1

2RI AT 5 (63-65%, MH+ = 175) .

[1373] il ee 5Lyt 34. 6
[1374]

S

@/\ — (]

[1375]  3- 2L — WEWy (Bg) MU LHE (50ml) ¥V - i I n—BuLi (1. 6M UL, 32ml) ¥
W AEEIRPFHREAY 1. 5he ARG IO DMF (5. 1ml) , HEdE LA . B iR AW BN MR Sk i
W, G AEEL . CIRJE FH B KPR AR ER BT, B8k . A= F oA ok de 4l
(EtOAc/Hex 20 @ 1) 313 5. 27g WRY) (84% )«

[1376] | 28 SR AR 34. 7

[1377]

OCH3 O
“/H%Z A Jjgyz 0 bF?% C 0,
T H,CO H,CO \ J— H ®»

[1378] FLIEA
[1379]  4- ¥R —2- B (4g) ¥ MeOH (75m1) ¥ H ISR IR — FlE (3. 8ml) o AL EXT
FA ST TR (195mg) , FHR- S MAABIAR 3. bhe ¥ EI RN, INABKER AT o 18 oLk I H e VR
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G FAWRGEIEW, W T CHCL,, I 98, PR IRGGIERAT 2 4. 03g 74 (80% ) .
[1380] DIEB

[1381]1  {E-78°C, B A =4 (2. 02g) [¥] THF (80m1) ¥V 7 i b n—BuLi ¥&WK (2. 5M ke Vs
Vi, 4. Aml) , BERE 1. 5he IOABE ARG (L. Tml) , 78 —60°CHikE 2. 5ho BIZEVAHIE, I
MGEAEL, BidE 10mine 73 B & )2, AHUZ HEKVER, FIBRRAEN T8, B4R 1. 34g
FHHI=) o

[1382] FIEC

[1383] BB ™) (1. 43g) ¥ T (50ml), ﬁﬁ(ﬁ%%xﬁﬁz&ﬁ%@& (80mg) AbFE. FiR
EHMAABIG 2he H RN, I EATRER PR 8 eI Bt y IR A4, B8 W4 I8 A
2 1. 246 FHHI W) o

[1384] il ¢S jfh] 34. 8

[1385]

o_ NO
HaCO e SR 4 o o 'L_F_E.%E Hs COM
$EC  HoO YRD
— \ /

[1386] FLIEA

[1387]  #ihE PR T 4540 (2. 5g) (19 HMPA (20ml) ¥y i n 2- ASFE 4% (2ml) o 7
smin Ji7, 4 5 fif2E —2- BRI G (3. 2g) 11 HMPA (8ml) ¥R G, Btk 16h. IMAIK,
IKTEIRE I EtOAc 28X, EtOAc J= /KBRS, FH MgSO, 458, i v, BLor k4. K~ FH T
AL EEHELE (Hex/EtOAc,6 @ 1) 3R13 3. 6g 74 (90% ) .

[1388] CIEB

[1389] IR A =4 (3.6g) MIFZK (16ml) WP A =T HEEME 5. 4ml), K5 MA
AIBN (555mg) » KRG INFAZ 85°C 3. bho 7V H G, FIRA Wil it PR AT (3 73 5 (Hex/
FtOAc,7 @ 1) 3k15 2. 06g 7= (73% ).

[1390] I C

[1391]  7EO0°C, BER B ™4 (2.05g) (¥ THF (60m1) ¥ H N LAH % (IM & B,
12. 8ml) o« 7EZWPEHE RN 30mine JIAZKF IM NaOH B 2ITE B ITiE, H EtOAc Fike, it
30min, PX fo il A B gk, ESRATA LIS R 1. 568 ) (93% ) .

[1392] LD

[1393] DIRC =4 (2. 15g) HJ CH,Cl, (100mol) ¥ A Dess—Martin AL (7. 26g)
() CH,C1, (45m1) , #EFE 30min. YRAWH ZBF (200ml) Fikt. AHLEH IN NaOH. 7K Fl £k 7K
Ve, H MgS0, T4, il 38, B WR AT B MPIRYI A [ 44 . P9 FH SRR, ik g BT
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2 i Ay [ A, B R g, LS IR GANE VRIS 2 2. 19 72,
[1394] i8¢ 55 34. 9

[1395]
I\N(EOHW / \N 'f/ W/[\(i/wﬁ /(ZQ\(LﬁPJR D
O o8

9

[1396] LI A

[1397]1 7£ 0 C, B ® (5g) [ CH,CL,(400ml) % ¥ ' fn A N(OCH,) CH,. HCI (11. 5g) «
DEC(15. 1g) « HOBt (5. 3g) I NMM (43m1) , #ickF 14h. JRESWH A& T4 (100ml) #Fke, A HL
J2 10 % HCL vl R e 1 U 5 A b /K g, AL IR T 0%, 028 Wk 4 3R AT 5. 74g HHL il =4
(85% ).

[1398] IEB

[1399]  7F -78°C, Ml £%¢ (0.56ml) {)ZME (Bml) ¥ i N t-Buli ¥ (1. ™™ JREEHE
W,8.3ml) » BIREWTF 2 ZEH 1h, 7E T8 CHEBIIZEA LA K™% (1g) 1Y THF (12m1)
FEHE 100m] [FJREE . 7E -78°CHHIRA Y 1h, 76 0°CFEHEFE 2he AN IM HCL, A5 A
CH,Clye 73 B9 452, ANLE R /K B, RO R B T8 , FL 5K 4 3Rk A5 620mg 74 (76% ) »
[1400] DI C

[14011  7E 0 °C, b BB ™ 4 (620mg) 1) THF/MeOH(10 : 1) ¥ ¥ " — & % m A
NaBH, (250mg) o 7E 0 CHiHIR GV, a8 Wdi, Ff i T A T4, A IN NaOH A1 #h
IKYEGR, I B T4, Br Wk Aq 384T 510mg 4.

[1402] DIED

[1403] DL b 7™ 4 2 il £ St 491 75. 75 50 3R B FI C 1) J7 v MY 3R A3 170mg % 7= )
(28% ).

[1404] il £& St 34. 10
[1405]

mlml\

= N
czH.H?_N/\<-\N(

O/

[1406] DL f&d FERAEF W096,/22997p. 56 (A A BB 51 S5 3IA L) W77
% AHEAE DCC A& R B AR R AR
[1407] L& SEHEf] 34, 11

[1408]
OH 9
fj TR RNELD T
I X
F o
F

F A
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[1409] DIEA

[1410] 4 2 4k & 9 (3. 14g) F1 3 C & B i (1. 14g) 1 THF (50ml) ¥ ¥ A
PPH, (4. 72g) , ¥2 H122 0°Co W MMRE IR — ARG (3. 16ml) , Hedpid . B8 Wi [ v
W), F PO A R 4l (Hex/EtOAc,30 & 1) BRI (3.3g), HEH T F— 1.

[1411] I B

[1412]  #F 55psi &AM K, BB A =4 (3. 3g) 1) EtOH(BOmL) ¥ W+ in A 10 % Pd/
C(L.7g) , WPt Ao T b Ak - b 98 S N, LR ARSI 3. 2 729

[1413] il 2 S jfh] 34. 12

[1414]
0

HO)K(\_O]/CF?' ZEA Ho*\{i/ci:a IEB, o CFy

/ : \ ./
[1415] JDIEA
[1416] £ 0°C, ¥ MR (2¢) M LME (20ml) ¥V I3 LiA1H, (350mg) [ LM (15ml) &%
o IR IEIA 3h, 7ESIEBEFEE . SN 5% KOH, i3 [ N4, F B2 HL, FIRRIREET
B, T UE, ARG 21 (1. 46g, 79%, MH+ = 166)
[1417] LB
[1418]  FE=3ET, L EEE (1. 46) 1) CH,CL, ¥ H & & M Dess-Martin 7] (5. 6g) Hl
— 7K, 2E IR PEEE I R o I 10% NayS,0,, $iHE 20min, FH CH,CL, %E, F M AIRR IR S0
BV, TIOR8, L8R4 3Rk AT 1. 1g 7)) (T6% ) .
[1419] il £& sl 34. 13
[1420]

o
O. .CF,H
ok
[1421] M EP 0 555 153 AL( AN TTH B I HEGRIA ) BT EERS L S,

[1422] i8¢ SEHEf] 34. 14
[1423]

[1424]  fFLL EPEE (500mg) 2 M il £ SL it 5] 13. 4 B3R A 1 U5 6 R Y 3845 372mg 7 4)
(76% )

[1425] il 2552 jfh] 34. 15-34. 16

[1426]  F2 £ SLHAs) 34. 8 (17712, (L2 AS FH H 3K Fa H IO S e il 46 T 75 1 o
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PREP. A 2 Mk
Ex. (9@)
3215 | 0 17
[:::S'“PJCDZ s H \C’

[1427]

34.16 <:>-NO T 5 21
2 HN)

[1428] i8¢ sLjffh] 34, 17
[1429]

0 0
O n - 0 o
HO/U\U/ Br A Eto)L(\_]’ O YEB oo

FHEC

o

O.
) <R HOA@%(< ZRD HOA@gj
Z A

[1430] DIEA

[1431]  ES9E N, BEFE N 5- 31 —2- BRI R (15. 0g, 78. 54mmol) f#) 225mL.  CH,C1, &
FEWP AN BEEL RIEIMAEALEN, N - “REFBZ. £ 1h G, KA 28
(20mL) « = L J& (22mL) o 4K 2L N 15h. IR A W KRG R R, ik & Ok C
ft —CH,C1,(3 & 1, v/v) ZHL. 1y AU, F B 4 o (o R4, = 2 TR 3R A5
17.2g(93% ) Frlg.

[1432] VIR B

[1433] I SCRR 77 35 4 LU - 25 B A B BR 72 4 (17, 2g, 73 18mmol) # 4K g 4- U T
-5 R - BiE 2- 2 (7.92,37% ) :J. Am. Chem. Soc. , 1939,61,473-478 ( /AT N 25 it
FIREERIARI) .

[1434] IR C

[1435] 4% HE il & SE 9] 34. 8 20 B C 17204 LA LD 3R B IIBE™~4 (7. 9g,27. 13mol) ik
JE ok (6. 32¢) .
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[1436] 2DIED

[1437] % LL EBIB CIP=4 (6.32¢) Y& T 140mL THF, A H1ZE —78°C . WS He it M EE i I
2. bMn— " AEBH K e (22mL, 55. Ommol) o £F 15min Ji7, JIA H,0 (~ 70mL) o i Z 72 E1,
FHERERAY 1he IIAER/K (50mL) A1 CH,CL, (300mL) , 23 B 2, K 2 FH — 5 4% (100mL)
L G IFRANUZ BRI . ZAREM1 2] 5. 33g CHLEI ) 2LER MR ™) o
[1438] DIRE

[1439]  F%f i & St fe) 34. 8 2BER D 720 UL EAPIR D B =4 (5. 33g) EAL AR
(1 (3. 06g, =& SIE T4% )

[1440] il 255 jfh] 34. 18

[1441]
o) , 0 , o
(\_%’ - g (\JLVA — " Qﬂ/\
H
0 OH !

FEC

o Y
O. JED O
H \ / e %
[1442] SR A

[1443]  £F-78°C, Pk NI ANIEIR (4. OmL, 50mmol) f¥) 120mL Z B AP0 1. TM AL T
SRR GEHE I (44, 5mL, 75. Tmmo1) o 7E 10min Ji7 , VA HI, LB 1. 5he FHIREW
1 T8 CHSFFIRVAHN, NN 3— KBS (3. 5mL,41. 9mmo1) o ZKZE [ MY 1h, HIHHI NH,C1 /KK
PR RMEREMA ZE FHE (100mL x 3) RHL. A HLASERH kK vk, FmTEAN T4,
Uk, ARG R 5. 3g (91% ) BLEMNIRES ).

[1444] DIEB

[1445] A8 = B JE Rk (27. 2mL, 214. 2mmol) 3 hin 3 ) 24 35 # F 6 LAk & (32g,
213. 5mmol) ) 100mL Z i B V7. 7F dmin Ji5, H ML DB A (12 (4. 93g, 35. 68mmol)
({1 100mL Z 5V . SELERERE Bmin, AN H,0(100mL) , 43 B & 2, K2 8 (100mL x 2)
. EIFANUZ, F 10% Na,S,0, AR K VRS, FIRTIREN T . 78RS BIEE
kY, i 5- JeF kAT uE, Y CHCL- 248 (1 2 3.5, v/v) Telli. BREWHIEE
4. 22g (47% ) IREEHRBA =

[1446] LB C

[1447] UL B8 B B~ 4 (2. 2g,8. 8mmol) ¥ T 60mL Z 1k, 75 —78°C¥  hi 4.
TN LT BT BB AT (10, 4mL, 17, Tmmol) o £F 20min Ji5, S FVA I . kLl [N
2. 5h, A H,0(20mL) #¥ Ko KK RGP B 73 8. KJZEH CBF (30mL) ZEEL. & Jf
A HLZ B K D, IR ER A48, I I Rk et . BBV A3 1. 108 (100% ) 203
R 3 T R .

[1448] DERD
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[1449]  J4LL [ ABT8 C 11 3— T MM (1. 1g, 8. Smmol) T 60mL 2Bk, 4 ~78°CIa rhi Bk,
PRI EE R IN 1. T BT FERE A e (6. OmL, 10. 2mmol) o A ~78°CE| 0 CHIFHR A
3h, EERAREEAH: he BIA NN = ZHSEFERILEE (1. ImL, 14. 23mmol) o ZREE S M id
P, AR NH.CLACHHR K. 5y 852, A2 T2 SomL x 2) IR 4 A B
FHERAYES, FIBRIRAN T, WRAR 0 WeRY, 4% 28 TLC (CR,CL- Tft= 1 1.5, v/v) 42
ZL13 3 0. 48g (36% ) W (Hilis) 3— T4 —2- W54 ) .

[1450] il g s ol 34. 19

[1451]

)

O
Q. 0.
\ ) ZEaA L _S®B__H

[1452] ZDIEA

[1453] % B SCHR 77 V5 ) 3— B2 0k AP L e Rl 4% 3— Z JE kg < J. Org. Chem. , 1983, 48,
1106-1107 ( AFFWHEBE TG RIAI) .

[1454] IEB

[1455]  $2 Mo £ SE o) 34. 32 LR D W70k L FAB IR A #) 3- L EEMEIR Ak 4- &
B -2 WS .

[1456] il 2 S jitif5] 35-51. 20

[1457]  $ i & SEHife) 34 (17732, (R AT H T R P AI T B A Grignard 773815 LA
THEP

Prep Ex. 133 Grignard &5 Je 1 KFE
2. MHE'

35 - F EtMgBr £ 1. 65%

1458] | | Hwﬁ.@ 2. 154

36 o o™ EtMgBr . | 1. 75%
. . .
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[1459]

[1460]

37 Q G EtMgBr | 1. 78%
HJk(j . 170
Z
38 o CF3 EtMgBr Fs . 34%
H HN . 204
39 Hi@ EtMgBr HzN% 1. 68%
. 180
CF3 l/ CF3
40 H EtMgBr HZN/\é 1. 40%
. 220
O .
41 . 154
o EtMgBr '
" 3 HoN Cfs 11, 52%
42 . 220
, EtMgBr
" . 55¢
0 HaN O % - 55%
43 3 . 180
EtMgBr
Hj\©/¢& Fa| 1. 20%
HoN
44 . 204
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45

OCH3

EtMgBr

HoN

o3

OCH3

1. 80%
2. 166

46

i@
OCF3

EtMgBr

HoN

2

OCF3

1. 35%
2. 220

47

3

-PrMgBr

Hal

o

1. 20%
2. 150

48

Ct;o

OMe

EtMgBr

HoN OMe

&

1. 77%

[M-NH,]" =
149

49

EtMgBr

H2N

<

1. 77%
2. 172

S0

EtMgBr

HoN

&

1. 78%
2. [M-
NH,]" =
147

51

;:(o

EtLi

Eihwsi

HoN

1. 10%
2. 116

[1461]
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51.2 Q 1. 37%
H)k@f-’) EtMgBr HzN/%IQ) 2. 161
51.3 0 1. 63%
H 7 O F 0
9 OXF EtMgBr HINKQ:OXi; 2. 218
51.4 1. 71%
2 EtMgBr HN 2. 228
H
),
51.85 1. 89%
o EtMgBr 2. 168
F F
51.8 1. 20%
2 EtMgBr HoN 2, 228
51.8 1. 36%
9 ~ EtMgBr HN Folo o2
H)‘\C[ CF,
CF3
51.10 ("—“ = 1. 95%
o MaBr 2. 152.
g HN" Y2 21
H o8N />
W,
51.11 1% ' 1. 61%
ol
”)T\/)-\ EtMgBr N0 2. 138.1
OH J .
OH | MH -H.0
U

[1462]
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[1463]
[1464]
[1465]

[1466]

5742 | Q 1. 70%
“J\L% EtMgBr HN G 2. 184.1
N— 7 N
5118 o 1. 42%
H
K@i EtMgBr " 2 147
(M-NH,]"
51.19 2 1. 67%
o}
“J\©: EIMGBr | o | 2. 204
Cl
(e
57.20 G 1. 33%
Ct
“*@i EtMgBr " c |2, 188
F
F

il 24 S jfife) 51. 25-51. 31
P fR S Ag) 34 (1) 77325, (2 A8 R R AI I i S A Grignard GRS IZ ) »
Prep Ex. B Grignard X7 & S
(%)
51.25 20
O EtMgBr HoN X
“CL Ay
N
. C
_ C
51.26 Q 77
o —
AC
. Q HaN /\U§
| / MgBr L
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5107 (34.2) 51
9 o EtMgBr o \O
) 2 {
Cl
51.28 (78.1) 1)
0] ; :
@)
Q ~
H ) BrMg HND N
51.29 (78.1) 54
0
o.
H Q HZN \ /N
|, MgBr
51.30 (34.12) 80
0 EtMgBr HoN o F
H ' F
/4
F
51.31 10
o —==—MgBr H
H
HoN A
/
[1467] il £& S2yifs] 52
[1468]
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HO.._
0O N
FRA | S
F,C \/ » F5C \/
HO.,“IN Fs
YHB S
regS T

[1469] LCIFA

[1470] % 2-( =% Sk ) Wy (2mL, 15. 6mmol) iz Eh IR £ (2. 28, 2eq) . R INHE L

% (5. 5mL, 2eq) F1 MeOH (50mL) EI’J/tm%%EIEI/mTTﬁ% 48-T2h, SR Ja B A . TRARVIH

EtOAc FE, FH| 10% KH,PO, ¥, FI /KD BN T 198, IR R R (2. 9g,96% ),
IR B EEAT L R R4l

[1471] IEB

[1472] 7€ 30min W, [W] LA E2D 3R A P21 TFA (20mL) JRGZE &I Zn ¥ (3g,3eq) , 7E

FIRPE ISR JE A, B TRE W . NN NaOH KW (M) , KRSV H CHCL,

BULIR . ANUHHJCAKBR RN T, 108, W45 P # -4) (1. 4g,50% ) .

[1473] il £ S ifs] 53-61

[1474] 42 HESEHEM] 52 1) 5 & (A8 R 3R 3 20 1 i 8 W 3R A5 AR %

[1475]
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& 8 B 1M F (%) |
% 1 2. MH'
o) s 1. 11
53 S HNT T 2. 128
|/
1. 33
54 S S 2. 142
| 4 HN |
0 1. 49
55 ' S / 2. 156
|/ S
1.5
56 S 2. 154
W N S/
Q 1. 47
57 \o 2. 174
/)
H,N \O/
1. 71
58 \ S 2. 190
/
S
HoN \ p
O | RN 1. 78
59 ‘ S, Z 2. 191
S ;
HoN |
N/
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o) 11. 80
\ S 2. 190
60
8 TRY \S/
[1476]
1. 9
61 S 2. 156
\ 4 HNT Y S/
[1477] 2 S2ifs] 62
[1478]
HO, OH
S —_—
HNT Y H,N \S/

[1479]  L-a—(2-WEWyEE) H 28 (0. 5g) 1 LH,H, (2M THF ¥¥&, 3. 8mL) fJ 77K THE (10mL)
7% (0-5°C ) BRI S22 AL (0. 8g) [ THF (5mL) ¥ . 7EZ=iRPiF: 16min J5, [l
PR AW A EIE SRS, 0 MeOH B 345 (B S 44, E 30min &, ZRIBEW.
KPR AR YIAE 20mL KOH h i 4h, H #h/K#kE, H EtOAc ZHL. A HIAHH Tk BR LT
it 1L 0, FUA AT SATHL RN A4 o P PGB (RS (50% BtOAc/CH,CL,, FEA ) #3317
W (0. 3g,63%, MH+ = 144) .

