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WA AR R0, B A 2, BRI AURAT T A PR L .
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FHE LR 6,013,458 THFEE TR 2RI G4, HAIL T A=Y M ORI 28 B 1 [B] 97 45
[ 2R &iRE . Obrecht VEREER T 145 52 R A [ A A i) BRH DR B FEXE T3 O B
A (Advances in Med. Chem. , 4, 1-68, 1999)
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i — &2 EEF 2 — (Pelengaris S, KhanM. The many faces of ¢-MYC. Arch Biochem
Biophys. 2003 ;416 :129-136) . I&RINEIL & FHLEI L c-Mye BRI S8R B MR A
7 (Hoffman B,Amanullah A,Shafarenko M,Liebermann DA. Theproto—oncogene c-Myc in
hematopoietic development andleukemogenesis. Oncogene. 2002 ;21 :3414-3421) . A 45,
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myeloid leukemia in mice without evidence oflymphoma—-associated antiapoptotic
mutations, ”Blood, 1 October 2005, volume 106, Number 7, pp 2452 ~ 2461) .
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5 Cyy A RIS TR R AL R R A I L A B R AR AL L
R

[0211]  HUARHY I R 53R M 2k, PIrd AR ) 4 I B) — 4 3R ed e Ry — DL B
[P ST b B AR 1 2R BRI

[0212]  HUARHY A IFREMEEL, Pk AR A< FERE M I B — AN DL B 7 Hk B s 4 fb 2k
Rt L AR

[0213]  HUARHY A I Sl L, BT it A ) 2 0 e BE M IR HAT — A LB a7 Hh ik B 2 2k
R EAREE

[0214]  HUACHI (M AE, BTk A (i i B AT — AN DL BB r ke B R BE R BUAREE 8k
[0215]  HUARH DY SR ML, P HUA R DU SR w2 B AT — AN DL b 7 s ok B s e 255 1)
UL 5

[0216] R, Fll Ry JUSZHEA C oy, BEFE Coop F7HE Cryy FFIEBERE | Gy ZRFRIRLEIE FRILRIE
s A 18 A BFIREEZE . — AR CRIERAEE . (2- RS - 458 ) - 2L P RER S —
LH - TR — SRR I AR B R 2

[0217] Ry B C,_yp, SedE s AN

[0218] R, & Cyp HEFE Cryy 7 FEFEIEER C,yy I HE

[0219]  FERTIAE A A Ak A W i — 2l sl o7 20, BRI 2R 2 AR AR AL VU R
T C o BER TR R I IRTL RIL IR | LW G IR T R IS PR EE ORI RS OR I | B TR
[ R S Y e e

[0220]  HUARH R IE AN R el s I Ik

[0221]  BEMGIE A Cp HEIEMENGIE 2T FWEIZIE | C, g HEdE 2 Ik FMEILIE . C  idkad L T
FRIEZE | Cp o PEEREARIE R T IRNE AL IR C ¢ bidE PG R E FEERERK
ML 5

[0222]  BRILAFAGEIEIRIL . C .y, HEATETRIE IR IE AL 2 AL | C Ly, BEFEZUSE TR |
TGy WA R IERIL | C Ly, BRIRZUIEIRIL L oy BERUIELE AL 2 I IRy I €, e 2 Ik
PRIE RIS PRI A S IRIE B C L, BEFEIRIE IR IE C Ly BEEEIRIE LC,y T
SRR DK M L S SR PR E W BE PR ML g B R IR St AR R R R R A A R
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VA Cpy,y BESEZU BRI SR ( C L, Bk T R BRI DI i Ak e VY R IR 2 €y, Bk
TR

[0223]  fAEEHE A2 TP ORI R AL S L C, Ly Be R MAIE S L C L, Je Rl IE L 2 L R AR L
A B AR TR

[0224]  HUARIGE AR IR A2 BRI C,p FE ARSI AR Oy HEAR IR BRIREZE C,y, e 5
[0225]  HRUARH D5 4 A2 A Cyyp 77 98U

[0226]  HUARIRIPEIE JE A2 i ARPEIE JE | €y, e AU TR IE J | 2 BEnE e 5 Bl e bk I nbp g 2
[0227]  HUARHK DY S et 2 KR RS -6, 7, 8, 9— DU —BH- MRSt

[0228]  IXLEAL AW nTIE SR A E B R G T (BURFRON “AAl B #il&.
ME2Z, EARAEAR (1) MEHFTERDE -, X 1) BRI SR a0 6
P& B TERS W 2 A0 B AT B A I [ AH IR A B R [ AR A eadE AT AT AP A B 254
W B ARG AT HE LIS B R B B RIS S5 74 o S 4h— Mg =X, 28— R84k
JBABRER LU AL A 1S — — 58 =P a, o BE, 55 =00/ B DU ZH B BB e LATE e
G = - B AR (8, W T A WA DU 8 — 158 = A ) , A 15
— =R RS = - S R A (BCE =) R AT RS — - S = -2
= -SRIy (B - B = - A ), KM DS 21 AR B R B 45 1) .
[0229]  FH Tl £ A BH 4L &9 0 AR 2 ey B S e A A R AE I8 1 Ao failan, “ 2 —4H

B BAT RS
[0230]

R,
RO . P
\\1,//”\\}{ 0
RO

[0231] AR, 1 BT RRE, RA2IE A TG B DR 58, Ho iz Ry BT B B A 1k S
VIVLREME AT [V A e BTG 1) R R REES , R0 ) St 77 b, R 2L B 1,
REEFA T —AERAME (R CF, B LL“Pol "R . i@ id H,N-C-R, 55 CH(OR) ,~CHO
(73 PR A SN, B T8 i HN-C-R, 55 CH(OR) ,—CH,—LG ( i LG & ¥R B 255 41, i,
# (Hal) Z£H) MBURR Y 5 T6 Bz — 4o B