[1480] | 2% S ] 63

[1481]

\
5 .
@ H,N \'5/

[1482] 4 CeCl,~7TH,0 7F 140-150°C T4 22h. B[ 47 i A THF (80mL, TE/K K ) , 76t
2h J& , B TR 1 22 —78°C, £E 30min P [r] HOI A FREERE . AH45HE 30min J5, IMAES T 0K
THF (4. 5mL) 1) 2— BEWy G, 75 —78°C A #E T AR &4 4. 5ho  IIAIK NH, 7K (25mL) ,
REYH R, @ g s A SR H R/ IR 58, i vk, B
WAE AR RS . PR A (0 8424l (5% MeOH, CH,CL,, TEf ) BRIFTH~ (1. 2g,
62% ) .

[1483] | 2 S jE AR 64

[1484]

NC
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-/

0 t\1 OTMS

n _TRA FHC
e scr——. PO >
L% B

F F
—/
HN"  OH

[1485] LIFA
[1486] 7£ 0°C, (D) 42 F (4. 16g,40. 3mmol) ) CH,CL, (60mL) ¥V A MgSo, (20g) ,
SRIGTH N 3- WA FE (5. 0g,40. 3mmol) o 7E O°CHEPEAEIIAAEIE 2h, 1L H T+ 2 =30, Hidkid
W (14h) o SEIEIRAY, TEGHH CHCL, (2x 10mL) Pedk. WUREKRAERIRTT 8. 4g(100% )
AR, M ERA T T PR w e,
[1487] IEB
[1488] fE &R T, & T A W % (8. 4g,40. 2mmol) ) — F A &¢ (60mL) ¥ ¥ 4 m A
Et.N(6. 2mL, 44. 5mmo1) , %X J& ¥ A0 TMSCI (5. TmL, 44. 5mmol) « £F 25 I 3 # V& & 4 6h, U
T B UTUE , A CHLCL, (2x 10mL) $EWR . #R M 46 & IF I8, % T S lE / Tkt
(1 : 1/150mL) o JEHYTHE, IR AEIERIRAT 10. 1g(89% ) SZARY MR ik . K b4
HEH TN PRICTH R ea.
[1489] IR C
[1490] 7E -78 'C, EtI (4. 0g,25. 6mmol) [ & Bf (40mL) ¥ ¥ " 0 A t-BuLi (30. 1mL,
51. 2mmol, 1. TM [RFEHVR ) » TEHFEIR G 10min, KRG 220, ke 1th, AHI2 -40C.
FH Vi VBOUR SF T 25 B8 B T % (6. 0g, 21. 4mmol) ) Z Bk (30mL) ¥ I IR 1R BERE LIRS .
16 —40 °C T+ R VR &) 1.5h, SR J5 N 3M HC1 (50mL) , iR &M T £ = i. IAK
(BGOmL) , 73 % 2. KEZEH OB (2 x 30mL) 20, SHENE, £3F. BHIKEZEZE0C, H
[i5] 4 NaOH F0RL /N AR FEE 2 pH = 12, /KIZH LB (3 x 30mL) KL, A Z K (1x
30mL) Y. A VLE BRI T8, i uE, S IR AT 31T 4. 8 (94 % W E ) WPiRiZ. it
BT T PRI T R,
[1491] LD
[1492]  {E=iR T, IR C K% (4. 5g, 18. 8mmol) ) MeOH (80mL) %5 47 il A\ MeNH, (25mL,
40 % KESW ) » R G NN Ho106 (14, 0g, 61. 4mmol) [ H,0(25mL) ¥ FAESAHIR &Y hitt
1. 5h ( B3I TLC R RN SR A 1L ), JERRUTIE . PR uEd /K (50mL) #okE, R &9 H Lk
(4x60mL) ZEL . & IFHANEWRYSE 2~ 30mL, 285 hi N 3M HCL (75mL) o £F SRR A
b (12h) , B IRATR AR ZHE R 77 . KIZH CBE (3 x 40mL) ZHL, EFEAHLZ . 24
KZZ 0°C, FH [ 14 NaOH BTk /O ALI E 3 pH ~ 12, KZH LBF (3 x 60mL) ZHL, Hfi
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PTG IANUE . WRIRAEANUZEIRAT 2. 8g 97T % IR ) B i etk iz (MH'154] . 'H
NMR ESE AL G AR > 85 % , 1Rl i B G A0 3R HAAE A4 o

[1493] il & S jfh] 65-75. 10]

(14941 4% MR 25 5251 64 (1) 75325, AFR AT T 3R A0 il 45 BT 45 BRI 2 SE B A HLAR K
s AT T R B BECIE AL 1L =4 o

[1495]

Prep EXx. 7S fAE | ﬁhﬁ =4 1 &

(%)
2. MH"
0 Y . ;
65 — | EtLi HoN 1. 62
“J\O HAN  OH /\©\ 2. 154
. F
\g—\ EtLi HoN 1. 70
66 HN  OH ¢ |2 154
F
-/ \Y%
67 — D>—Li : 1. 54
Hj\@ Rl oH HZN/\Q\ 2. 166
F F
o} .
68 \g—\ >—Li 1. 67
HJ\©\ HoN OH HzN 2. 166
F F
69 - \gj EtLi 1. 67
M HN  OH HN P12, 154

[1496]
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1. 42
70 9 \[ EtLi i 2. 142
H S 3 HZN \S
l 7 | HN  OH Y
1. 36
71 0 EtLi 2. 142
H S H,N S
WALLER 2 W
_V 1. 62
79 o - v,u T 2. 148
.HJ\© 3 HZN/\©
HoN OH
- \/- 1. 27
73 H S | t-BuLi : 2. 256
| /| HN OH H,N S
L/
J \Z- 1. 15
74 H t-BuLi : 2. 164
H,N  OH HzN/\©
F
| R p RSe |17
75 H }-—-—-\ 2. 204
H,N  OH | g
75.4 i - 5 1. 65
H)K[% , il H Y Q 2. 123
H.N  OH / M-NHg]"
75.2 %/ 1. 62
. .
! EiLi HoN Q 2. 128
/" L unN o S T VRS
753 0 - s s |+
0o NS o EtL HZN/I) 2. 139
| ) | uN  Tou Ly IM-NH2]"

[1497]
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75.4 Q - AR RN
S >, . .
H — | tBuLl N 2. 167
|/ | v o 2 s (M-NHo]"
V2
75.5 (34.6) | . 1. 48
0 — | Buli | 2. 167
HONS | R oR s | N
' // Z
75.6 (34.6) J N S 97
Q — | Etl 2 s |2 139
|y NH)*
75.7 (34.6) - - 1. 87
Q ¥ iPrLi 2. 153
7\ iPrLi HoN s
W, NH,]"
75.8 (34.6) | g \> 1. 94
0 p | s 2. 151
™\
| 4 Y
75.9 (34.8) -/ 5 1. 75
9 — | EtLi HNT Q2. 151
H HZN OH Y {M"NH21+
]‘/
7510 | (34.8) - N 1. 30
o : 5
tBulli 2. 179
7\ B
H/u o HoN OH HQN / S IMNHZJ‘
|
7

[1498]
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75.40A | (34.7) -/ ‘ P 1. 61
O 'II V/L‘ HzN \ O 2- 135
HY ) HoN  OH [ ) [M-NHa]*
75108 | (34.19) < EtLi g 1. 24
e} 5, A
' HoN 2. 154
H \O/ uAN  OH AW
75.40C | (34.18) - EtLi 4 1. 32
0] s, =
o 7\ HN Y 2. 165
S U B [M-NH;J*
75.10D | (34.8) - MeLi HN o 1. 47
2 5 — 2 /\ﬁ_%\ 2. 137
H $ ) HaN OH [M"NHZ}*
75.10E | (34.8) ~d iPrLi Y 1. 30
R o — AN 2. 165
H () HaN OH M-
NH,]®
75.10F | (34.8) - VU Y 1. 67
o) %, H
o HN/-\OH HoN \O/ 2. 163.0
Y 2 [M-NH,]"
75.10G | (34.17) -l EtLJ ¢ 1. 24
o)
7 HoN 2. 185
o) \_/
S WA R M-NHT'
[1499]
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7540H | (34.15) - EtLi 4 . 70
O .-" HzN
\ / . 104
Ve Hal  oH %
W
75.100 | (34.16) - EtLi 4 . 54
HaN" () . 208
0 HzN/-_—\OH
0
H Y
[1500]  hl£& st 75. 11-75. 59

[1501]

[1502]

[1503]

1% MR 2 S 64 1R 7, (A HT 2I) il # CiT B T L = AR R AT LB
T BAL PR f 3RAT R R B MLl =) o

Prep % RIRB | A4E ) HF
Ex. (9@)
75.11 T - . \/ 52
o) 5 ! B
" p, W OH V o -0
v,
75.12 9 %_\ 50
N A
| y, H,N  OH 7 HaN 0
W,
7543 | ), \/ 57
o Q . iPrLi H
| ) HN  OH N 9
|/
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75.14 't 54
Y 0 iPrLi

/ H.N  OH HaN | o/

7515 | § - N 58

H™ NS — iPrLi i
\ / HoN OH HaN l S/

75.16 Q - V/U N 61

H’JL\[:f§> }—*\ H
| Y, HN  OH HoN l S/

7547 | | - rd 72
H S EtLi 2
Y, N oH ' S S/

7518 | | - V/U V 68
H S - i

L/ HzN/—\OH HN | 3
/

7519 | | “ NS 77

H : iPrLi
‘ / HzN/—\OH HoN | S/
o]

75.20 | = 15

H [ ) —\ +Bulli H
HN  OH H Y s/

75.21 i - H 50
H 5 i H S
)b/ Her.\OH Mot > I Vs

7522 | - r 23
H N EN s

Doyl wiree | =10
9

[1504]
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7524 | % 1 20
H O - EtLi HaN O

O HszOH \ O

527 | o |~ ’s 65 |

”kCEc} os | YR
HoN OH 0

7528 | 9 - ~ 61
H iPrLi :

529 | § 1 ' 90
H i : F
J\©/ —\ Bt HzN’\Q

.HN  OH
F .
F
7530 | Y - Y 62
g1 HAN  OH d
N

7531 | S e | - ¥ - B

W) iPrLi H,N
HzN[—“\DH

7532 | § | y \ 50
H X i F
Q| e | 7 “0

P 0
o o—/ .

75.33 9 =L L Y 50

<, i

H . F
/“\©/ hal ou \/ HzN/\@

7534 | 9 - ~ 51
F tBuli : F

0 H 51

75.35 ] -/ N
H l ) 7——\ Mell 2 Yy,

HaN OH

[1505]
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75.36 ? - - 57
H/K/S tBuLi
\ /TN HoN
NJ HoN  OH 2 /\T—S
N
75.37 - \VS 60
o , §
, tBuli i
H 0 H2N/_~\OH HoN / 0
[ /
75.38 - ' 73
o) , :
y EtLi Q
HN-0 Hal oH HN T )
[,
75.39 7 48
Y HN ©OH /
7541 | \/ \/ 52
" 0 5, Li H
|/ HaN M V qu/\[}/
75.42 - 4 40
o * EtLi HoN : N\
H A\ o o s
l
S
75.43 J ~L 20
Q Y tBuLj {
H HN  OH HZN/@
— S
S
75.44 j&(}/ - N\ 79
H Q 5, +-Buli H
l Y HoN OH HaN ! O/
75.45 i - N 55
H/u\w, o iPrL a
/ HN  OH RN )
[1506]
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7546 | (75.57) - /- 39
0 : §
tBuli :
HaN OH HyN 0,
H o] LN
| N
7547 | (75.57) -/ - 55
2 — iPrLi o
H,N  OH HpN '
H Y@ L
[ N
7548 | (75.57) < = 34
O é?__\ Li F
wal on | N7 | HNTNEO
H Y Ly
| N
7549 | (34.7) - e 61
0 : :
™\ EtLi HQN ] 8]
O H,N  OH Y,
H | p
7550 | (34.7) - ~ 25
0 y tBuli ¥
0 HzN/——\OH HoN / 0
7551 | (34.2) J \ 33
Q — iPrLi
b o H.N  OH HaN™ 7 Q
P Y
) Ci
7552 | (34.2) W, N 30
? — Bull A
| Y
V4
Ci ¢

[1507]
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7553 | (34.2) -/ re 39
0 , :
. EtLi O
H N HN  OH HN- R\
7 Cl
cl
7554 | (34.2) -/ ) % 38
0 i 7
™\ \V4 0
H 0 HaN OH HZNM
)
cl
ol
75.55 | 7 64
"y Y— EtLi
L ) | HN on Y 0
/
75.56 7 46
H Q EtLi
|/ H.N  OH HoN °
W,
7557 | (75.57) .y = 62
0] 5 S 0
™\ HoN \
o HN  OH EtLi i
H A
i N
75.58 Q ) \— 24
H/L(S - iPrLi o1 g
TEIJ HN  OH HgN \gj
7559 | (341) - : g 70
— EtLi H N/\EO)_
/utO)‘ H.N  OH 2 Vs
H { p—o
7560 | § - +-BuLi \_ 60
H Xy — HN—
| P HoN  OH ’@\ o
.

[1508]
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75.61 9 - (% 60
H 0 iPrLi 20O
@ HN O MY )
75.62 v . -/ t-Buli \l- 57
H S I
Lﬁ@ MoN  OH HaN \O
7563 | | - EtLi re 94
H HoN 0
J‘% HZN/—\OH 2 \
7564 | ) t-BuLi \[- 46
H 0 % 0
| ) | HA OoH N
(6] .
75.65 5 - t-Buli \rj/ 60
) / A0
Ha  OH HZN/\L?,CI
O .
8 | ; \[ t-BuLi \rb 15
S
/ uaN om Hsz’
7567 | W] t-BuLi \[- 60
H)ﬁl'o N
Y HoN OH -
|
[1500] il £& 5L jfs] 75. 75
[1510]
*mA &%B
\ / \ Z
Na F$ECHD
o o
Br Br

[1511]

IR A
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[1512]  7£ 0°C, % (2.5g) LM (50ml) #5310 EtMgBr (4. 56ml) o 7E 0°CHHEIAH
REMBFE 2h, SR 5 BIN R 25 da A &AL 8% (25m1)  UKAT CH,CL, (30m1) B rh. fEHK
FEPARSY) 10min J5, 2 BAVUZE, FHEKBEG, FBRER W T4, 0k, B RG55453 )
(2.41g,95% )

[1513] DIEB

[1514]  FE=IES, UL ESDIR A WBE (1g) I ZRES M A DPPA. ¥HIRGWIAHI2 0°C,
BN DBU, fEZ MR AEFE 12he 7385 2, AHUZHKLIN HCL Wi, TR BRI 58, i vk, |17
Wi, I MM it R4l (2t /EtOAc 20/1) 53171 (840mg,75% ) .

[1515] I C

[1516]1 DL FAPIR B 2 ALY (730mg) 1) THF (Tml) ¥ -H DA PPh,(1g) o $iFEAEIIAH
B 120, IIAK (L. 5ml) o KRG IR 4, A E1 2 500, 288, 1 Sl IN HCI
TIANRRY) . HKZAEIR 0°C, F NaOH TR GAL , FH BRI . LWk 2 R BR B 1058, it
I8, EA WG Y) (405mg, 62% )

[15171 D

[1518]  7E-10°C, B EALIN THF ¥ P& M LiAlH,. 7R IRB ARSI 1h, 24
JEIRIE dhe FEEBIA IR 0°C, %K 2M NaOH F BN e A . 18 i e - Sl iR &
Yo VEVEH 3N HCL 4b3E. F/KZEAEI 2 0°C, A NaOH PURLkAL, FH CBEZEEL . LMK 2 HIB
PREET15, ik uE, ARG AT )

[1519] il & 5L 75. 76-75. 90

[1520]  $2% M4 SL ] 75. 75 WIZRAATT %, A BT A A S IR 73R A3 LU T i
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Prep B TR Yk 1 E %
Ex.

75.76 . D ):C‘ 43
/ 0 H,oN \_O
H _
o0 c 36
75.77 HD o
i TRV
0 D 32
75.78
s HzNJ:E}C(
7579 | § o c o 42
HJU\ HoN | p
ozl 75.80 D 56
HN NN HoN \;
S
75.81 0 D 35
HJ\Q HZNJ\/E%,
0 C - 13
o Hk[c)/Br HZNI Q 5
/ 1 I y, r
7583 | 1, c 42
H o o)
v W)
Gl

[1522]

273



ON 1720240 B WO B 9227/396 T
4]
7584 | K o C 39
W,
FF /
F
0O F F
75.85 . R el c C 26
Y O
L d HNYS
75.86 F’; c RF 25
H IO \ o '
/ Hy | p
75.87 0 c 14
H)K'“’S S
HoN
N~ [\} Y
75.88 (34.14) c 49
Q o)
75.89 (34.13) c F 34
0 F . N o) F
A Lava
75.90 Q C - 44
O
H @]
L/ HN™ S
Br ar
75.92 C 74
o]
H)‘U\> HzN \
o 0
75.93 C AN 81
o]
H)m HaoN

[1523]

il g S A 75. 200

[1524]
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o)

8
Ao

Lg_
[1525] 2 Mol % SEHtif9] 64 HI2RABLTS V2, {EL I A Y ol 4% SEJ9] 1004A FROIE I ELAT A R R 21
BACSHEEBA] LU % bR

[1526] il & SEatafs] 75. 201
[1527]

HM

T
N
-
"‘O
=

[1528] 2 M il & S i 1) 75. 200 [ISRAUTT ¥, {ER AL Y 5 P 256 1 g e e A ol 8- St 191

1004A FRJEET] DL 28 bR R .

[1529] i £ 5L s 76
[1530]

(15311 % M LART SCHk A %E’Jﬁ/i%J%ﬁfﬁﬁﬂcA% :J. Med. Chem. 1996, 39, 3319-3323 ( 2~
VARLEC St T%Iﬁﬁ,nc.@JZI:I)

[1532] I Il 84 SE e 76. 1
[1533]
/(( 7 -——————-——>— BOCHN/(( 7
CIHH,N
BOCHN
[1534] DIEA

[1535] 7E0°C, %J%;&B’EW 75. 90 [{1fi% (2. 22g) ¥ CH,CL, (50m1) ¥V AN TEA (3. 03ml) ,
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SR I\ BOC,0 (2. 85) o« ¥ AEAIR EWE IR HE A . B 10 % AT IR I RN 5 53
& Z . AVUEHMADRERE N Sk pes, HR AN, oL 38, Ba5mKegh. M-y H g
FEEER4E (Hex/EtOAC 10 ¢ 1) 3573 2. Tg WMRA (81% ).,

[1536] UIEB

[1537]  f il & SE s 13. 4 D3R A 535, AR AT LA BB IR A 74 (450mg) AT 3— W
Wy AR (284mg) il & BT 75 /=4 (325mg, 71% )

[1538] LI C

[1539]  BIRB =4 (325) H A 4M HC1/ —REke (1. 31ml) , Hibk 1he B IRYGE N,
BT R PR, IR YE . R IERE 5 RIS R RER (89% ) .

[1540] il £ Sjdsl 76. 2-76. 3

(15411  F5 M £ SEAs) 76. 1 (5, AERAS FH TS AN IR i 45 Fis H 1 i

Prep B BR Vil B (%)
76.2 70
N/
W,
[1542] B(OH),
76.3 35
=N
(HO)B Q é
[1543] i SL ] 76. 10
[1544]
o O
TR A o) THB 0 T
© OH \ / A\
W/
Br Br
Br
FEC 0 m o)
—— HoN
NSO 2 \ /
Br Br

[1545] ZDIEA

[1546] il SE M) 75. 75 IR A 7= (2. 5g) ML A ] 13, 11 SBR B ¥ VAR N
330 (1.93g,78% ) o

[1547] JDIEB

[1548]  7£ 0°C, LA 2538 A ({5 (500mg) f¥) THF (5m1) %9 i b S—2— FA3E ~CBS- B&AY
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A2 mE (0. 98ml) , BRJ5 M BH,. Me,S (1. 48m1) » £ O°CHEFEIRESH 2h, ik H T 2508, it
PEd . AENREYZE 0°C, FH MeOH (10m1) AbFH, 7EHtHE 20min 5, ELA5WKYE RN . bk
RYET CH,CL,, HI IM HCL ARk 1 S04 K RN Bk e ik, AR IR A T, 1 98, LWk 4
K= 40 ) 4% TR € i 42 4 (Hex/EtOAc 4 & 1) 343 650mg k4 (89% ) .

[1549] DI C

[1550] DL F2DBR B M Eead ik il 46 SE o] 75. 75 PR B (1) 55 R VAT BB B
[1551]1 ZBEED

[1552] DL PR C 1S B AL I il 25 St 75. 75 IR C W78 R NAT B ) o
[1553] il 25 Scjifa] 76. 11

[1554]

[1555] 4% il 4% St 8] 76. 10 147 V446 BT fR Ak &) » (ER ZE 25 B8 B A ] R—2— AR SEREHY
2 7 o

[1556] il & S s 77

[1557]

.
e

e
2

E§§
N

[1558]  $% W& LFT SCHR A 11 77 156 & T i AL &4 < J. Med. Chem. 1996, 39, 3319-3323 (

HH @G AERIAS) .
,Hzn)\{?

[1559] 1|4 S 1 151 78
[1560]

[1561] 3% M LL g7 SC ok A B 77 12§ 25 B 48 & % :Chem. Pharm. Bull. 1991, 39,
181-183( A H WA B T I HEERIA) .

[1562] il 2 S jfh] 78. 1

[1563]

0

O
H,N \>N

[1564] %08 DL AT SCHR A 44 10 77 1) % T i Ab &4 :J. Organometal licChem. 1998, 567,
31-37T (AP B HEGRIAI) .

[1565] il & S jifs] 79

[1566]
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[1567]1 4% W8 DL BT SCHR A 44 0 5 = 6 48 Bt 3% 4k & 9 :Chem. Pharm. Bull. 1991, 39,
181- 183(/\9?I7\]@J\_1i§|ﬁﬁ,nm A3 .

[1568] l §| 8

[1569]

H 2N/\(f}

[1570] 4% M LAAT SCRR A 24 10 7 vE i & P AL 59 : (a) Synthesis 1987,998-1001, (b)
Synthesis 1996,641-646, (c) J. Med. Chem. 1991, 34, 2176-2186 ( T4 SC Ak 2 FF (1A 28

SIHZEERIAI) .
[15711 £ SE ] 81
[1572]

HZN/’\«f]

N
[1573] 4 MR LLAT SCHR A A 10 7 V5 28 I AL &4 < (a) Synthesis 1987,998-1001, (b)
Synthesis 1996, 641-646, (c) J. Med. Chem. 1991, 34, 2176-2186 ( T SCHR A TTHI N &1
I H 45 'JZIKI)
[1574] I ] 82
[1575]

[1576] F B8 DL BT SCRRA B 7w & P =454 < ]. Med. Chem. 1988,31,2176-2186 ( 4
CARREAS] fmmmmﬂ$1>

[15771 5 8
[1578]
~ a) CICOLEL, EtaN
" b) NaNs, HO )
0 ¢) t-BuOH, ¥3¥ T HN
d)IMHCL, 4

[1579] 7E0°C, /2 (1.5g,7.89mmol) ¥ H,0/ A M (1 : 10/ 3k 12mL) % % m A
Et,N(1. 43mL, 10. 3mmol) , X J& I\ & 7 2 £, B85 (0. 83mL, 8. 68mmol) » H T 1518 & 1) i
30min, b Ji5 ¥ J11 NaN, (0. 77g, 11. 8mmol) E’JHO(ZmL) W 16 OCHHE TR AE AR G
Lh, RGNV K (Bml) LM (10mL) o 73 B2, K/ZH LBF (2x 10mL) ZH. & IFA L
2, N ZE (20mL) , TEEANUE (WREREE ) , JR K45 2 20mL, A t-BuOH (5mL) , #iR &
YA 12he JRIRAGIREY) FAHLHITE RYE T 3M HCL (30mL) , [MIFE I 12h, A EIEA
YRR, H B (3x 15mL) ZKHL. AHIKZEZ 0°C, I JE & NaOH Fvki B2 pH ~ 12, 7K
JE2H Bk (3x 30mL) ZEHL, THREIHMANE (BRBREL) , IR 3545 0. 78g (# 61% )

278



ON 1720240 B WO B 232/396 T

HPRY MH162] o ¥ 304 B Al H e 75 AR g4l
HZNZ©

[1580] il 2 S jftfhl 84
[1582] 42 MR il 28 S 5] 83 1Y T VAl 28 AH K. I IR TR J5 2540040

[1581]
[1583] il & S5 85
[1584]
H
3 > H.N

[1585] 4 Wil £ S HEM 83 1 5 L& AH N R 3R T2 2R AL
[1586] 1| 2457 17 86
[1587]

/OMe

0
[1588] 4% i AR SCHR A 21 (K0 05 3276 2 P 5 AL 540 < J. Org. Chem. 1978, 43,892-898 ( 2 JF
A2 L %Iﬂim:.iUZIiI)

[1589] ' ] 88. 2

[1590]
OH

s TEA o2 3 B N
@]/ T ke Q/ Fac/ it\ﬁ\/

e e

[1591] DIEA

[1592] ¥ 2- Eﬁ;@& BEWY (3g) ¥ T THF, A X E —40°C. W0 N- T HE4L (2. 5M CBe v,
12. 24ml) , 7 —40°C #it ¥k 30min. B CuBr. (CH,),S (6. 29¢) , F1 & —-25°C, Ii A = F it iR T
(4. 32m1) o 7E 15 CHEFE VYL IR . A MG A R K, ] EtOAc 228 A HLZ
FH KPR, IR ST, i 8, E5 k413 21 4. 59g WY (78% ) .

[1593] CIEB

[1594]1 K5 20 BR A = 4 (4.58g) . 72 ik #h % #h (3g) . B MR # (4. 4g) « EtOH(75m1) Al
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H,0(7. 5ml) V&4, AR 75 Cil . EAWYE N, ¥ T INHCL, H SBEAHL, R T
B, T UE, A AA13 31 4. 58g ) (93%, MH+ = 210) .

[1595] LI C

[1596] ¥ LL FAEE B =4 (4. 5g) % T TFA(40ml) , A #1FE 0°C. BEMA Zn ¥ (4. 2g),
ik NPT 2 R, B o ELEIRGA SN, WS T IN NaOH, FH SBEASHL, R BR T4
g, B RAE1E] 3. 43g 77 (80% ) o

[1597] 1| 4% SE i 45 89

[1598]
ISP S
HOLHaN" = HNT Ty

SoMe

[1599]  TE=E T, KH(0. 45g, 11. 3mmol) [ THF (15mL) ¥V & &= A ZEh IR £ (0. 85g,

5. lmmol) FRIFAELAMH R NIREY) . IHRAWHFE T (12h) , M MeT (0. 32mL, 5. 1Immo1) .

PLFEIR G oh, I E BRSO NS #hK (125mL) . IRG W LBF (3x 25mL) ZEHL,

GHANZ . AVUE BRI 5, 98, R 48 RS WP . ki~ EH T
G LRI IR BERAE .

[1600] il & Sz jifh] 89. 1

[1601]

;{//
I OH >
HNT N
[1602]  fEEH T, KH(1. 1) f) THE (20m1) ¥ PN (R)—2- 2k —1- T 48ml) ZR1GE
iﬁifﬁztbé:% ﬁ%é.\%*%ﬁﬁﬁ (18h),5?‘):{“r%?ﬁﬂ MeI(l 59m1> ?ﬁ%#/tm% 4h, JLJE AN

[1603] 1|88 =2 i 451 89. 2

[1604]
_.____>.
OH O
HZN HzN

[1605] fE=IE T, KH(L. 1g) ¥ THF (20m1) ¥ i 0 (S)-2- & 2E —1- T/ 48ml) K15

AR EY . IR EYF B (18h) , 2R 5N MeI (1. 59ml) » HiFEIR G 4h, IS5 N
ANEIK . FHCTERIL, H K,CO, 58, i, BLr k4 fiiAq L. 75 R

[1606] il 2 S jifif51] 90

[1607]
FHA
HCILH,N > HaN

[1608] 2 M il % S i 51) 89 E’J?’éUﬁ/zE%J%ﬁFE’JHﬁJi*U% s A A e
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Hat,
[1609] i 2g Sl 91
[1610]

HoN

[1611] 4% MR LART SCRR A 28 B 77 V20 4% T & AL 54 < J. Org. Chem. 1987, 52, 4437-4444 (/3
TN EEE S G RIAS) .

[1612] £ SEjifh] 92
[1613]

@--%D

(16141 4% M4 DL AT SC ok A 44 19 5 7% 1 2% Bt 7% 46 & 4 :Bull. Chem. Soc. JPn. 1962, 35,

11- 16(/\3:F|7~J»’e‘r AT S ERIAI) .
[1615] i 93

[1616]
Hy
3) NHZOHHCI, NaOH

b) LiAlH,

(16171 4% B8 UL AT A 44 09 b8 WE 7 v, HOAH R 1 09 ) & BT 7% % < (a) Synthesis1987,
998-1001, (b) Synthesis 1996,641-646 1 (c) J. Med. Chem. 1991, 34, 21762186 ( JIT 5 SCHik
/\ﬂ:ﬁ/ﬂj‘]%\'l_liﬁlﬂq/n = IJZ'KI )

[1618] il 2 S jifa] 94

[1619]
o NHo
% a) NHzOHHC!, NaOH
)
b) LiAlHs

[1620]  #% M LA A /i 24 19 br o 77 3%, FAR B B B ) 2 B 55 %« (a) Synthesis1987,
998-1001, (b) Synthesis 1996,641-646 Al (c) J. Med. Chem. 1991, 34, 2176-2186 ( JJT4 3CHik
NITRIN ARSI ERIAI) .

[1621] ]2 SCjEf] 95
[1622]
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>~CN TR A >
NC
oD N}/& sHC ‘?U>
— > > HN
L Me 27 Me

[1623] IR A

[1624] K N PR - P ES A L8 34nl, IM THE %) W3 5% T H5 (2. 8mL)
[#) =78°C THF (20mL) ¥§¥#. 7 40min J5, AR PEE - FIER (B5e) , IREW T2 25°C I
P . FEAEIE 0°CJE, I IMHCL (aq) , VR S CBEAEEL, FTE KB IR AN T4, it vk, 7E
0°CEZWGIF R4 (4. 58) o

[1625] IEB

[1626] £ 0°C, ¥ A (17mL, 1. AM ZBREW ) IMALL LB A =) (1. 5g) LB (T8
IKEY) B 1E 025 CHHHRG WL, SR 5 H 3MHCL (aq) #a%e, H SR BE 200, H ek
Na,S0, T4, i 3€, 76 0°C H W Ys, 72098 C h ERAEH .

[1627] IR C

[1628] £ O°CH¥ LA BB EE B P=4 A\ NaBH4 (1. 4g) 1) 5 A EE (50mL) R, 3R J5 [F1R
PR GY) 8h, fE =00 T Hikk 48he MK, Btk iR -5 4 30min, 28 J5 F S WA B, FHJCK
DR T4, ik U, LR AR . AR &P e AR, AT 3M HCL 25, EFEA NI, ZKAH
H NaOH (aq) B8k, F — 50 B0 FH TG /KBR B Bl 105, ik o, L8R 4a RT3 T e L &4

(0.5g) -
[1629] I| 28 S e ] 96
[1630]
s 2 . (\N,Boc FHTA s " T B S 0
VAR \_/ (} L/ Nk/)m
“Boc
@]
PRC s F¥D %
L/ N()N o
NO, '\/N}(Q\
O OH rr NH2
[1631] FLIEA

[1632] % 2- BEWYBRILAL (2. 0mL, 18. 7Tmmol) ¥ T- 100mL & 4. EIMA SN 2%
(4. 1mL, 23. 4mmo1) F Boc— WRMEE (3. 66g,19. Tmmol) i, 7F SIRMFHIR S 4h, B TRIR G
WK (500mL) , A 3N HCL B4k pH ~ 1. FH & T4 (2x100mL) #<EL, AR RN T
B R A=Y, BT N — PR E T HE4E. 'H NMR (300MHz, dg-DMSO) 1. 60 (s,
9H) , 3. 29 (dd, 4H) , 3. 69 (dd, 4H) , 7. 23 (dd, 1H) , 7. 49 (d, 1H) , 7. 79 (d, 1H) »
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[1633] IEB

[1634] HZIRA KIS T =R LR / PR (75mL,4/1) o £EHEFE 2h J5 , F S VIR
AW IN S A (400mL) o H ZS b

[1635]  (2x100mL) A< HL, FH et BN 4215 22 0% Al iy 10 7= ), 2220 B8 ¢ h B I E
T4, 'H NMR(300MHz, d,—DMSO) 2. 81 (dd,4H) , 3. 63 (dd,4H) , 7. 21 (dd, 1H) , 7. 46 (d, 1H) ,
7.82(d, 1H) .

[1636] DIEC

[1637] IR B KK~ (3. 508, 17. 8mmol) ¥ T — & 4t (100mL) » fEMMAZRHAZEL
fiz (18.7mL, 107mol) .3~ i FE/K B8 (3. 3g,18. Ommol) F1 PyBroP (10. 4g,22. 3mmol) J&, ¥4
JAHR AR WP A AR E N IN SRR (200mL) ho & AT (2x200mL) A5
Hi g2 B PyBrOP @l /=4, ZAAHA 3N HCL B4k, B 5 FH — S P e (3x100mL) #HL. #&
TR M A5 B ATUAH FH AR R AT, W4, s o AR (il al ( —&(F%t / = 10/1)
AR HF (2. 31g, =B RIE 34% ). 'H NMR (300MHz, d,~DMSO) 3. 30-3. 90 (m,
8H) , 7. 10-8. 20 (m, f1 T B/7Z— SAAT WAE(5 5, 6H) , 10. 82 (s, 1H) .

[1638] ZIED

[1630] IR C AN - (&4 (2. 3g,6. 4mmol) ¥ T FEE (50mL) , EE A T 5 10%
Pd/C Hibpid . I ik ok R S NIR G, FH BE 78 3 ek . B, B IR R BBV AT
ke al (& e/ Tl =10/1) EEHHE % (1.782,84% ). 'H NMR(300MHz,
dg—DMS0) 3. 30-3. 90 (m, 8H) , 7. 22 (m, 2H) , 7. 55(d, 1H) , 7. 71 (d, 1H) , 7. 88 (d, 1H) , 8. 15 (d,
1H) , 10. 85 (bs, 1H) .

[1640] il & S fs 97

[1641]
O O o]
l NeAon + ,/\N,Boc FHA [ Ny N/\( JEB ' Ny N/\
P HN P Mg I
O o]
.1\./}:-% C (N\ N &% D N\ N
N~ ONW/Q E\; K/N)@
NO, NH,
0O OH 0O OH

[1642] LCIEA

[1643] ki FER (3. 0g,24. 3mmol) &VF T SOCL, (15mL) » FEMIA ZFIEFWERZ (5 ¥ )
Ja s BidE RNVIRAY 4he 78 RESHIERIFAH NI BL S HCL £ho Joziidt— D3R4l K [h A 8%
T 120ml — S Akt EMAN_FHIELAL (12, Tol, 73mmol) Fl Boc— Wk (4. 8g, 25. 5mmo )
Ja AR Z MR R N T AIRAE A K (500mL) 1, F S AE (2x100mL) <
B RN T A5 2 R 405 (1 7= 1), A6 D IR B vp EL A0 A 20 A4t . 'H NMR (300MHz,
d,~DMS0) 1. 63 (s, 9H) , 3. 21 (dd, 4H) , 3. 61 (dd, 4H) , 7. 57 (dd, 1H) , 7. 63 (d, 1H) , 7. 98 (dd,
1H),8.70(d, 11) .

[1644] LIEB

[1645] GBI A WKW T =W LR / — &P ke (7omL,4/1) « fEHLHE 2 KJF, ¥ X
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MRS IN E 8 ALE (4ooml) . & Wge (2x100mL) #EHL, F G BR AN T 115 3
%é@{%ﬂﬁf@%,ﬁﬁﬁé‘éc R T R4, "HONMR (300MHz, dg-DMS0) 2. 77 (dd,
2H) , 2. 83 (dd, 1H) , 3. 38 (dd, 2H) , 3. 64 (dd, 1H) , 7. 58 (dd, 1H) , 7. 62 (d, 1H) , 8. 00 (dd, 1H) ,
8.67(d, 1H) .
[1646] LI C
[1647]  HBZIRBEIHL = (1. 35g,7. 06mmol) ¥ T 5 FH%E (50mL) « ZEMAN - FNIE 2 H%
(3. 7mL, 21. 2mmo1) 3- iZL KR (1. 36g, 7. 41mmol) F1 PyBrOP (3. 62g, 7. 77mmol) Ji7, ¥4
FHRE VSRR AR5 A INEEAAE) (300mL) Ho A =& F ke (2x100mL) AEHL
S 2 T PyBrOP 724, ZKAHM 3N HCL FRAL . FH AR B B v 1Y pH 223 ok, PR A
G AHTH  BEEE AR & P (3x100mL) ZHL . & IR h A EU-AHLZ
JIL@&%W%%K Wedq, o A g fRal ( —& ke / = 20/1) KRG (1. 35,3
IR B EE 16% ) » 'H NMR (300MHz, d,.~DMSO) 3. 30-3. 95 (m, 8H) , 7. 22 (m, 1H) , 7. 61 (m,
IH) ,7.73(d, 2H), 8. 03 (m, LH) , 8. 17 (m, 1H) , 8. 69 (m, 11) , 10. 82 (s, 1H) .
[1648] FIED
[1649] K D3R C IWAHZE - 4L 54 (1. 35g,3. T9mmol) ¥ T H FE (60mL) , FEA RS T 5
10% Pd/C Bl 7. 1k fkme ol s8R NVREY), PR ek . Ba, B IRAADETR
PRl ( & FH / B = 20/1) FMHTHY (1. 10g,89% ). 'H NMR(300MHz,
d,—DMS0) 3. 50-3. 85 (m, 8H) , 6. 47 (dd 1H), 6. 74 (m, 2H) , 7. 59 (dd, L1H) ,7. 71 (d, 1H) ,
8. 04 (dd, 1H) , 8. 68 (d, 1H) »
[1650]  ifill 2 S jiti 5] 98
[1651]

' o Boc Jf% &R B
N N’ — —1
@)LOH + H@ (_)/U\Q (\_i)\N LNt
FIB C CL])?\N &gﬁ D C)/D\N
\_/ K/NTVQ N\(@\
0

OH

[1652] FIEA

[1653] X 1- 1 & —2—- it ”%' B R (2.5g,20.0mmol) ¥ T — & F %¢ BOmL) . £F
A PyBrOP (16. 3g,35 Ommol) SN R 2 (14, 0mlL, 73. Ommo1) Fl Boc— Wk 2 (5. g,

30. Ommol) J, E%{Eﬁ%#&ﬁﬁﬁkﬁ ARJE N IN S ALY (200mL) H1. B &
(2x100mL) ZEHLR L BT PyBrOP &l 4. /KAHH 3N HC1 MRAL. FH VO AIBR R B V80U 7 pH
I, T ARG Y. B R KAR ke (3x100mL) ZEHL. & JF ) AU
AHUAEFHBR RN T4 . B 25 B B Al 1 =4, 46008 B b ELRAE F A 4t 'H
NMR (300MHz, ds—DMSO) 1. 59 (s, 9H) 3. 21 (dd, 4H) , 3. 61 (dd, 4H) , 3. 74 (s, 3H) , 6. 11 (dd, 1H),
6.33(d, 1H),7.01(d, 1H) .

[1654] CIEB

[1655] KB BR ARV T =R / & HE (75mL,4/1) o E4iHk 3h J&, 4 [ IR &
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PN IN SN (400mL) o A ST (3x100mL) ZEHL, HImE R AN 1545 21 2 e Al g
(K724, 475 18 C vh E AT 7 A 4240, 'H NMR (300MHz, d,~DMSO0) 2. 79 (dd, 4H) , 3. 62 (dd,
4H) , 3. 76 (s, 3H) , 6. 11 (dd, 1H) , 6. 37 (d, 1H) , 6. 96 (d, 1H) .

[1656] LI C

[1657] DR B KR4 (3. 15g, 16. 3mmol) ¥ T & ke (100mL) » FEMIA —FAFEL
M (8. 5mL,49. 0mmol) \3— f /K /e (3. 13g,17. lmmol) F1 PyBrOP (9. 11g,19. 6mmol) J&,
B TR A YAE SR PFELE R ARG N IN SEAL SN (400mL) . I &% (2x100mL)
FEL 25 A PyBrOP 7=, ZKAH A 3N HCL /v /Do B Ak T 335 90 20 € RS 6738 O 3 6, T
T A PR o B KCHE T — AU (3x100mL) MK, & R MERMEAS IR
BUZ B B T, B IR 4a 3B 7= . 'H NMR (300MHz, d,~DMSO0) 3. 35-3. 85 (m, 8H) ,
3.79(s,3H),6. 13(dd, 1H) ,6. 45(d, 1H), 7. 01 (s, 1H), 7. 22 (dd, 1H) , 7. 70 (d, 1H) , 8. 16 (d,
1H) , 10. 83 (s, 2H) »

[1658] LD
[1659]  #f0HR C KO HIANIE — L SR F T I (60mL> FEEARH T 5H 10% Pd/C it
. Tk A o e S NYR A, R TS A Vi IR Ve, A B VR Al (—

AP/ FEE= 10/1) RIGPT# -9 (2.61g,4 D E«REl’J'f'LI&cﬁz: 40% ). 'H NMR (300MHz,
d,~DMS0) 3. 45-4. 80 (m, 8H) , 3. 79 (s, 3H) , 6. 17 (dd, 1H) , 6. 45 (m, 2H) , 6. 78 (m, 2H) , 7. 01 (d,
1H) .

[1660] il & S5 99

[1661]

U (\N,Boc A ] N N\) Y& B | N N\)

NO, NH
0 N , o N
TRC R @)Hﬁj yRD % Qj\ﬁj

[1662] DIEA

[1663] ¥ 2— JRALEE N- EALDE B EE (1. 13g,5. 37mml) Fl Boc— WRIEE (1. 50g, 8. 06mmo])
FEMERE (1omL) SN s 80°Cid . ¥ KNV IR-A W MA K (300mL) 1, 4R f5 Fl — & ¢
(2x100mL) ZEHL, & FF B9A HIAH RO ER A T8, W4, B Jo AR (el ( Pkt / Tz
= 10/1) 1G4 (500mg,33% )

[1664] 'H NMR(300MHz, d—CDC1.) 1. 60 (s, 9H) , 3. 46 (dd,4H) , 3. 78 (dd, 4H) , 6. 99 (m, 2H) ,
7.37(dd, 1H), 8. 33 (d, 1H) »

[1665] CIEB

[1666]1 4tk =4 (500mg, 1. 79mmol) 5 4N HC1) —EEhr (15mL) —#24HE 30min, ZEK
WHRIERISHHIIZ 2 HCL 2k (465mg) , ¥ HAE D IR C HEAE H 75 A4l

[1667]1 'H NMR (300MHz, d,—DMSO) 3. 38 (m, 4H) , 4. 81 (m, 4H) , 7. 34 (dd, 1H) , 7. 55 (d, 1H) ,
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7.86 (dd, 1H) , 8. 55 (d, 1H) .

[1668] LI C

[1669] 4 PIR B A4 (370mg, 1. 48mmol) &VE T AP HE (20mL) » fEMMA RN
Z M (2. 6mL, 14. 8mmol) \3— AHFE /KR (406mg, 2. 22mol) Fl PyBroP (1. 21g, 2. 59mmol) J&,
FESIRBFER G A AR N INEEALEN (50mL) e F & e (2x50mL) ZEE R &
Ji A PyBrOP /=4, ZKAHHA 3N HCL /O BR4k (pH ~ 4-5) , F — S e (3x50mL) ZHY .

(R PR 2 U A AL R R A T, S8 k4, A faiydigtall ( — &k / FlE=10/1) 3k
R4 (330mg, 65% )

[1670]  LOMS tH554H :344. 1, SZi{E  (M+1) "345. 1

[1671] LD

[1672] B IEHRERE (1. 05) ¥ T/K (3. 0mL) K73 1. 5N ¥ AN — Bt 3. omL) , 4R )5
SRS (0. 60mL, WA 1. ON) o ZEMMAFHZEEAL A4 (100mg, 0. 29mol) J& , Bt [ i
REW 0. 5h BT, BRIEF, Bk RVEF T & Pkt / FEE (10/1) o Wi rEdE 1t
brERE . mn AR EaERal (&5t / BlE=5/1) KT (68mg, 75% ) .
[1673]  LCMS iH824Y :314. 14, SZillfl : (M+1) "315. 1

[1674] |25 f 100

[1675]

(\
ST T ma NS IRE N
NOg NH
$% C $H D o NJ\@ 2

[16761 ZDIEA

[1677] K 4- W0k g #h B2 3h (3. 0g, 15. 4mmol) ¥ T 7K (15mL) o 7 A N= 7R ZE R 1%
(14. 8mL, 85. Ommo1) F1 500mg i FR 4 Ji , 15 S YRS 4 N E] 140°C i . s r=Hi &
BE (5x75mL) ZEHL, HIBR B Bh T4, W 4e. fmohn HAT (i feal ( & P he / FEE /NH,OH =
10/1/0. 1) 3RIGATTFHF=4) (2. 16g,55% )« 'H NMR (300MHz, d-CDC1,) 2. 68 (dd, 4H) , 3. 45 (dd,
4H) , 6. 76 (d, 2H) , 7. 40 (m, 5H) , 8. 38 (d, 2H) ,

[16781 DIEB

[1679] WD A 7R ELZ (2. 16g,8. 54mmol)  FHEREL (2. T1g,43. Ommol) F1 Pd(C) (10%,
1. 0g) B¥F T HEE (50mL) , [F1 3ho JEBREL, WAGIEVH . LU LTI IR WA P B8 C Hh HRAT
I R4, 'H NVR (300MHz , d-CDC1,) 2. 48 (bs, 1H) , 3. 13 (dd, 4H) , 3. 41 (dd, 4H) , 7. 78 (d,
2H) ,8.39(d, 2H) »

[1680] DI C

[1681] HZIR B K4 (1. 15g,7. 06mmol) ¥ T S FhE (50mL) » fEMMA_FRAIEL
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i (4. 7mL,42. 4mmo1) \3— fi§F /K /8 (1. 94g, 10. 6mmol) Fl PyBrOP (5. 78g, 12. 3mmol) J&,
W BT AR G SRR, SR N IN AL A (300mL) . A &% (2x100mL)
AR LA PyBrOP =4, KAHH 3N HC1 /MO f4L 2 pH ~ 5-6, FHH S 4t (3x100mL)
o A I A A HLE O ER BN T4, W48, o AR (el ( — & ke / iz
/NH,0H = 10/1/0. 1) SRAF =4 (850mg, 2 ML RRF S 37% ) .

[1682] LDIED

[1683] 430 5% C A% — 54 (850mg, 2. 59mmol) ¥ T H ¥ (40mL), fEE A T 5
10% Pd/C Hidbid Ao ik ik vt i 8 e VR A4, F FRBE 78 0 Veldc o Bt s BB IR S DRV
FIFE LR vE R4l (& F ke / FEE /NH,0H = 10/1/0. 1) 3E3FTH =4 (6508,84% ). 'H
NMR (300MHz, d,~DMS0) 3. 40-3. 75 (bm, 8H) , 6. 49 (dd, 1H) , 6. 76 (m, 2H) , 6. 93 (d, 2H) , 8. 28 (d,
2H) .

[1684] il 25 jif] 101

[1685]

CO,CH,CHy CO,CH,CH;

0
Br~ny  H FRA en )\ TR B )\\
Ngn * EtOJH/\B 2L By . HN
\_"""Bn v \_M~gn \__NH

Br
[1686] IF1
[16871 ¥4 N, N’ - — ¥ 5 - Z %% -1,2- = % (20mL,0. 0813mol), = Z f% (22. 66mL,
0. 1626mo1) Fl 25 (100mL) 7F [ Ji5 B iR & W0 2,3- W - N IR & W5 (11. 82mL,
0.0813mol) 28 (50mL) ¥l W IRt £, TLC Wil e v (20 % LR S HE / e ) o
R 2 R, AR SE I U, FHZR PR« WRARVEVE, AR 5 AL (B4l (156% LR OlG /
O ) o ZF B PIR =4 (25. 42g,0. 0752m01,92% ) o MS T1451H :338. 20, SZUME :339. 2
[1688] 'H NMR(300MHz, CDC1,) 1. 23 (t, 3H), 2. 48 (m, 3H) , 2. 62 (m, 1H) , 2. 73 (m, 1H) ,
3.07 (m, 1H), 3. 30 (m, 1H) , 3. 42 (d, 1H) , 3. 56 (m, 2H) , 3. 91 (d, 1H) , 4. 17 (m, 2H) , 7. 27 (m,
10H) »
[1689] LIE 2
[1690]  7F Parr ¥Ry & #s+, % LL_ERE (25. 43g,0. 075mol) A (125mL) B4 . Aish
NG IMNEEAT] %3 T, 2.58) « AR FIRGITIBRA LK. TLC(20% L
M MG/ Okt ) IESE RNV 5. i Celite I UE [ NV IRSW, PRIV . WAE I8,
e EAAFY) (11, 72,0. 074mo01,98% ) .
[1691]1  MS 3 & {8 :158. 11, SZ I {& :159. 2'H NMR (300MHz, CDC1.) 1. 27 (t, 3H) , 2. 70 (m,
4H) , 2. 96 (m, 1H) , 3. 13(dd, 1H) , 3. 43 (dd, 1H) , 4. 18 (m, 2H) ,
[1692] il &S jids] 102

[1693]
CO,GH,CHs CO,CH,CHy
\
HN —_—— HN
\__NH LN \\(N\
6]

[1694] ¥ WRHE —2- H R 278 (3. 11g,0.0197mol) « — SR 3 2 1% (5. 15mL,0. 0296mo1)
F S RE (200mL) (EFERFM ARG . ESIRMRIIE, b0 N, N- B RL U L&
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(1. 81mL,0. 0197mol) ) —
T
[1695]
[1696]
3. 60 (m, 2H) , 4. 21 (q, 2H) .
[1697]

IR TG T B Al
MS tHEAE :229. 14, S{E :230. 1
'H NMR (300MHz, CDC1,) 1. 30 (t, 3H),2. 85 (s,6H),3. 10 (m, 3H) , 3. 31 (m, 2H) ,

il 2 S 103-104

FF B (20mL) W o
(IR 99% )

PR SO The BhJE W40 S W), F L E

[1698] Bl 2& LRt 102 (1 77v%, 3R BT A0 =4 75 65 1 &AL P R o) £ St 101
IR —2- IR LG4
52 3645 24 =8 LR (%)
2. (M+1)"
103 C o o] 1. 99
d,s ~Cl \,/é’\N/“\/U\OEt 2. 2371
[1699] O \__NH
104 z = 1. 62
Y/ y/ ?
0 0 2. 253.4
cl N OFEt
o) O \__MNH
[1700] L& 5L 105
[1701]
FE1
CO,CH,CH ) 0.C
>\2\2\3 HQ OOH T2 HO &)\ \
HN Ne *  onN FH 3 N N
LN 2 HeN LN
o] @
[1702] LI 1
[1703] ¥ 3- S (3.61g,0.0197g) ~DCC (2. 03g,0. 0099mo1) Fl L8 L5 (130mL)
LEIREFR IR A, Bidk 15min. O 4- — FFEGIE FEEFL - WREE —2- IR 4BE (4. 51¢g,

0.0197g) , Btk RNV 72he W46 R VIR G, NG T Ut . AVUAHA 0. INE ALl
Vel KAHFH R AR BRIL/KAH, F 4TR LBRPEE =Wk WR4E/KAH, FE€E
vk Al (5% FEE /DOV) o

[1704]  MS THEAH :394. 15, SLAE :395. 0

[1705]  'H NMR (300MHz, CDC1,) 1. 32 (t, 3H), 2. 86 (m, 7H) , 3. 15 (m, 1H) , 3. 51 (m, 4H) ,
4. 24 (m, 3H) , 7. 15 (m, 1H) , 7. 66 (m, 1H) , 8. 20 (m, 1H) , 10. 86 (bs, 1H) »

[1706] LHE2

[1707] ¥ 4- — ARSI PR -1-(2- 5L -3- st - ﬁ% RS ) - WRFE —2- AR 4B
(0. 80g,0. 002mo1) FNFEE (50mL) 76 BB IR A o BN T WHH I 5% FLHE (~
100mg) o FEN A, ik @it Celite #gd /rﬁ"fif% F P EEE  WRGAT=1), AR
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Jr RIAE g 524l (6% FEE /DCW) o 73 B4 (0. T4g,0.002mol, 100% ) .

[1708]
[1709]
3H) , 3. 90 (m, 3H)
[1710] I3

[1711]

VB PR R BT 458, R4
[1712]
[1713]
7.23(m, 1H) »
[1714]

il £ S ] 106-107

[1715]
I

MS tH84E :364. 17, SE{E :365. 1
"H NMR (300MHz, CDC1,) 1. 27 (t, 3H) , 2. 85 (m, 8H) , 3. 18 (1H) , 3. 45 (m, 3H) , 4. 19 (m,

MS V1Al :336. 14, SZiil{h :337. 1
"H NMR (300MHz, CD30D) 2. 86 (m, 7H) , 3. 23 (m, 3H) , 3. 54 (m, 3H) , 6. 92 (m, 2H) ,

W1-(3- &I 2- BEE - EPEE ) -4- — PR PRI -RE 2- BB L
fig (0. 74g,0.002mol) & ¥F T — Bk (10mL) F/K (10mL) %M. A S EALEE (0. 26g,
0.0061mol) , FEFEIRAH) 2h. H 3N HC1 BRI 2 pH = 6, 28 5 H T AR . A R 2K

{5 IS 105 (K753, F R B AR il 2 St R RORT 3— B2k A IR il #6 B & BT A

5L

ES: 3

7

IR ET)

2. (M+1)*
3.EE&

106

[1716]

103

1. 91
2. R LR 3
3.HH2 ¥
1% A Rainey
4

107

104

1. 24

2. 360.0
355 FTH R
11/
PyBrop/DIE
A #] DCM
HR

[1717] &S] 108

[1718]
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‘\Q\N02 + HN — ‘Q\NOZ
HOT  ow v bw

0 e}
[1719] LA
[1720]  ff 3- hiZE/KA4 IR (1. 0g,5. smmol) ¥ T 4R LlE (20mL) o A 1, 3- I ALK
b Wi (0. 568g, 2. 8mmol) , EFHIES WA 10min, AEIE 0°Co £EMIIRIE RITIE. A
BTt (0. 39mL, 5. 8mmol) , Pt R NI AL, ik AR =R G, AEIRNY A 0°C,
ohyE. WCERRIIE AR VAR OBR LR PEG o« IRGEIEI, AR A4l (80% EtOAc/Hex) 73
F/=4) (476mg, 39.0% ) o
[17211  'H NMR(300MHz, CDC1,) & 2. 40 (m, 2H) , 4. 38 (m, 4H) , 6. 97 (m, 1H) , 7. 62 (d, 1H) ,
8. 12(d, 1H), 12. 88 (m, 1H) ppm.
[1722] BB
[1723]

NO,
CN OH CN OH

O o
[1724] )28 SEhEfs 32 08 A iS4 &4 (0. 48g, 2. Immol) ¥ T-HEE (25ml), 5 10%

Pd/CAERVTR MR Tl IR il i S IR 5 ), ARG IR 274 (344mg,
90 % ). 'H NMR(300MHz, CDC1,) 8 2. 52 (m,2H),4. 57 (bs, 4H) , 6. 75 (m, 1H) , 6. 90 (m, 2H) ,

12. 71 (bs, 1H) ppm,
/N ﬁ1éi:;>k“NHz
Q N L on

[1725] 1| 28-S 5] 109
[1726]

[1727] 454 S 108 HOREACAH R0 75 A8 kAR — fr=49
[1728] | 28 SETE4E] 110

[1729]

NH,

o]

(\NH Py K\/U\/

e J  *c N " HN\/"\I |

[1730]  ¥4WREE (4.9g,0.057mol) ¥ T & F4% (100mL) » EZVEM N, N’ — — FIE s
FlEA (1. 0mL, 0. 011mol) Y MNENAW . ke VA the LI, IO IN E &AL (200mL) o
SEEE, KEH ZAPHRAER =K. GIHFANED, R T8 s, W4k mik
=, T A RAL (1. 16g,13% ) .

[17311  'H NMR(CDC1,, 300MHz) 1. 95 (s, 1H) , 2. 83 (s, 6H) , 2. 86 (m, 4H) , 3. 20 (m, 4H) »

[1732]  MS 148 :157. 12, SP{E :158. 1.

[1733] il & Sjifs] 111
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[1734]

[1735]  ¥4WRIZE (4. 9g,0.057mol) ¥ T+ IN HC1 (100mL) o 7F 2 V50 A5 FL ik 5 (1. 45mL,
0.011mol) N (25mL) ¥V INBICL B BidE N4 30min. BbJaE, RNV L&
LFEFET IR o W HS A IN SRR, A SR A =k TG A P, i
IR T U8, WA JAT A A4, o frdeal (1. 22¢,9.4% ) .

[1736]  'H NMR(CDC1,, 300MHz) 2. 94 (m, 8H) , 7. 56 (m, 3H) , 7. 76 (m, 2H) .

[1737]  MS #1448 :226. 08, SLIHE :227. 1.

[1738] il 2&Sjitife] 112

[1739]

HN/\\\/\NH * Oy —— AR
0, O,

[1740]  4WkFE (4.9g,0.057mol) ¥ T S 4t (100mL) o 7E 2K F i L& (0. 85mL,
0.011mol) WANFENAR . HiHES N4 30min. HLfE, A IN SAEALAR (200mL) o 43254 2,
KEH ZE P LA =K. GIHANES, MR 98, W4g A3 B A9, L7
R4l (1.072,11% )
[1741]1  'HNMR(CDCL,, 300MHz) 1. 75 (s, 1H) , 2. 78 (s, 3H) , 2. 97 (m, 4H) , 3. 20 (m, 4H) .
[1742]  MS #5518 :164. 06, S {H :165. 1.
[1743] il 2 S jtfe] 113
[1744]

[1745] FLIEA

[1746] % Boc— WRFZE (3. 0g,0.0161mol) W T & %E (100mL) » 7525304 S U R T4 J g
(1. 51mL, 0. 0161mo1) MIAWSH - e V. I)a, RN INEEALE (200mL)
B RPN IR . A IFANE D, FRIREET 1. U8, AT 74 o
[1747] LB

[1748] K PRRA WS T 30% =W LR / S Pl e . a4 INEE 4L
PR (200mL) A RN . KJEH PRI R & IFANLES, RS+
Beo Ly, W4i AT (1.37,50% )

[1749]1 'H NMR(CDC1,, 300MHz) 0. 92 (t,3H), L. 52 (m, 2H) , 2. 89 (m, 4H) , 3. 01 (s, 1H),
3. 18 (m, 2H) , 3. 37 (m, 4H) , 4. 61 (bs, 1H) ,

[1750]  MS #4548 171 14, S < 172. 0.

[1751]  Hil 2 SEjtafe] 114

[1752]
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O

\ 0 /@ NJ\O@
o v o Hl\l:\)
[1753]  JEWRIE (4. 9g,0.0569mol) ¥ T IN HCL (70mL) » 7E %145 PR 23 AE (1. 43mL,
0.0114mol) LM (25mL) WV MEILL B BidE N4 30min. BbJ5, ¥ R N &
MR CERAEEU IR . TR IN S BIAL , FH S AR B =R RA S PR,
FHORER BT o I8, W4 845 B4~ o ws fr4eal (2. 12g,18% )
[1754] 'H NMR(CDCl,, 300MHz) 1. 78 (s, 1H) » 2. 91 (m, 4H) , 3. 59 (m, 4H) , 7. 11 (2H) , 7. 19 (m,
1H) , 7. 36 (m, 2H) .
[1755]  MS #1448 :206. 24, S :207. 1.
[1756] il & SEpifs] 115-117
[1757]1  FeHESEHEG) 112 B773, H T & R P IR B FIRE §1 T RTA =4 .

sl | R T ERES =4 L (%)
2. (M+1)*

115 0 o
CI/U\O/ (\N/LLO/ 1. 54
LN 2. 144.9

[1758] 176

LN 2. 173.0

117 0 /< 0
CI)LO (\NJ}\O/( 1. 69
HN 2. 173.0

[1759] e SCitafs] 118
[1760]

O 1.5%A .S

BOCNCNH + M, == Talll O Ph
[1761] CIEA
[1762]  # Boc— Wk (3.01g,0.0161mol) UL — HANHE L% (5.61mL,0. 0322mol) ¥ T —
AFEE (100mL) » 7E= IR A FBER (1. 87mL, 0. 0161mol) W MBI B R N4 L/
o IS, WA RN, P AR R4l (10% MeOH/DCM) o 43 B5 H Boe— 1747 1 [ 1A =4y
(5.21g)
[1763] 'H NMR(CDCl,, 300MHz) 1. 47 (s, 9H) , 3. 45 (m, 8H) , 7. 41 (m, 5H) »
[1764]  MS $15{H :290. 16, SEPE :290. 8.
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[1765] JDIKB

[1766]1 UL EBIRA P~ T 50% =ML / AT HEEEL i E, RN
AN ZSEAER (200mL) FkE, 73 BSANLZ . AMHH Z S P RAEROSIR . A IFANLE S, H
PREREET . LLUE, IRGEFAT = (2.93¢) .

[1767]  'H NMR(CDCl,, 300MHz) 1. 92 (s, 1H) , 2. 87 (m, 4H) , 3. 52 (m, 4H) , 7. 39 (s, 5H) .

[1768]  MS THELAH 190, 11, S 191, 1.

[1769] il 2 SEjtfe) 119

[1770]

1A g -5

BocN/\\\/\NH + cg—g_-m\ :; zig ] 0 Y
(17711 IR A
[1772] % Boc— WRME (3. 0g,0. 0161mol) UL —HANFE 4% (3. ImL,0. 0177mol) ¥ T &
e (100mL) o 7EZLEF N, N — ZHZREERES (1. 73mL, 0. 0161mol) MBI . B
RIS o BE, OV HK (100mD) #kE . 73 B &=, KEH SR PEEBUSK. &
HANE S, MRS, v, A543 B AR, ows ideal (4. 53g) .
[1773]  'H NMR(CDCl,, 300MHz) 1. 47 (s, 9H) , 2. 84 (s, 6H) , 3. 21 (m, 4H) , 3. 48 (m, 4H) .
[1774]1  MS #1448 :293. 14, SZPE 194, 1 (M-Boc) s
[1775] CIEB
[1776]  H UL EBIRA PP T 30% = LR / S PR ik . s, V)
FKFRE, B IN S EALEME K ZAE A 99t . /K ER A e BRI Bk &I EHLED
gy FORBR BT 198, WREG5A39 (2. 96g)
[1777]  'H NMR(CDCl,, 300MHz) 2. 03 (s, 1H) , 2. 83 (s, 6H) , 2. 92 (m, 41) , 3. 23 (m, 4H) ,
[1778]  MS $HEAH :193. 09, S{E :194. 1.
[1779] il 2 SEjt 5] 120
[1780] CIEA

[1781]

Q.0

O 0
o) . ~ o Y
02N\©/U\OH Cmg . %N\CHL%
[1782] il £ St 9] 105 A0 58 1 ZR A R 57, A 3- i IR B AR 3- fif2E K
W il 2 R 2L lE 0

(17831 FIEB
le) QO
o O o OH

[1784]
[1785]  {EZ M LL LB BR A (O HEERE (1. 79g, 6. Immol) ¥ F — Bkt / /K (20mL/15mL)
B S AAALBE (0. 258g, 6. 2mmol) I M. (E L/, OO A S A AL BE (0. 128,

293



ON 1720240 B WO B 9247/396 T

3. 0mmol) , FEHE SN The BUJE, WA SNV, IRJGHTK o WA SBEZEEP IR . BRAKIK
A, H SR CBRAEHL =3k o A AL 7> R BB T, 1ok, W4 . FIAE 570 5 (95% EtOAc/
Hex, 0. 05% HOAc) 13374 (1. 66g,98% ).

[1786]  'H NMR(300MHz, CDC1,) 1. 49 (m, 2H) , 1. 68 (m, 1H) , 1. 82 (m, 2H) , 2. 44 (m, 1H) 3. 32 (m,
1H) , 3. 58 (m, 1H) , 5. 57 (m, 1H) , 7. 65 (m, 1H) , 7. 80 (m, 1H) , 8. 32 (m, 2H) , 10. 04 (bs, 1Hppm)
(17871 FIEC

[1788]

o O. .OH o Oy_OH

OZNO/M\}S\() HzN\©/kb5
[1789]  MGAHEAL A Tk & EE (20mL) , b TEAH . IO 5% 8k (L&), A
SRR RPN, B AR R HEAEUR. P BRELS A =k, REEEAS
SN S N . G SE SR RRE, 1 R I SR AR, R LK . IR YA JE
AT RSAT IR & ) (1.33g,90% )
[1790]  'H NMR (300MHz, CDC1,) 1. 40 (m, 2H) , 1. 50 (m, 1H) , 1. 68 (m, 2H) , 2. 33 (m, 1H) 3. 18 (m,
1H), 3. 62 (m, 1H) , 5. 39 (m, 1H) , 6. 12 (bs, 2H) , 6. 75 (m, 2H) , 7. 12 (m, 1H) ppms
(17911 Uit 848 248, LA :249. 1 (M+1)
[1792] &S jfs] 121-123
[1793]  f2& MRl & S s 120 1897732, (EL@& A8 H BT 4 i 65 R 28 R, 3849 R 3R i o
(AR o
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= i B P LKA
2. (M+1)*
3EE
121 NO.
TG o L o
7 2
OH z N : :
o o o— t o OH 3.3k3t
HO o7 oM 5% B
122 NO, 1. 21
[1794] qw C-;NH'HC! O Q\NHz 2. 265.0
N >
o o— % o) OH SNyEJi
O .
HO o o— VY& B
1 NO )
23 ‘ N CNH~HC% - 73 N 115
)§O 0 \2-— o OH 3.3k38
HO QAN-- _}./F_gz B
H
[1795] i ee SEjtfs] 124
[1796]
C >\NH
g 2
Q\NOz * N~ ;_i:; > N oH
! (e}
HOoC™ by
OH OH
[1797] FIEA
[1798] 4 3- 3L K#%E (500mg, 2. Tmmol) 1, 3— ¥ CIEmRAL — T fiZ (DCC) (563mg) Fi

LR O (10mL) VRAFHBEFE 10min. JIA (R) (=) —2— BEMS e FFEE (0. 27mL) , ¥ BT 1977
AT IR PRI JERR A A, R IRk 46 B LR AEEE ) IN NaOH Peidk . FKAHIRAL,
1 EtOAc 258 A HUAE FHJC/K B IR EE 1588, 1L U8, Bk 4a . TR I il o8 AR (i 2
afi (RERS, & MR AcOH [¥) 5% MeOH/CH,CL,) $RAFFTFAL&4 (338mg, 46%, MH = 267) ,

[1799] IEB
[1800] MDA EZBIRA 7=¥)15 10% Pd/C —&AEE AR PP . Wit p s ok g8 s v

REY), BAWRARIER, AL ENE (RERS, NH,OH YA 4% MeOH/CH,CL,) $4EpT195k R 13 2

P4 (129mg, 43% , MH+ = 237)

[1801] il &S jifs] 125-145

[1802]  F2 il £ St ] 124 14773, AEL A2 A FH i 65 Mg e il &8 S A9 i HH I g LA & 3— ik
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IKIRIAT N R

[1803]
Ex LRV P4 LA E (%)
52 36.47) 69 B 2. (M+1)*
125 Q
NCNH Q\NCN‘ NH, [, 37
_ o Of 2. 298.1
126 O—_OH O~ OH
N ) &N/\\ NH, 1. 31
A G 2. 3101
O
127 = R
O o]
A A~ NH, | 1. 68
0 \L_NH o N
[N O 2. 204.1
128 Ci Ci
cr\Q CI\Q 1. 54
NH N 2. 365.9
L L~
[1804]
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129 = =
L NH LN (. 2. 316.1
o)
130 110 ~
O)\N/\\ nH, | 1. 59
N 2. 293.1
Y, OH : :
131 111 Qo
i
ﬁ‘NﬁN NH, |1, 32
%, OH 2. 362.0
132 114
- -
0 .
>FN/\\N NH, 2. 3420
0
(N , OH
133 112 o
5 ) NH 1.6
O \\\/N\\( ’ -
5 OH 2. 300.0
134 H_A n{
) Oji 2 1. 48
A\ TV e NH
N\, N 2 2. 3241
T "N oH
@]
135 /N /N
\
CN)\N/\ N Nbz 11, 50
\\/NH N \\/N
% OH 2. 300.1
136 @ 2
<N NL\ N \N/\s\{ ﬁN\ NH, 1. 86
Y oH 2. 2992
137 115 J
AN b 2. 280.1
0]

[1805]
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138 116 /\/
Q . 64
)‘N/ﬁ NH,
o N . 307.1
\\/ Y OH
00| &
) NH
N\\/NH N\\/N 2 1. 73
Yy OH . 304.2
140
OA\N/\\:\NH O)‘N/\\N NH; 1. 34
Yy OH . 264.0
141 117
Si— 1. 40
N NH; 307.1
o N : :
[N Y OH
142 113 /
H;\ . 9N
N\ NH, 307.1
6] N : ’
[ Y OH
143 118 1. 9.0
. 326.0
| NH
al) :
O OH
144 119 c 1. 42
/N\,,sm(ﬁN NH, . 329.0
0 ~
o) OH
145 - 85
N
L_NH \N/\\N NH, 2. 936.14
\\ .
s Y, OH
[1806] il #& St 146
[1807]

298



\

CN 1720240 B 252/396 1T

O)Nrs TBRA <:p YR B <jp

NHy'HCI

[1808] DIEA

[1809]  7F 0°C, 4F 20min W [r] A ZE G WEIE B A ME (J. Am. Chem. Soc. 1998, 120, 6844-6845,
ANIFH N A 5] H 454 3 AR 3C) (0058, 2. Immol) T Cu (acac) 2 (55mg, 0. 21mmol) K]
THF (5mL) %533 N A THE (8mL) ##E ) PhMgBr (3. 5ml, 3. OM THF ¥ ) o ik T3 ¥IE D
Th 2 =35, BidE 12he IO Sat. ag. NH,C1 (5mL) , {& & W) H LB (3x15mL) 2HL . & IFANLE,
AEK (1 x 10mL) PG FIBREREET 15, R4 . M AR R Hl8 TLC $248 (H 2
Y% /EtOAc (4 & 1) PEML) 3R/13 0.57g (R 86% ) [k, 4k PRz EH T F—
IR,

[1810] LI B

[1811]1  {£ -78°C, A AT Wt fiz (0. 55¢g, 1. 7Tbmmol) ] NH, (20mL) ¥ & & in A 84 (0. 40g,
174mmol) o 7F —7T8°CHIFEITIFH 2h, /w:.%ﬁﬁlfll—‘ NH,C1 4bE, i HA 2=, —HaE
NHS,@@ WAEK (10mL) F1 CH,C1, (10mL) [8] /3 fic. 438452, K= H & F4E (2x10mL)
. 5IFAEVE, )ﬂm@&%ﬂ?km,ﬁﬁ{&éﬁﬁifv 20mL. U AN HC1/ —BEE: (5mL) , Fikk
RA % smine HEIREWIRH ISR, g fHH R H EtOH/ LBEE 45 513815 0. 30g (i
87% ) [Efk.

[1812] il &S] 147-156. 10

[1813]1 i M il &% St 9] 146 (1) 77 ¥, AH 2 AE T 26 B 70 16 B 75 AR 25 ik I 265 20 T4 e A
Grignard B, K45 LU T AMHBERIIZERER Eh -4 -

[1814]
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Prep ?’Wﬁf& = Grignard X7 Feedh B 3 E (%)
EX. FIE.
147 <>NTS MeMgBr CCNHZ,HC, 19
148 CDNTS EtMgBr C(N;Hm 56
49 n-PriMgBr C(\/ 70
1 <>NTS 9 N HO!
150 C[;NTS PrvgC CH\ 41
“NHpHC
151 @NTS BnMgCl C(_Q 61
“NHpHCl
152 CDNTS MeMgBr CINHZ'HO 61
O NTs EtMgBr (I?;z%" o8
153
(}NTS n-PrMgBr O;:;Cl 80
154

[1815]
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)
ONTS i-PrMgBr 7
155 "' NHyHCl
[::I;NTS
BnMgCl : 79
156 ""NHyHCI
156.1
> oo 9 2
166.2 MgBr 49
o 0
) HzN H
156.3 LO 61
TsN BrMg
156.4 = e 57
A BrMg HN
TsN
156.5 [ /O 64
Mg8r
TsN HoN
L[ 2Lo]”
A MgBr ?
TSNA HoN
156.7 g /Q § /O 45
. MgBr :
TsNA TRV

[1816]
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156.8 5 _ 23
TSNA /.\/O
HN

BrMg

156.9 & /O /L/D 40
MaBr
TsN HoN
156.10 & /O /k/O 15
TsN BrMg Hat

[1817] £ SLf] 156. 11

[1818]
—-—--—_.—> ; J! % HO\/IL f/

"

CIH.H,N
FHIE A ?r#ivﬁ& B
$H®C THB
@ ¢
CHHN — %— CHHN 2
AR A AR B

[1819] DIEA

[1820] 4% St 148 1IF% (118mg) ¥ CH,C1, (10m1) ¥ A = 2% (120ul) | R- Ji
BkIR (164mg) \DCC(213mg) F DMAP (8. 8mg) , $i+: 40h. JR-EGWH — R P ehke, AL
By, IR T5e, ik vk, Jos ik R W FH 25 AR (42 4l (Hex/EtOAc 4 1)
AT 1A (A, 86mg, 45% ) (B,90mg,48% )

[1821] LI B

[1822] DL 5444k B(90mg) (¥ —REkt (Gml) ¥ A 6M H,S0,(5ml) o ¥ S N 4% 0 #A
£ 80°CI K. A 2M NaOH #ifb e N, FH SR ARE . LK JE H /K Beisk, B B+
W, IR, FLERAR . A TRARYIAE AN HCL/ ZRESE P A, 30min, LA IKAE, 76 ELOH/ Lk
45 3RS 55mg P (98% ) o

[1823] LI C

[1824]  FZfRLL FIDER B (77240 e fa Ak A (86mg) S WA 2| i #h

[1825] il 2¢ Sz jififs1] 156. 12
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[1826]

YQ ~—>Hor©

O
[1827] M & st 2 00K B 7 vEIR JZEZMM%%%A%
[1828] il £& S jtifs] 156. 13

[1829]

©:NH2 NH,

NH, C ;NHSOZCHg

[1830] 7F 0°C,1,2- % & (1.5g) ¥ CH,C1,(30ml) ¥y Hin A TEA (2. 91ml) , 4R J& i b
MeS0,C1 (1. 07ml) o HVREWT R W, Bk . A IM HCL, 435545 2 F Il & NaOH #%
KIZVEFE pH = 11, FH & PR, 3N HCL th ARgAL 07K 2, B S 2= B, FHRR
RN T4, ik UE, BRIk 41 2 1. 8g ) (T1% ) o
[1831] il 25 S jifs] 156. 1

[1832]
NH, NH,
L, — (X
NH “NHSO,Ph
[1833]  f& i £ 5L Mt 156. 13 MY 7545 LA FAL &4, (248 A PhSO,ClL
[1834] il & S jids] 156. 15
[1835]

—
¢ NO, ¢ NH
N"’NH N"‘NH
[1836]  f M2 SLtats) 2 2038 B R VA IR &)
[1837] i £& LT 156. 16

[1838]
TRA FEB
O NH, NH,

O NHz O NH,

[1839] VIR A

[1840] & HE | 2 S o] 2 DR A 1 5 vEAF LA L AR (410mg) (J. MedChem. 1996, 34,
4654, AFFW AT 5| HE G RIA L) RN 380mg PR (80% ) o

[1841] IR B

[1842] 4% WA il 4% SE 9] 2 2538 B 14 7 VA L B W% (200mg) S N 3K 45 170mg iR 4
(100% ) »
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[1843] £ SCJfs] 156. 17

[1844]
FRA IHB s " s
O Q*C) WA
(18451 FLIEA
[1846]  7EZ53R T, B (500mg) (K1 BLOH/ 7K (3 ¢ 1,dml) B AL iR MR Eh (214mg) ,
RGN NaOH 73 AE 5B A AR 5E 4, BELFL A 1 é@f% IEI R

BE YA 0°C, A 3N HCL Ab#E, Al & e M. Eh/Kvkig, F IR W%J;m g, &
FURGE1SF] 500me 774 (92% ) .

[1847] LIEB

[1848]  fE 0°C, JI5 (300mg) Y THF (5ml) V&g & & N A LiAlH, (266mg) o {12 i HtHEAE
KAWL 14h, SR 5 01T Sho BRIV EIE 0°C, 7K 2M NaOH /K FI Z BN S S 47 o i it
T B EIR A Y. SRR 3N HCL 43, A HIKE S 0°C, H NaOH FURimgAY,, F Z kA<
. OWFZE MR ET 5, i uk, B ik45 3434 (143mg,69% ) .

[1849] il &S 136. 18

[1850]
O % B
FTEA \/u\ Me
H,CO / — -

HsCO CO,H 3 N
3 N~ 2 \

OMe

v S FRC S
H,CO / ——Y— H3CO ( ]

[18511 FLIEA
[1852] FISJEZ M (14mL) 19 CH,CL, (120mL) Y& AE VK K VA #1, ¥4 H FH DMF (0. 9mL) A1
LB (21mL) AbEE . FE S\ B )E , BT IRGHR G, EOHE T CH,CL, (120mL) o A
N- B3 -N- E % (209) , fEHIMBFHR G . o8, AR5 2 Rk Z (21g,
89% ).
[18531 FLIEB
[1854]  7£-78°C, LA B/l (260mg) [ THF (5ml) ¥ AN 2— BEWy FLAESS W (1M THF %%
W5 2. 15ml) o 7E -T8CHEFEA 2h, F 22 —20°CHiHt: 2he R R @A K, ] =5
FRRE A HL, F 3K pkis, B RN T8, i 8, E5 k413 31 250mg 74 (82% ) .
[1855] IR C
[1856] LA L1 (250mg) 24 R & SLhifs) 156. 17 LB A 1B (1) 775 RNV 3R1S 176mg fi%
(79% ) »
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[1857] il & 5L jf5] 156. 19

[1858]
OH NH,
s THA s ZHEB, S
O () )
ct Cl Cl

[1859] CIEA

[1860] 7 -10°C,3— &MEWy (1. 16ml) LB (20ml) ¥ P I n—BuLi (2. 5M CRE#s i,
5ml) o 7E —10CHFEFE 20min J7, WA EE (0. 82ml) I LBE (20ml) ¥, i HEZE A2
Fie SN AR RA B K, ] S AR, FH R KRR, AR IR T8, i ok, |1
WAi1F 2 1. 37g 7)) (62% )

(18611 DIEB

[1862] LA b B8 A (R )4 S 9] 75. 75 LI B 1 C [R5V RN AR BT T e
[1863] il £ S jids] 156. 20

[1864]

NH,

FEA S &%C S
SBr % ~ )

[1865] ih_

[1866] 7E0°C,{E 20min PN W] EE4: )8 (360mg) 11 THF (15ml) ¥y hn 2— YR WEWY (1. 45ml)
[¥) THF (10m1) ¥ WHTT R 3h, A EI R 0°C, AEH 2R MH N E LN (1g) ML
Bk (30ml) ¥, tﬁ:ﬁi%iﬂ%,ﬁﬁéﬁﬁo BN 3M HCL, FH &R Revki . 7K JZ FH NaOH it
Rt A, F CIEAEL, PR R AN T, 198, FL A5 iR 4A15 21 625mg =4 (68% ) .

[18671 LIEB

[1868] 4% I il 4% S A6 156. 17 sHH8 A 175V R AR B I S 05

[1869] IR C

[1870] LA b [ i 42 e il 4% St 156. 17 558 B (77 V5 I RV 15 3 BT 35 iz o

[18711 il 25 jfh] 156. 21

[1872]

O o]
0 N £ %A H3C\N Oy &%B, \/H\C/N
woo L4 \_/

[1873] %

305



ON 1720240 B WO B 959/396 1

[1874]  7E 0 °C, CH,ONHCH,. HC1 (780mg) FH I 5 (1g) [ CHCL, ¥ & ™ Jn A Jg 7K ik e
(1. 35ml1) RIFAEMIATR W BT 21, Bidib s, B IM HCL A A, 4 B A
HUZ, H Eh K e, RO ER AN T058, b uE, Bk 4i13 3 1g 721 (85% ) o

(18751 UIEB

[1876]  {E -78°C, BtI(614ul) I L WF (5ml) ¥ A %5 b t-Buli (1. 7™ [ B % 7, 9ml)
BRA W 2 S 1h, B E 2 -78°C, AR A W% (1g) 1 THE (4ml) ¥, ik H Tt 2
0°C 2h. ¥ IM HCL MO RN, FH SR e A0, FH 3ok ks, FR RN T8, i 8, FL5K
132 500mg ;=4 (63% ) o

[1877] I C

[1878]  7E 0°C,H (800mg) ffj THF/ 7K (10 : 1,20ml) ¥ & & MAMEAE (363mg)
16 OCHFEE R 2h e EFIRGHR G W, B ik RY¥S T CH,CL,, H IN NaOH A1 #h /K ¥,
RN T4, ik 9B, Br k419 31 560mg ) (69% )

[1879] & D

[1880] LA - di HE il & St 75. 75 S0 BR B A C 7L R NAF BIE (176mg,59% ) o
[1881] il £& S jifsl] 156. 22

[1882]
o)
A/CN TRA %
R o
%

+ &K B

[1883] LIEA

[1884] FRNFEEZME (12mmol) A Z M (50mL) WAL 0°C A PhMgBr (14mmol) AbF, £F 0°C
PFEREY) 2h, ARG E SRR . A ERER (3M) , 7EH: 12h J5, iR G H A F i 4
H, FH #oKpki, B RN T8, i 08, B4t 2P 7700 (1. 34g,70% )

[1885] LIEB

[1886]  fi il £ St 156. 20 2R B F C (K754 P i i o

[1887] il 2& S jifh] 156. 23

[1888]

T

[1889] %M WO 98/11064 ( AN AWt 585G 2 A S ) ks L Lk,
[1890] |24 SE 5] 157
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[1891]

H FTEA SEB
NO; ————» H NO, —_——

O NH O NHSO,Me
' | TR
} C '
AN NO; ———>  _N s
O  NHSOMe 5 lisoms

[1892] EIBA

[1893]  f CLANFRER (J. Med. Chem. 1996, 39, 4654-4666, SCHR 2y JT P 2% T it 51 1 45 & 3 A
3C) BT L] 112 A AR AT, T RAE S T

[1894] LIEB

[1895]  faMdihil a6 Lt 2 S0 R A HO2RATS 25, (R AT — G M L 2D 3R A (K4 S50 m]
L& BTt =40 o

[1896] LIEC

[1897) Ml # Lt 2 S0 R B R92RAT5 ¥, (HR AT L 22 3R B IR Ak & W m] LA % B
T/ E

[1898] il 4 SKjiifsl 158

[1899]
1 ,
: L
NO»2 T - \'r NHa»
O NHp O  NHSO,CFj
[1900] 4% Ml & St 5] 157 AL BR A-C [ZRAL 75, AR A FH L F DR A I =9 AP T
FURT LA 28 BT a5 7 4

[1901] £ SEHEf] 500. 1

[1902]
\N FHRA O\ THEB \
- N N /N\r@
NO, | NO, | NH,
O oH N oH N OH

[1903] ZIEA

[1904] A FH i 25 sl ) 13. 3 0 B A B g % - Bk %, 7% B TetrahedronLett. , 2000,
41(11), 1677-1680 ( > HIN ZEE IE 5 | H 456 BIASC ) A4S T7 70T LA B w7 (R IR
ghH .

[1905] JDIKB

[1906]  {f FHBIR A F=4 LA R il 26 SE s 2 S5 BR B (1 5%, n LISRIS AT T 1% - ik

[1907] ikl £ SLids] 500. 2

[1908]
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[1909]
[1910]

O OMe /N OMS

\ B C \
N ~N

- | NH

f NO, 2
N OH
/N OH S
VIR A

5 AT CL N 7 1%, A 1l 2 S 13. 3 25 8RB KA — BEHZ KU POCT, \MeNI,

KR AL &

[1911]
[1912]
[1913]
[1914]
[1915]
[1916]

[1917]
[1918]

JJ:EEX

F IR S 13, 3 D BR B i BUE IR A ] USRI T L &4
gﬁ?

% 08 B P4 A 46 S i) 2 U8 B [ T VSR8 T S .

il 24 S 1 500. 3

ol
o al
TRA YR B |
c —p
cl o) I
OH ! O OH
cl
SR C | $HD |
- b NH,
""*‘ﬁ NO, ﬁ OH
O OH
SR A

$%#8 7h. Obshch. Khim. ,27,1957,754, 757 ( AN BB LS HESRNA T ) N4

ISR ¥, (B AL ] 2, 4- ZSUORMY A — LR B S AR r e AL &4

[1919]
[1920]

%“H”J Organomet. Chem. ;317,1986, 11-22( AN AFBL I HE SR A ) 1124

U HEY .

[1921]
[1922]

?“H”J Amer. Chem. Soc. ,77,1955,6221 ( AW AB LG HE S BA L) N EHI1

REUTESRRIT RS0

[1923]

IR D
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[1924] %M J. Me. Chem. , 27,1984, 654-659 ( 2T AE L 5|45 5 BIA ) A2
TIESAR T T E Y .

[1925]  fiE ik il 2 St ] 500. 4

[1926]
Cl Cl Cl
MeO-——lﬁ —‘—ﬁ
OH O OH 0o OH
$¥% C % BED l
|©\ —P NH,
— NO, O OH
o OH

[19271 ZDIEA

[1928]  #%4 M Phosphorous, Sulfur Silicon Relat.Elem. ;EN;61,12,1991,119-129( 2
FWAEBEE TGRS NHRIERRITE 2B 4- FRMm kG FH a9,
[1929] ZDIEB

[1930]  #%/M Phosphorous, Sulfur SiliconRelat.Elem. ;EN;61,12,1991,119-129 ( A FF
WAL 5456 2430 ) SRBUT5E, (H AR AT MeMgBr 4 T Tk &4

(19311 DI C

[1932] %M J. Amer. Chem. Soc. ,77,1955,6221 ( AT N AEBIL 54 SRR ) H4HI
FATTESAF R & -

(19331 ZDIED

[1934]  $%J% J. Med. Chem. , 27, 1984, 654-659 ( /A JF A 2Rl I 51 45 & BIA ) A4tk
TR FZAE D

[1935] il 2& St f51] 500. 5

[1936]

NH,

0

XKH X\
[1937] %M J. Org. Chem. 1998,63,2824-2828 ( A & E 5| HEE S FIA L) N4EHR
U5, (H AT CH,CCMgBr 1] 3545 i f5 AL &40 o

[1938] i £& L] 500. 6
[1939]
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i M P
S S S
Q FEA ozN-Q $EB OZN’Q
O\ HO

N
Y& C
S 3 S
o»w%l $EE oZN/%J\ H%E D ON{J\
CO,H Br e O2N"T{
MeQ MeQ wd Br
FHEEF
S | 3 S—.
N LV W%Jﬁr’i“\
MeO ¢ HO o : o J
[1940] JDIEA
[1041] 54 SEHEGL 13, 1 S8 B I 73k, I 3 FRUHEMES ST DURABT =40
[1942] JLIEB
[1943]  AFHIZDER A = LL Sl o8 SEitids) 13. 19 sPIR E (515, I A3 A &4 o
[1944] FLIEC
[1945] A 1B 38 B P4 A £ Sife] 13. 29 538 D 73, 7] LU T E4L &4
[1946] LIED
[1947] {2508 C P= i &6 St 13. 3 IR B W57k, I3k T R &4 .
[1948] IRE
[1940] 42 HEARHESCHR TV, 45 T8 CH B D P # A n-BuLi {& THF F A2, A CO, J¥ Kt
RIS T, KA S n] -3 T AL &9 .
[1950] IEF
[1951]  {F B3R E P4 A 4 S fe) 13. 19 $538 C 171, 7] LLER I T FA &40
[1952] G
[1953] {00 F P~ R & S 13. 19 sBIR B W77k, Al 3-8 T i AL &4
[1954] IFH
[1955]  AFHIZPER G WA & SEhfs] 2 2% B (7715, Al A3 A &4 o
[1956] il £ SEifs)] 500. 7
[1957]
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S~ yEA_ SN smp SN
\ \ > \ —_—  \\ \
COH CO,Me CO,H
iﬁ%c
§ /N9 S
Ox | =N 0
<5\ )< TR D
HdﬂgfLW)Lo ‘ N )LwLi
o_ I
\ H
jﬁ%E

i

o |

HoN NH
HO

[1958] JLERA

[1950]  $2 MR 45 St ] 13. 3 30 B8 B (92848005 ¥, 1H /248 i Bioorg. Med. Chem. Lett. 6 (9),
1996, 1043 ( AFF W AIEL I 455 2R ) BIFRIEBR W] A3 T 7 PAENEY) .

[1960] LIEB

(19611 4% MR & St 9] 13. 19 sPUR B RMAT7 %, (H2 il F L EBBR A 7)) 343 I /5
WEY o

[1962] LI C

[1963] %M Synth. Commun. 1980, 10, p. 107 ( AFF WA 5| HE & RIASL) KZELLTT
o ABRATH L P58 B (=BT BE R A T a5 ) o

[1964] LD

[1965] %M Sythesis, 1986, 1031 ( AFF WA BT HE G RIA ) BRIV, (HA2AfE
HEL B C =y n] 3543 i s B e AL 540 o

[1966] CIEE

[1967] 4% MR & SEE ] 13. 19 PR E WZRUT7 %, H2 A L FP 3R D P m] 3543 i s
e

[1968] i £& St 500. 8
[1969]
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[1970]
[1971]
[1972]
[1973]
[1974]
[1975]
[1976]

[1977]

\ﬁm
{
—Z
ITr—2Z
>:O
e
&
h
(N
Y
/
ey
AN
)}
~ 7/
=z
-
X

o) o) N
N | I_Ii
TR B NP s
Do ANV \hJ
T \ /
HO NH,
SR A

K seaitify] 1125 3R C = H] BuLi (2. 2eq.) Y THF ¥ VRALHE,

SRIGHIN, N- R SRR S (L. Lleq. ) ZEK R PIRAY, 7l AT T T &4«
KB

SR A PR % SE ) 500. 7 2558 B 7%, AT RS AL A .

] 8% S ] 500. 9

O\ AN
1 $E C
s \ YIRE (& S i S
: Ox O
\Q\Br N/S\Q\ $%E D N/S\%J
o\ \ o \
JIEF

IR A
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[1978]  7E -78°C,3- A ZEMEY (3g) M S F &t (175mL) ¥ -H i m&UiE 2 (8. 5mL)
1E -8 CHFHRE AW 15min, 78 SV, 1. 5ho R, BRSO BN FE UK, F S Pk
AEL . AEHUR KPR, AR EE T8, it 1- De~F eI 8 . B IR G S8 VRS B
e EY 4. 2g).

[1979] UIEB

[1980] LA FIPIRA =) (4. 5g) ¥ T &kt (140mL) , MK MA =2 (8. 8mL) \ =&
fi /THF (2M, 21mL) » 7EZRBFEITAR AR . IREWH K BRTRREE (aq) Flik
KV, FITRER AN T, @it (- ek fc it i€, IR IR R TR &4 (4. 4g) .

[1981] I C

[1982] LA EBIRB ™) (4.3g) ¥ T A F 4t (126mL), A HI 2 -78°C. A =R
B (L OM S P Reis v, 24. 3ml) o BEFERAY 4h, [FIRHERE N -8 C A2 THE 10°C.
NI 3B Z, KJEH R P & I A HLZE AR #h /K Ve, TR BR B8,
g, BRI YE1R R 3. 96g TR - (LAY,

[1983] ZIED

[1984] 4 LL EEER C =4 (3.96g) % T 125mL — & 4%, MR NN TR TR 1 (6. 6g) IR
(2mL) o fEEIRBEFRGY) 5h, H 100mL H0 #FK . F 0. 5N fAL S KA K MRS )i
T8 pH ~ 5, F R A . AU A Bk e, R RN T, il ek e sl k. BT
IRARVEWIRTT 4. 2 FT TR IRAC - L&D

[1985] JDIRE

[1986] IR D 4 (4. 2g) T 100mL AR, KM BRIR SR (10g) B AL (9ml) o H4
REWIESL AR 3. bhe (EA IR =G, W ki R yEREY) . ARG IEH S
A ETRARY), P A e el (=@Mt - Cbt (1 ¢ Lv/v) BEl) 153 2. 7g r i
7=

(19871 FIEF

[1988]  f2 il & SLiifs) 13. 19 SPIR D RIZRUIT VIR E 724 (2. Tg) b 4 o 75 W iz
AW (3g) o

[1989] ZIEG

[1990] B BR F W4 (3g) ¥ T 80mL — A 4%, BRI —78°C. N = BALAN %
(1. OM 5 R, 9. 2ml) « M —78°C 2 5°CHIHHR S 4. 25h, I H,0(50mL) , 73 B5 %
2o KIEHZE PR . & IFANUEMAERE, HEKDEG, W41 AR R Y . kR
YIS T somL HEE, SEEIREN (1. 5g) MR ERIREL (0. 95¢) TR+ 2h, KRS WM
LEALEN (1.OM aqg,50mL) F1ZEE (100mL) WIKMREYF. SEWE. KIZH OB
e EIH CBEYEEOB ] 0,0 ZEE— R, AR, & PR — ik, 3. oM A
0. 5M FULE /KB T 2 pH ~ 6, H S P Hi 2 Mo & IH-ANAROR, H ERAKUEG:, B
BT, ARG R 1. 28 Tl &9

[1991] |25 j {51 600

[1992]

313



ON 1720240 B WO B 267/396 T

S

FB A Ph $mp  EoO
£ S 1 B EtO \\ = \\
\ABr > N™>pp > z NH,
MeO
$HC i
S ph HHED S
HO \_ HO \
N, T ] Y ONH,
© Meo MeO
[1993] IEA

Lum

[1994]  F2 MRS 4% SE i 9] 13. 19 B IR D {7k, I 2 A IR AREE (1. 0g) i 4% YU fii 35 1
1. 1g(79% ) FEE A,

[1995] CIEB

[1996] IR A =4 (0.6g) 4% W HI & Sl 13,19 $0 B8 B (1 )y vk I N 13 B BE 7= 4
0.19g(64% ) .

[1997] IR C

[1998] IR B =4 (1. 0g) 4% A& S 13. 19 S0 BR B 18 )5 v [ M 453 31 2 €8 [ AR IR
0.9g(94% ).

[1999] ZIED

[2000] BB C =4 (0. 35g) $2HaH] 4 ST 13. 19 35IR E 15 0 i 3 45 31 ¢ [ A 3
% 0. 167g(93% ) .

[2001] il & St {51 601

[2002]
[2003] FIEA

[2004] 7 -78°C,2- AR (1. 72g) M LBEASW M Buli (8. 38mL) , 7E =i H: 0. 5

/J\Eﬁo W N E YR IRAHI R -T8°C, NN ZEEERE 1 1K, 7E T8 CHiH: 2h, ZIETF 2=
o FESIRBIFE R NTRAY) 3h, IR S AL R K o FRE WA TR K

iijﬁ'ﬁz% F ARG BN T4 o b, o 25 W01 BRI , 47 A A G i 43R 13 vk s 6

TR 3. 0g(87% ) o

[2005] JDIEDB

[2006]  7£0°C, LA A (R (1. 0g> f¥) THF (5. OmL) ¥ 735 i R— B FEE Y A 2% e

(1. 2ML, IM 2R ) » ARG N6 — AR R 9 (1. 85mL, 2M THF ¥ ) » 7E0°C

PiFE R NARG ) 30min, 78 EWAHE Lhe Hfi}j/m%%%ﬂ%io ‘C, /NI MeOH, $1TR

) 20min, JEEIRAR SRRV H CBEAEL, FZKIM HCL (10mL) AR EREEH (10. Omol)

IKFIERKYESR o AHLZ P TCKBR IR BT, 13, R R RIS BRI, R L A AR (21 4
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ARG Al ) T TR EE 0. 91g(91% ) »
[2007] i £&SEgEf] 601. A
[2008]

B
AD o re L3R

[2009] LIEA

[2010]  f2 il & S iAs] 601 7732, AH A FH A IR BRI AR N ZE e (AR bRt 7
ERE ) AT A T AR R

[2011] ZDIEB

[2012] A& SEHEG] 13. 25 1 535, (H2 B AUE FH CL_E DR A (W EE P3R4 L
[2013] il £ S jfifs] 601. B

[2014]

’%‘\) A yEA
0 Me0”

[2015] FIEA

[2016] %Ml 48 SEHE5] 601. A 7532, (HAR A 4— S A JEMR AR A 5 FR SR ] 3R 15
VR

[2017] CIEB

[2018] ?‘“H”%J%*Eﬁfﬁﬂ 13. 25 W76, (R B AE F DL B 2D B8 A B, v SR A5 PR R o
[2019] [ 1l 602

[2020]
0] 0
o) - 0 0)
0
FHEB i

/[ \

(0)

OH

oR

[2021] DIEA

[2022]  F 2- FEMEARE (1. 0g) FIBRHET (2. 6g) HISEEE/RIEAHS SnCl, (0. 05mL) JRA
100°C It 3ho fEVE AN R MIRE WG, IMAZK (10mL) , SR )5 DI LAk R 4k az&ﬁié{ﬁﬁﬂz
Yo RVIREWH CBEAERULIK, & FF 8 LB Z K 3K YEss, -G Km BRI T4. duk,
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Fa 22 V5 BIPRH T A , o HC P e g € i 4 3R A 8 A WP IR B 0. 9 (43% ) o

[2023] CIEB

[2024]  F W& SZiEH) 601 (IR TT VE 3R G b il ,

[2025] 188 S5 603

[2026]
F
D e —— L)
cHo B

O O

FF

|

OH

[2027]  5- FAZEMRNE —2- % (1. 0g) 13- ¥R -3, 3—- A (2. 24g) f¥) DMF (30mL) ¥
TNy (1. 66g) FIMULE (50. Omg) o FiHt S NVIR A Wit 4, F KM RE, H G EL . LTk
Ja K BhoK s, RIS (4 4 SR AF Al T 2. 88 (92% ) o

[2028] il 2 S jii 51 603A F 603D

[2029] i il & SE ) 64 ()53, 3R A B = SRR WL AT 3RS T 3R B e ' 4
Ty

[2030]

316



ON 1720240 B WO B 270/396 7T
Prep. B RILB H A4 4
Ex.
603A N

9 - iPrLi ]
H -“a HZN / O
// HN  OH Va4
(B R 5251
1004B)
6038 tBuLi
A ~-
H =, B
)58 S N
/
("N
N
/N\) Q
N
Ve
603C tBulLi
. o) w_// -\ﬁ/
W H,N"  TOH HzN“%
\N\ \~N\A
603D
0 \[ tBuli 7
H Q y HoN Q
/‘% HszOH f p
(B A et
1004B)

[2031]
[2032]
[2033]

] 2 S 4] 604611

2 HE | 2 S A 13. 25 8% 601 [IZRA T V44 LL T i,
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e k| FeTRA ¥ e
X
604 ﬂ CHO
. 5 %"‘/ HO / s) 86%
Y/
F
F
605 I\ . 69%
/4-0) )\COOEt HO /
Vs
| %/ /
b \
606 / \ 0O OMe HO O 84%
0 |,

[2034]
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/
Z/ \) N
© 5 bue HO 0 82%
607 I V7,
3 F
2/ \) )\cooa
o) HO 0
608 / y/, 60%
* F F’
2/ \5 /\\COOEt
609 O HO 0
) Vs
65%
- F
& /@ )%// F
10 o) N,
OMe HO 0
O /
Y/ 82%
- OHC_CF3 HO l 0 80%
611 V7
[2035] il o8 St 5] 620-631

[2036]
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Prep Ex i3 iy W R Y%,
CF, CFs
HO / Q HoN Q
620 P | )
28
621 HO f Q HN o)
Y l 58

[2037]

L/

622 HO o HoN ' s}
=

O

HO 0 HoN

623 [, [, 81
F
F
H,N o
624 / 4;*‘* 82
P i
i
. O/ o T
625 45
[ > A
7
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\ HO 0 H,N 0
626 [ [ 57
HO 0 HoN 0 58
627 [, [,
F
F
l 654
[2038] F
629 HO 0
! P 53
F
630 HO O
| ) 50
F
e\
HO 0
631 | 82%

[2039] il 2& S 1001
[2040]
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/@\ FEA S B
FaC OMe FiC oMe . FC OMe

COzH coct CONMe,
FH]C
B’I:[NOZ rEE No2  ¥®D &
CONMe, Fac CONSQ”G FsC: ; “OMe
2 CONMe;,
S, F NH
FiC oH HBr
CONMes

[2041] DIEA

[2042] ¥ & WS (3mL, 34. 27mmol) ¥ MNE 2- F4E 6-( =P E) AFK (1. 5g,

6. 81mmol) ( #Z M CLAIJT VA 4%, 22 0L EP0897904B1) N, N- — AL At (0. 3mL) A1 5

Ft (40mL) FKIVR-EH, RIS 7R 200 N Hde . Bkt NV TR G . 28 RESHIANE & 2 B

FLE TR B AR 2- FASE -6 ( =3 P 2L ) AP BES, ERATH LT e,

[2043] JDIEB

[2044] LA DR A ) 2- A4S -6 ( =9 AL ) AR AMEE (£ 6. 8lmmol) Y S ¢

(20mL) ¥V INE) 4- (R FEEIE) b (42mg, 0. 34mmol) « = Z.J% (2. 8mL, 20. 09mmo1) FiI

2M — s i e DU SRR (TmL, 14mmol) AT S0 A e (30mL) Fh VRS, [RIIN 72 2530 T B

o BRI NIR AR I R P RAK R A .. B AN, B IN HCL 33

TR PR AN TR R, Wi o TR AL (R4l ( LR AER © TF 3 ¢ 1v/v) 17

Bl A (1. 24g, A PIRLEBCR 74% ) .

[2045] DIEC

[2046] ¥ UL b 5 BB B [ BE % (1. 8g,7. 28mmol) « PU & 4L 5% (25mL) F1 2k ¥ (305mg,

5. 46mmol) TR GW)VAEHIE 0°Co FEHLHE MR (0. 94mL, 18. 34mmol) o MIASEHEJS, 4E

FIRBFER AW 1h, 7 50°CHiHE 3he A ENR AW 2=, H &P Hitaks, 12 WA 10%

NaHSO, V¥ o 7R3 0. 5h J, 4 A HLZ, Wk 4if3 2 O (A B 444 (2. 26g,95% )

[2047] D

[2048]  7EOCHiFE T, Hikhile (10mL) %N 2% 228 C IR4LY) (600mg, 1. 84mmol) f¥J5E

o SXJE I INANER (0. 2mL, 4. 76mmol) \KBRIR (0. 3mL) HIREM. MASEEE G, 76 =+

TREW 3he BIREWIMAVKIK, F 15% NaOH i M 2 pH 7, H Z & PGB W4aAa bl

EERAGEEY (621ng,91% ). mp 92°C,m/e 371 (MH) .

[2049] JDIRE

[2050] HZIED AW (1. 2g,3. 23mmol) ) & LE (BOmL) ¥V &2 -75°C. {Ei+

TGN 1M BBr, [ AU AEEE (7. 5mL, 7. 5mmol) o 7E —75 CHLFHIRA Y 2h. RSN
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AVKIK . fEZIRBEFE 0. 5h 5, IREYH SR LA WA5G VA, B W) AL (i fe 4l
ZEPRE - FEE9 L Lv/v) 1SR EE A (105g,91% ). m/e 357 (MH) .

[2051] DIRFE

[2052] UL FAEBRE A4 (1.08g, 3. 02mmol) \ AT (30mL) 1 10% Pd—C(250mg) [K]R

G AE 50psi =il T &ML 6he TEid Celite ZidyEIRA Y WRAGIEWAT BIVR T 4 b A bR dt

WA (930mg,96% ). mpl32°C, m/e 249,

[2053] il 2 St {51 1002

[2054]

S

S S
Br Ho' br \

s, s
Ph Ph
A

[2055] DI A
[2056]  3— JRWEWY (3.8mL) fJ¥A (-70°C ) LWk (45mL FE/K ) Wi N Buli (30mL 1. 6M
TR » £ —T0° CHEFHIR G 20min. 75 —70°C JHiHE NN SBEAS (4. 6mL) ¥ LM (6mL)
Wil 1 3h )&, VRS T2 =0, M sat. NH,Cl (aq) , VRS H S5, B HUAH R
FREH T4 SL KRGS BIbR 8L G4, 720 3R B B HAE 1 e 77 R4 4l

[20571 LB

[2058]  # LA DU A KU SR (0. 375g) —HAE 70°C L FHiHE 3h, SRG A HI&
Fi, H OBEREL . A WA T8, B2 WRGG1S 2 Yk s ik (5. 7g, DI A-B
78% ).

[2059] I C

[2060] FH & FHE (30mL) Rkt HA S =R PR (6nl) KL FAEE B 724 (4. 2¢9)
M TFA (3mL) ) &% (7. 5ml) ¥ 7623 HE 10min J5, 8 WR46TR G193 2000
AR (4.612,80% ) o

[2061] LD

[2062] DL B ERCHJBEWy =4 (1.5g) [ &Mk (3.5mL JE7K ) ¥ i A BuLi (3. 2mL
2. 5M) » KR AW RIS A 15min, Y4122 535, 10 DMF (0. 8mL) [ Z 8k (3. 5mL) ¥ . 7E8
FE 30min &7, A sat. NH,CI (aq) , VRS Y CBRZEEL . A HUAH G EREN T8, LS IRGE 15 2
P& (1.718,98% ) o

[2063] il & S5 1003

[2064]
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M FTEA iﬂ ] FIRB M j
Me0,C

MeO,C HOLC

0 0 o o] FHC
N A
0 0

[2065] 2E§§§A

[2066] K% (0.50g) 52 (ImL) . ZE (40mL) F1 pTSA —/K&4) (30mg) V&4, 1ERI T
Dbk 20h, AEIZEEUE, I EtOAc 1 sat. NaHCO, (aq) WS, 70 85 B HIAH, LA WG, TE AR
O34l (EtOAc-Hex, 1 : 4) 133 LA A (60mg)

[2067] 425%2_

[2068] K5LL EILIRA P74 (0.607g) 5 IN NaOH(aq) 7E 45 CHEHERIAL, RIGAEI 2=,
F 3N HC1 B4k, AT EtOAc 2500, FFh/K PR, BAa5ilk4iiRAg [ 4 (5. 0g)

[2069] I C

[2070] 4% JE TR & S 1 FISRALLTT V2%, (ER A AT LA 2B 3R B iy~ A

[2071] PRI THE W (M) 3R4974) (1. 21 FLHIH )

[2072] JDIED

[2073]  ¥DUR C =& THF, 5 0. 3N HCL (aq) $ithk, fE SIS, 4he FLUFIRGATAT IR
TR (1. 1g,67% )

[2074] il 4% S ] 1004

[2075]
0 OH 0 (0]
coH_UHA F;’A FRB
? \ / i | / ”
MeO
[2076] %

[2077] Eﬁsa;@éz;g;cujguﬁ —2- IR (1g) BvA (-78°C ) ¥ MA DIBAL (30mL, IM THF %§
W) o TEHEFE 20min Ji5, iVR AT 2=, Hidk 4h, RGN sat. NH,CI (ag) (35mL) H. 7E
FIRBEFE 20min J5, N 6MHCL (aq) , V&AW H EtOAc ZHL, THEEANUAH, X5 E a5 ilk4i. it
M EEREAL (BEtOAc— Tk, 3 ¢ 7) 13 BIELR & (0. 48,97% ) .

[2078] LB

[2079]  A4LL FAPERA =4 (0. 9g) EtOAc (50mL) F1MnO, (5. 2g) WIVRA WAL =B+ 22h,
NG UE, FRIRYE  F BA T HTES T ECOAC (B0mL) 5 A MO, (5. 2g) » B H-R G4 4h. it
U, WA, FERRLEAY (EtOAc— Ok, 1 3) 1R3IFE Ak 8454 0.60g,67% ) .

[2080] il 2& S jitif5] 1004A

[2081]
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o]
FRA
0_ ,NO, HsCO
Haco/U\U > H3CO :
‘F% C /\E%' )kt%‘

[2082] CIEA

[2083] bﬁﬁ%THﬁﬂTﬂﬁ%ﬁﬂ (2. 5g) [ HMPA (20m1) ¥ in 2- iHZE A %E (2ml) o 7E

smin 7, ¥ 5— A5 —2— BEEE S (3. 2g) [ HMPA (8ml) ¥V M NI G, Bt 16h. I

K, KRG EtOAc 2. EtOAc JZ /KPR, R BB T4, ik v, Br k4. F 9

AR EIER AL (Hex/EtOAc,6 & 1) 3RS 3.6 774 (90% ) .

[2084] IEB

[2085] JLHE A P74 (3.6g) WIFFZE (16ml) ¥ IO =T EEMAS (5. 4ml) , RGO

ATBN (555mg) » KRG INFAE 85°C 3. 5ho EVAHIJG , F VR APl i P b (a3 73 25 (Hex/

EtOAc,7 : 1) 3K 2. 06g 7= (73% ).

[2086] I C

[2087] 7EO°C, B B ™4 (2. 05g) I THF (60ml) ¥ M A LAH % (IM SRR

12. 8ml) . E%mﬁ#&}j% 30mine HIAZKFL IM NaOH H 2IJE UTHE  FH EtOAc #ikE, it

30min, PR il I AL GRS IRAEA HLIEAT B 1. 56g 771 (93% ) o

[2088] JDIED

[2089]  BIE C 74 (2. 15g) [ CH,CL, (100m1) ¥ M Dess-Martin 4 4L7 (7. 26g)

) CH,C1, (45m1) ¥, Bt 30min. VEAYH LWk (200ml) #ke. HAHLZH IN NaOH, ZKFH
EhAKPEES DL BR BT, ok v, s Wk 41T 23RN [E 1k o 7= CBEAENL, 198 . MU

TP 5 H A3 A, PO, LIRS RS 2 2. 19g 7.

[2090] il £ SZji 5] 1004B

[2091]
2
O & %%A
[2092] /I:%I

[2093]  7E %9 65— VR —2- WR g B R (15g) 11 CH,CL, (275ml) B EF W+ A & — B &
(6. 9m1) , AR JG IMAAEAL & N, N = R FEFFEERZ (0. 3ml) o HiPEIE-S4 Lh, I\ EtOH (20m1)
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HUTEA (22m1) , SR JG R HE A . FURIRATIR G, HI CRE N Ok /CH,CL, ZEH. FLA5 k425
BURARSIMARY) (17.2¢,93% ) .

[2004] JDIEB

[2095] KB ERA 4 (17. 2g) = FALES (19.52¢) ik Ak (150ml) 7ELH IR E.
7E 45min PRINIE 1 )\ G55 (24, 4g) =ik (50ml) . Bt N4 2. 5h, A
300mL FEUKHIK o 73 8525 2 A L2 F AR BR U 8  K R Bk Pk . A LE TR B T4,
BRSPS AR kR Al (O /CHCL,,3 0 1) 3R15 7.91g 77 (37% ) o
[2006] LI C

[2097]  7E -10°C, BB B =4 (7.9g) K THF (140m1) ¥ H AN LAH %W (IM THF %9,
28. 5m1) 16 15 CHEFERSML 2. Bho 47K AT IM NaOH /NCy IMARS Y, SR J5 NN EtOAc, Fii#:
1. 5ho I A B Bk R N, B WA IR TR AR 6. 48g I (100% )

[2008] IED

[2099] IR C =4 (6. 32g) ¥+ THF (140m1) , ¥ #1242 ~78°C. % i1 t-Bul.i (2. 5M CRe
Wi, 22m1) VL PEFE 15min. ARG AL E/K (70ml) , BEHE SN 1he I CH,CL, (300m1)
MK (B0ml) , 73 BS 4% = ANLUE IR T, B8 ik4i1s 2 5. 33g MLl .

[2100] PIRE

[2101]  DEE D /=¥ (5. 33g) ¥ CH,C1,(100mol) ¥ H A Dess-Martinperiodinane [f]
TARRERIE (15wt %, 12.6g) o BEHEIREY) L. 5h, 2RJGH £ 8K (400m1) FA%E, A IN NaOH.

JKRER KB . AHLE MR e T8, IR E: / b Al 8. B WR4a 08, FH PRI AT

R4l (hex/EtOAc, 50 © 1,25 1) 345 3. 06g Wk (74% ) .

[2102] il £ S ifs] 1005

[2103]
/

[2104] %“H”ﬂa 2% S 1004 4 QBB’J*UE% {2 1F ] 5- %*zﬁaﬁﬁﬂkﬂﬁ -2- g (1. 5g)
SRIFFRBAL G (1K, 0. 31g,24% ) o
[2105] i8¢ SEf5] 1006

[2106]
4 \ ¥ 3 N7 > \
T A VB
COS— NP e PROSTNS PhOQS/Q\NH
N 4
MeO MeO HO

[2107] BIRA

[2108]  7E 20°CH5 il 25 5L i1 13. 29 2D IR A At S0 (1. 5g) 55 ALCL, FIZEHEHE 15min,
FH NaOH AbZH, FH CBAAEH, B3 ks, ARk d2 4l (i, Okt -EtOAc, 5 © 2) RIFAIEIN
(1.5g,84%, MH = 255) ,

[2109] LIRB

[2110] il & SEife] 13. 29 SPIR C-G (2RABTTE, (B A AT B E AR BR A FOBKH] 5 5 2
WA (0. 04g,27%, MH = 256) .
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[2111] ] ee S f] 1030
[2112]

[2113] DIEA

[2114] RS T, H i & SE ) 34. 18 ZIR B ™) (28, 8mol) MGk (0. 9mL, 10. 29mmo1)
HIK,CO, (2. 2g, 15. 9mmo1) 7 50mL TA i i+ A5 R bk AT ZERR I AT A (1. 22¢,73% ) &
[2115] ZDIEB

[2116]  F & S lfs] 34. 18 PIR D MR, (2 UL F2B 3R A /=4 (1. 2g) il
#hr s (0.9g,66%,1 1 0.7 B RIEIREY ) o

[2117] il S jds] 1030-A

[2118]
o 0
o} H o}
8 8 >
N
| N
() %
/ N
[2119]  FZHEHIA& SEHEE] 1030 2PHR A-B BRI 7728, (B2 N- AR LR 1 A el bk ) 2%
P R
[2120]  il£& S fs] 1030-B
[2121]
o)
o)
0O \ / H 0
8 3
\N T
a \ N\
[2122]  F BRI SEHEH) 1030 2058 A-B 1RV, (HARAE T N, N= — FF B2 A i bk ol 2%
P i
[2123]  Hl£E ] 1031
[2124]

B’m (1) tort-BuUl - HJ‘\©j\>
o (2) DMF o
[2125] ¥ 5- JRZEFFIEMR (950mg, 4. 82mmol) FITE/K LBk (12mL) YA 14 -78°C . {E4K,

SAUREIN L7 t-Buli BB (6ml, 10. 2mmol) o MIASEYESS, £F —T8 CHiEIR &
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AA

+
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20min, , ZRJ5 N DMF (0. 8mL) F1Z W (1mL) KRS

NLROER . RGN ZTAZ ST . B AV, i, RV EER
aff ( LPRCMIE - Ok, 1 5v/v) 331 A Abs B 54 (490mg,70% ) .
[2126] il £& S jff5] 1040-1054
[2127] 2 B4 SEE) 64 (55 (BT TROTE (Shl&r) B
BAFIIRTT T R B BEC A 1= .
[2128]
Prep Bk SAE [ A4E Jak ] 1AL (%)
. Ex. 2. M+1)"
1040 EtlLi 1. 24%
i . ~/ & 2. 267
TN | on HzN/BO/
(N N
o (
1041 EtLi 1. 94%
i1 — 4 2. 176
H)‘\(i@ HN  OH HZN/\(iQ (m/e)
1042 EfLi 1. 67%
9 —/ ' 2. 229
HY) 3/ HN oH BN i ‘;5/ (M-16)
Ph
1043 =PrLi 1. 60%
-/ 2. 151
o g
Y / HZN/*\OH th/\,/ z/ M-16]
1044 — Bt E 1. 74%
i o HZN/_-\OH HaN \0/ 2. 194
L (M-16)
CON{Me),

Y. iLRA

YT 22 =, BEFE 0. 5he

CON(Mz),
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[2129]
1045 o EtLi 1. 33%
—
Ja ~/ 2. 165
» HN. OH H,N ‘O/ [M-NH2]"
1046 — EtLi 1. 31
i ° HNT oH 5 2. 179
Y HN ‘O/ [M-NH2]*
1047 ~/ t-BuLi 1. 31%
HzN/_\OH \/,. 2. 188
H/UIO)—CI g
/ H,N \O/ ol
1048 o +Buli 1. 10%
~/ \/ 2. 154
H ° N oH 5
\_/ : o)
HoN ) ‘ /
1049| EtLi 1. 73% |
"
. —/ $ 2. 137
YY) N o HoN ‘O/ IM-NH2]*
1051 t-Buli 1. 17%
7 -/ ~L
H % H
bo w o HoN
< Q
F SF
O F
[2130]
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1054 . t-BuLi 1. 79%
—/ \i/ 2. 151

HoN OH HoN o (M-186)
Z/ )
[2131]  R£& S 1100-1126

[2132]  $Z M2 S 34 K535, (LR AT R AT A AT B BERT Grignard X50) / A AL
BAKFIAT LT D0 o

S

Prep. g% - AL, 12 1HCH (%)
Ex. e
X KA 2. (M+1)"
1100 o t-Buli 1. 83%
. k@ 2. 190 (M-
NMe, HZN 16)
NMe;
1101 t-BuLi 1. 46%
9 | 2. 204
H N
Jﬁ? HzN A
[2133] o
1102 " -Buli 1. 48%
Q  OMe v/ OMe 2. 194
H
© s
1103 t-Buli 1. 51%
9 2. 194
O
OMe HN
OMe

[2134]
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1104 t-Buli 1. 12%
0
2. 238
H 0
)KEQ HaN™ 0
Cl
l
1105 tBuLj 1. 39% |
i 2. 234
H |°
)KEQ H,N | 0}
OMe
OMe
1106 t-Bubj 1. 449%
0
B oMo 2. 194 (mle)
HoN OMe
1107 t-Buli 1. 57%
1 2. 150 (M-
H N
ge ok
HzN /“"‘N
/.
1108 t-Bulj 1. 31%
o)
H OMe 2. 224
o H,N ! N OMe
a8
& OMe
[2135]
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1109 o t-BUU 1. 11%
Hb 2. 224
o
? ’ HoN
N
0
l
1110 . t-BuLi 1. 57%
H 2. 224
HaN
]
o, o
|
0
N\
1111 o t-Buli 1. 21%
H 2. 224
Q
\ HoN
, o,
O\
\
1112 o c-RHE-Li ~ 1. 58%
HJ<‘ :} 2. 190
H,N
] AN
1113 o +-Bubj 1. 20%
H/U\©/00F3 2. 248
NS OCF,
/
[2136]
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1114 . t-Bull 1. 24% “1
A oF, 2. 232
- H,N CF;
1115 EtLi 1. 32%
q 5 2. 177 (M-
O
8]
(9]
1116 t-BulLi 1. 268%
T 2. 205 (M-
“CO)
NH2)
[9) HgN Oj
O
1417 t-Buli 1. 50%
g 2. 190 (M-
H)‘\@ NH2)
fl*/ HoN
e
|
1118 -Buli 1. 209%
O ’ 2. 200
H
” 7 N\ ¢

[2137]
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1119 . LBuli 1. 28% |
’ 2. 232
cl HaN
: A
Ci
1120 . t-BuLi 1. 76%
9 2. 224
d HoN—
o 2%
\
QO
\
1121 . t-BuLi 1. 40%
) 2. 206
HzN
g .
O
1122 . t+Buli , 1. 38%
Y 2. 236
HN x
o{ 72\
o~§
1123 +BulL 1. 70%
Q 2. 192
HoN ' X
N
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1124 o t-Buli 1. 81%
2. 204
H” tp
HoN
1125 t-BuLi 33%
o
o
[2138] H ‘ Br o)
HoN
Y 2 \ p Br
1126 t-Buli 50%
0
o)
H o
HoN
| b »
Br
Br
[2139] £ S5 1200A-1203A
[2140] 4% M) 24 ST 13, 29 1 J7vE, {H A H 6 10 i B AL s FL ey 315 R K A1)
1=
Prep. i3 bk LA (%)
Ex. 2. (M+1)*
1200A | 1. 3%
J oS8 S 2. 342
[2141] ( ) S |
N /—N NH,
N=( § OH
\ N N

335




ON 1720240 B WO B 9289/396 71

1201A ] 1. 41% ]
O @ 2. 265
N
H N\S i \
V7
Y NH,
HO
1202A 1, 17%
[2142] \,;\f \,N/ s 9. 237
H 5
O t‘) NHy
HO
1203A / / 1. 1%
YN\ NS
H 2SN \
O b NHaz
HO
[2143] i £& 545 1300
[2144]
th 2.;
NI NSy
S\ B Y
o"é NH, 2
HO

HO
[2145] 45 S2itifm) 13. 32 HIbREALAY) (0. 35) TR (3mL) AbFE 6h, 4R 5 MidEvk L,
FH NaOH ¥ pH Y75 22 4. ] EtOAc ZEHL, FHBR R A T A MUAHTS BIbr #4154 (159mg, 64% ,
MH = 223) .
[2146] il 25 S jfh] 1301

[2147]
\ F
l&
o FE A TRB HN O
/ W
[2148] LIEA

[2149] TH”%U%%E&?WJ 605 )77V, 1B 72 48 H T & 1 s A e T R 3R A3 B 9 (1. 2g,
84%, M-OH = 155)

[2150] IEB

[2151] 4 MR S tife) 625 17775, ABRATH LA AP BR A B SRS IZ ) (350mg, 35% ,

M-NH2 = 155) .
[2152] i e¢ S 1302
[2153]
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NOs NO»,
OMe ﬁ-% A OMe
—ee /—-——
Cl SO,C! cl” -N
N
FHEB
NH» NO,
OH TH®C OH
e —
! N
-N cl s~
4% N N
o' o 00

[2154] DIEA

[2155] 4% MA il 2% SRt 13. 29 A0 BR B AIZRALL T V2, (LA T & 1 D5 AR B &L (0. 15g)
M O (2. 2eq) AP — FIAEmIEZ (0. 12¢,71%, MH = 323) .

[2156] DIEB

[2157] 4% MR & SEi ) 13. 29 R C RSRABT7 v AHRAE L BB A 74 (0. 12¢) 3k
T (0.112g,98% ) o

[2158] DI C

[2159]  F2JA i 45 S 10. 55 AR C RIZRBUT V%, 2 A BB B 174 (0. 112¢)
RAFFREALAEY) (0. 1g,99%, MH™ = 245) ,

[2160] il £& S 5] 1303

[2161]

NO, NH,
OMe OH
—— O
ci S0,CI //%’N
0 0
[2162]  f2 il & SEHtfA) 1302 2258 A-C (KSR, (HR AT 23R A UREE (0. 078g) BAX
Z LIESAT IR AL A (0. 0708, 35% , MH = 257) ,

[2163] i £&SETEf] 1304
[2164]

NO,

NH,
OMe OH
—
cl 5N

N\
O/O
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[2165] 2 FELHI A4 SE it 5] 1302 2D HR A-C IR vk, (E 2 fE D3R A AR — H ik (2M THF 3%
W) B ORGP &Y (1.92g,72%, MH = 217) »
[2166] il ¢ SCf] 1305

[2167]
FTH A
NH, NTOMB TR B N.,,
OMe ome O - ome®
HBC
Br Bl' 5
$HE r
! - FIED
N I Me  ON Ny = Ne,
OMe 9]
OMe OMeO
FBRF
Br
V&G
N HN NS
O=N > ’ OH O
OH O

[2168] LIEA

[2169]  f2 M £ 5Lt ] 1302 PR A ISR, H2 A IR K 2z (4. 99g) 3R13 )
(5. 96g,86%, M = 210) ,

[2170] CIEB

[2171]  7E 150 CH LL EZ IR A (459 (5. 0g) BN 30g PPA, fiiH: i 15 1R 54 20min,
SRIE WA VK b, I =S P RE A5 B A HLRH FH B B2 Bk 58, L ol 4, HH 1k s (03 2 4
(EtOAc : MeOH,95 : 5) 123314 (0.5g,9% ),

[2172] I C

[2173] B SLE ] 13, 3 PR D [KSBT77%, (B2 LA AP IR B (4654 (0. 14g)
RAEH) (0. 18g,87%, M = 256) ,

[2174] DIED

[2175] & SEids] 11 2058 B B0 (H M UL E IR C B4k 54 (0. 18g) 3R
2= 0. 17g)

[2176] IR E

[2177] A& L] 13, 3 IR B 2RV, (B2 BL AP BR DAL-54) (0. 17g) 3R
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12774 (0. 17g,95%, MH" = 315) .

[2178] IEF

[2179]  Ffi & SEE ) 13. 29 2 BR C (2R MLITV, (HARAM A UL FAPIRE 74 (0. 17g) 3R
BT FENAEEZERY (0. 165g,99%, MH = 303) .

[2180] IR G

[2181] & M4 5L a1 10. 55 PR C ZRILT7 %, (HRAE PR F 74 (0. 165g) AR
itk &4 (0. 128g,86%, MH = 193) .

[2182] il 2 S h] 1306

[2183]
FTEA
———— -
N
N\H OzN “H
OMe O OMe O
YEB
T C
N '(“'—"——"_-"—‘
HzN \H OzN N\H
OH O LA

[2184] JDIEA

[2185]  Fi e il & S tifal) 11 A 3R B (2RAUT5 v, (H2 48 FH N BERZ (0. 179g) SRAFHR AL &
Y (0. 25g,25% ) .

[2186] HIEB

[2187] 4% MR SLTtifs) 13. 29 UK C [1IZRALT7 %, AT H BL BB B A 74 (0. 055g) 3k
AT (0.045g,99% ) .

[2188] LDIEC

[2189]  Fz M4 SEHEH] 10. 55 UK C BT, (R LL E BB B (174 (0. 045g)
PAFRENAEY) (0.022g,57%, MH = 179) ,

[2190] il &S jifsl] 1307

[2191]

o oH
[2192] 2 REH A& St 2 R, (R A 3 (R) — FRZEAL IS¢ HCT (1. 36g) 345w el
) (2.252,89% ) o
[2193] i 2¢ S jfifs] 1308
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[2195]  f M £ S8 2 FSABL 7 V2%, (ELR A F kIR A AR AL 54 (3. 798) .
[2196] il 2 Sjds] 1309

[2197]
TRA | $®B |
Ci\ NO —  _N. NO — _N.
//% 2 /S\\ 2 /,s\& NH;
00 00 (oNe

[2198] JDIEA

[2100] iz R 4 ST 13 29 A8 B (A0 2, (EL A 17 85 RS A RIE LR — 2
i (2. 2eq) AT — FAEEMEEZ (90%, MH' = 231) .

[2200] DIEDB

[2201] 4% MR £ SEHE 9] 10. 55 PR C RZRALTTVE, HA2 1 L P58 B 17 W) 3545 el
&4 (45%, MH = 201) .

[2202] il £& S pfe] 1310

[2203]

[ } Q| ¥ o
c NO, MeO/ﬁEl/N‘H — MeO NO,

O O

o .-—J
Meo” ~-N NH,
O
[2204] %%E%A

[2205]  fz il & S A6 13. 29 SDIR B B2RARL T ¥, (ELR AR A T 65 A 25 2K A R s I R
T &EHAT I ae A P B (13%, MH = 253) .

[2206] DIEB

[2207] 4% MRl £ St ] 10. 55 sPER C [R5, (HAE A UL FODER A =) 3R A5 F5 4L
44 (94%, MH = 223) ,

YIEB

[2208] | 28 S 1311
[2209]

o0 00 o

A\ N\ o~/ .8
S 5 s % ~s .
(oiled S FI A Ph FIR B /
D ...Z_-—-,->- I é,,> —Y— Ph \ ll
MeO MeO HO NH;

[2210] JDIEA
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[2211]  TEZET, FACEME LS (1 5g) MU (20mL) ¥ H NN ALCL, (2. 0g) o 7E
15min J&, BRSPS RE T 0. IN HCL (aq) , 285 ] ZBEAREL . SRiA WA, AT IR et
T, B YE, FE (i34l ( 4% ¢ EtOAc,5 & 2) BRI Ek5Y (1.5g,84% ) .
[2212] IR B

[2213]  f il & SEtis) 13. 29 PR C-G WALV, (R AE FH DL 2B IR A 7= 3Rk A
&4 (3%, MH = 380) .

[2214] il 2 SEJit 5] 1312

[2215]
Br Br
S A
LA
“INg Ph\s
/ /
O/\\O OMe O/ \\O OH
lﬁ%B
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Y& C
Ph e

NH, Ph

s NO.
/ 2
AW

Ss
O//\\o OH
[2216] IR A
[2217]  FMEHI4 SERG] 1311 D3R A BIRABTT 2%, AE2 A3 T T 85 ORI SUER A9 P il — 453
i (880mg,80% ) »
[2218] JDIEDB
[2219] % f T & SEHE) 11 AR B BTV, (B8 HI LA _E D3R A P3RS brdiL &4
(0.90g,97% ) »
[2220] JDIEC
[2221]  #% fR K14 S 10. 55 S5 8 C BZEA05 V5, AR A AT L BB IR B 1974 (0. 16g)
PR AE) (0. 1068,95% ) o

[2222] i 2& Lt 1313
[2223]
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[2224] JDIEA

[2225]  faz il & SEiA) 1311 A2HR A ISRAL 7V, (2 TS Ry (20) 3719 /s il
R (~ 13mmol) »

[2226] JCIEB

[2227] ¥4 £ —BEE (3. 5mL) R DMF ANV T S48 (100mL) 2258 A 74 (~
13mmol) o fE=Z MM SR G, A WGHREGW, H ATkt (50mL) #iks, 2E1 2 0°C.
AN ZFUIZ 1) THE (20mL 2N) 1 TEA (8mL) ¥ fEHEH: 3h Jo, A5 W45 IR -5V, I aq
NaOH (1M) , VE AP — S T ke 2. ] 6N HC1 (aq) K5/K)Z pH Y 4 pH = 2, ] 5 P le A
o G MA NI RGEH HKBEs, T8, U840, - W R iR (a4 4 (T00mL — 50 e
/20mL. MeOH/ImL AcOH) 13 EIFx LAY (800mg, AL BRI AR 27% ) .

[2228] IR C

[2220]  f2 MR il 2% S a4 10. 55 PR C BIZRAL 7%, (HEAEH LA B3R B (K74 (780mg)
PAFRANAEY) (0. 46g,68% )

[2230] il 25 S fs] 1314

[2231]
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o o} o
HaCO)kg—Sz .i%}_é__,. H3CO \S/ -}’b_% B HO \S/
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’ FEC
of S
S~ TRE 5o 8 $H&D s
7 \ / - Ci m e \
Hc0”  Br Hco” gy HycO Br
YHEF
o8
e { S/ rRG e Ll 0\\8 S
\N’ ~ 1T
7H3CO N—(ph 7fH3co NH, 7/ HO NH,

[2232] JDIEA

[2233]  Hf 4- ¥ —3— FR I —2— BEWy IR G (20g, 84. 36mmol) ¥ T~ 400mL PR KN
NFRIRE (58g,420. 3mmol) (A% (45mL, 424mmol) o 4 PTEIR-S YR A 4. 5he 7874
WG, Wik # Celite B yBIR G, H & Phirhvt. B W47 IEBAT R 22. bg TRE (0 [i]
A 4- YR -3- AL —2- MRy IR ARG CHHLAIRS, 100%, MH = 251.0) »

[2234] JDIEB

[2235] ¥4 LL F3B IR A P24 (22. 5g,84. 36mmol) ¥ T+ 60mL PU & Wi, A 125mL 1. OM
NaOH 7K¥E » {EZERBFHR AT 4d, R JGH LBF (60mL x 2) Peik, 1. OM HC1 /KRR
2 pH ~ 2. TERRAL G HT A, IS8 AR o B lE s T A Pkt - SR Cls (~4 @ 1,
v/v) o ANLEEH 1,0 F1ER KSR, IR B A T, S0 R4 o v i ] A, i — 0 e ey
THESAS 17, 95g 4- R —3— I —2- WEWy IS (90%, MH™ = 237.0)

[2236] I C

[2237]1 DL EADIR B FRER (3. 26g,13. 7Tommol) FH 30mL Wi FRACBE . RS 4% BHE—
A KB, 46 65°C A 4. 5ho AERHI R EIRG, BIRSW M 200mL oK, H & F
fe (100mL x 3) ZEHL. & IFHEHIEBUR, Kk H H,0(G0mL x 2) . sat. NaHCO, (50mL x 3) FlI
K (B0mL) PG A NUEE IR B T, LW 4 A (s R A P PR asAE (i f2 4l
(biotage,Si0, A, Okt - —& %L (3 ¢ 1,v/v) FEVENGH ) o BRZEWFHIGE] 1. 83g I
R 3 VR —4- P EEER (69% ) .

[2238] IR D

[2239]  7E-78°C, Wy FHENE Py BE B FE T 1) 3— ¥R —4- A4 EEEy (550mg, 2. 85mmol, P 4% C)
1) 30mL — 5 R v v hn &g (0. 48mL, 7. 21mmol) o 7E —78°CHiFEIR AW 10min, 752
ke pidt 1h, it 1- e B g, H SR it ARG8T 3 270mg ¥k (A
HR 4- 1R -3- AL —2- Bt s (33% ) .

[2240] JIRE

W,
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[2241] 7R, MR T BFIBED S (270me, 0. 926mmol, A2 ¥R D) [ 16mL — 5 FHEHs il
PN = Gl ARG N N= B — U T 2R 1% 0. 25mL, 2094mmo) « 7E 20h Ji5 , V&4 4 H 50mL
TR BERRORE, KRR KR o AL VPR BRI, 1k, TR 4 R iRk R, FH A
U TLC 24l ( SRR BRI ) $R1F 73mg Hein T L bR SR AR — B lERL (23% ) .
[2242] JDIRF

[2243]  — 350 [5 i e i b 28 N AR - A Bt 2 (73mg, 0. 2133mmol, 22 3R E) (& R 4E (5mg,
0.0223mmo1) « binap (0. 03212mmol) « ik R %4 (139mg,0. 4266mmol) F1 — 2K F Ji W f%
(0. 06mL, 0. 358mmol) . ¥ E&H AL % N EAS (house vacuum) FHES, EH B ANE <. I 3mL
TR ZE o BIRE VIR B, B A AR BN 2. 5 K. AEAHI R Z0 )5, AR
e (50mL) , 3 ik ik 8 - FG RS, FH A Phirh k. B w4015 21 205mg (FH
HEy, MH = 443. 1) Fricidts @R =4, HEH T F— b BRI i,

[2244] JBIRG

[2245] KPR F EHEZ (205mg, #HHI, 0. 2133mmol) ¥+ 5ml FEE, IIABSERE (81mg,
0. 9873mmol) , R JG I AR NZ EhEZ . (68mg, 0. 98mmol) o {EZIRIHFIE 54 6. 5h, AT 10mL
1. OM NaOH KWK /K HEVR-G VI & Fht (30mL x 3) FHL & A B, H ER KRS,
FHOR BRI 058, B8R4 R s (LR Yy, il &6 28 TLC fg 4l ( &4 - g = 100 :© 1,
v/v) 133 34mg (57 %6 AN BRI SIS, MH = 279, 0) kB (APt 48U — Emy 2 iz ,
HE A AL o

[2246] IR H

[2247]  $idE FIIEAE (60%,45mg, 1. 13mmol) [¥) 3mL JE/K N, N — —FIJEFEEZ (DMF)
VRN R EE (0. 1mL, 1. 34mmol) o £F 10min JF, VR WAL K VTSI, FHE 5 2
HY ImL 5960, W D0 200 RE T 1 AR AL — Ry 2 i Z i Il DMF 3V BHIRG W i
95°C, FELL B 3. 5ho EAEE, BHIRAYBIN 20mL 1. OM NaOH /KIS . KIEIREYH
TAFRE (30mL x 3) P VA A NLIYEERIE, T 1. OM NaOH /K% (15mL) F H,0 (15mL)
o VREKZFK ARG, H 1. OM HCL 7K R Y 22 pH ~ 6, FH S F 4t (75mL x 3)
o A WLAEBRH EhAKSEG, R T4, J8 R4 IR PRy o F iR T
LR LM (50mL) , I H,0 (10mL x 2) FiEhsK (10mL) Peidk. AN BRI T45, B8k
43l A3 36mg (100% , MH" = 265. 0) B (PR R EE — MWy Z L -

[2248] il £ S jifs] 1315

[2249]
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Ph
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Oy S 9]
(o}
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H3CO NH, HaCO

[2250] DIEA

[2251] 4% MR SLTtifa) 1314 L IRE B 7775, ¥ 4- IR -3— M4 AL -2 ey — ed Bt S (190mg,
0. 65mmol, ] £ SZ i 9 1314 & ] D) H = & % (0. 28mL, 2. Ommo1) A1 AL T fi% (0. 15mL,
1. 43mmol) ] 10mL — 5 e 5 VA Ak 35 1T %% AL 0 bn AT Skt B i (56mg, 26 %, MH =
328.1)

[2252] JCIEB

[2253] 4% HE il & SE ) 1314 20 3R F () 77 v, # BL B2 3R A W BUT BE R Bt i (98mg,
0. 3mmol) FAL M) (296mg, ML), MH = 429. 1) .

[2254] DI C

[2255] i i £ SEide) 1314 PR G 775, ¥ fZ ) (296mg, FHHI#), ~ 0. 3mmol) #%
A A P s ey — i (23mg, PRSP BRI 30%, MH = 265. 0) o

[2256] DI D

[2257] 4% MR 4 S tifs) 1314 SPH H 7, (HR 8 FH LA B 2B R C IR mEmy i 545 s i ik

WEE Wy 2 Tl It f
[2258] il £& S jife] 1316
[2259]
0 0 0
ol s. FTHEA O s , NN
) —— oYY L, TR LA
MeO MeQ” N MeQ”  N=(
Ph Ph
TR C
LO\\g S YD \\O\\g\jjz/
Ny N YL
— H;;—z;qz MeO' N=(

[2260] DI A
[2261]  F2 M 26 St 13. 29 IR B-F 1 76, (H B H = O %, B 3- A S —2- ey
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FRA el ()25 SEE ] 13, 29 PR A) Ak A PRI — Lk s B A gy W i (MH = 429. 1)
[2262] DIEB

[2263] K5 DL L DIR A RWENY — W% (1. 5g, 3. 5mmol) ¥ T 30mL CH,CL,, II ABRERER (1. 2g,
8. 70mmo1) , SR JE W MU (0. 32mL, 6. 26mm1) o FEHERE 2 KJG, IIAK. HEWE. KEH
AR (GomL x 2) ZEL. AIFEHUZ, H 10% Na,S,0, /KW (40mL x 2) F1Eh/K (40mL)
Beigk, FIm BN T 58, FL 25 R A R CL PR o I i) 25 28 TLC 2 & iR (CHLCL, 1
PEWEF ), £33 0. 96g (54% ) BTz vk sa (L RIRAR - EHZ (M = 507, M+2 = 509)

[2264] LI C

[2265] LA D08 B (IIRAC - TER% (0. 95g, 1. 87mmol) ¥ 15mL Jo/K THE, 7E -78° C ¥4
H, W BN EE R N 2. 5M IE T ZEE ) CRe il (1. 2ml, 3. Ommol) o 7F 30min i, % AN A ¢
(0. 35mL, 5. 62mmo 1) o 4k4 2 N 5h, 7E SRR LA HIE 18T 2 0°C o IR -E 4 H H,0 (25mL)
PR, H_S P4t (50mL x 2) FH . AHLAEBGEH 2K vEEs TR T8, B8R %i1T 2
0. 93g ALY, > 100% ) B f7 iRz itk AL E (MH = 443. 1)

[2266] ZIED

[2267] A& SEtfs] 13. 29 DIR G 7775, ¥ D IR C S 2L - W% (0. 93g) #44k
MR - I - % (0. 21,41 %, MH = 265.0) .

[2268] il £ S jifs)] 1203-1234

[2269] i Ml ihill & St 22 [2RALTT ¥, (E2 AW H R 3R 48 HH 5 T 65 1 B ol % S Tt 491 il o
(3R A DA 1 — s — SR AR ) 4

[2270]
o | RerRR o i
%)
B 2.(M+1)*
1203 FiC NH, N?\\Sffo 1. 99%
°N
FaC 2. 395.0
o) OH 3 pry
NMe, o T Tome
OH
N
[2271]
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