[0232] “IE A B AT HA T A S2

[0233]

L,

//E\\F/J§b
P 0 (S2)

R,
[0234]  Firp PG M TARG RS R 2, L, R R BORIIE AL, R, i BT PR GE . 1
BRI ORYEE AR T A T IR AR L (TBDMS) (AU T 48R EAE (BOC) A FEFRAE (MOC)
OH- %y % AR A Ak (FMOC) Fipeda kst (Alloc) o N- {7 L IR 1B vl 43 s il ln, FMOC
RIEIE ] A FORIERG . O TS AR B o — R BUR A O, Ly Rk AL
B, TR AU R 2 F I TS AR IR 0 7775 5 TR A D i ARk . T EL I AL
IR MR A AL AR R I i A, Serb L 2 A SURAL 25 A s IR T , Jerb L 2 L BEEE A%
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RS 5 S MRS, 4920 N— F2 B T 0 56 R 1o UK MR 2% 5 LR HA i3 M a0 40, 491 2
i R CIEBRAL % (DCC) Ak — MW e A Bk s I HP T Js i) 3 e R TR0 A &5 . AL, Tl
BRI N- PR SRR T 18 e AR R B AR N 52 20 S0 ) T B AL R R IR Y AT

[0235]  {EGAFEMR I B B IEAT AN FIAE S8 4L BRI RS vl mh , SXRE AL & 4] B AR B 1R
AL Zaloom F& 42 FF I NHIHL (J. Org. Chem. 46 :5173-76, 1981) .

[0236] A “ B = B w A R S3
[0237]

Fmoc

R4\N/NH

[0238] AT R, BRI L, 0 LATRR 2 o 38 B0 S — 4Rl BT H 45 PhoR VR i e 3R 15, o3 i
AW AR T

[0230] & L i3k T (1) HEWHIHI.

[0240]  [RIUL, wn EATIA, X (1) MBEIITERML ST I~ &8 AT — A BES 38—
PR B RN U RIA G — - S Ay, RE A G — - B 55 =4
R B AR SR S N IR AL A (B8 — - B8 - 38— - SR VYR (A4, Bl 5 AL R4 LS 3
[E] S AL E5 1)

[0241] AU BHPARR AL R B & R 7E il 25 b

[0242] X (1) A1 CID) MRS RS Z5 A6 m] 5 DA B TSR AL A (- e R AL R B
AT, AR5 2 BB AT B A4

[0243] AR B [T BSR4 &5 1) m] FH AR A= 4003 P 700 0 i ) T ) R oy 7l 19
W, AR B I (BT 7 A F0L 4 2 ] 38 L L300 40 1k P 0 B K &l B 1 5 3 e PR 7, SR A
(7 AR B A R (T ) teEW.

[0244]  ShLAN, 2 B 1 (B $7 R 4040 45 ) 3 T A 255 b 100 A48, 1. 3 420 4k P 1K K 55 PTB [ &5
A R B R G S B A2 (GPCR) IS T-i 1 5 3 4 4k Y (0 40 e (51
Fo

[0245] &R, X (1) (&Y, JTHE (1) AP AR HEATT Wnt /55
T TR ) T B S E

[0246]
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H

Re N~ A0 R
1

]
“&T%x

Xs (11D
[0247] X (III) Wi bEfroR, 2o R R, FT Ry A A — 4 g AH R SO R], R o4 Z IR
B 43 R TR BRI BE AT A4, X, TS EFE B 5, X, AT X, AT DT b R &1 Fe gt
AT BEEAE 1L S A AT IR 25 (55 A, Q0 BEIR R 22 R R R 22 22 A IR I 25 FH AR 1
fz o
[0248] 7R3 (1) AbEW 2Lty A, Ry A as gk HUARRIE (ke 26 ARt e 2 |
W S ERCA M g s | PR | ERCAR W R S M L A P R I M | 2 R e L
AR AR TF IR W I | R I3 I L AR P R Iy I L 2 I 1) A0 2% AR I 0 25 B 1 2 - (1)
TSI AR R TR RE M S AR ) 2R TR I | R S M AR R I R
A2 AR I R 2 D SO P L B 1) PO S R M | PR R B 2 L U B IR A €6 ot 2
Cpy FEIEMEMEIL S TE I C g BTk 2R FFIRIGIE | P IEBOR OIGJE
[0249] R, /& C, ¢ HEdE Cg FEAIE Cog MBI C g BT 5
[0250] Ry J2 Cqyp 77 ZEBIARIP) Cooyy 755, FTRHUAR Cyoyp 77 2 HA — DL EA I
R FREE U Cg BEER C L He A IR B EE s 8 A2 oy AN IR BRI Csyy Z4ER
55, FTIR BRI Cs o 4T HAG — AN LA o Mk [ s 28 R FE VBUFE L C, g BE3EAT € e
SRR
[0251] X, /25 R a0 25 A0
[0252] X, Fl X, P (A — AN oo & RIS B IR R 2L . — AL LR R L (2- S
REE - R - RETEBNE. 2 - B - 2R N %,
[0253]  FERTABVE TR AL AP E— 285t 77 A, R 18 B DL R 2] -
[0254]  HUARHIAEE, Pk BRI A28 B — N BL BB ok B g 2 A2 U R 2
Crio FEARIE VBRI C Ly BRI\ Cpp B FRIE VR IE L BRI (Cy, BRI\ Coyp J7 IR I L R
Wy S R E L Gy 77 5T VBRI Cyyp D7 SIE BT AU V20 I 20U C Ly, B RO
MR E \C oy FETERAPRIE \ C,_y, HEIEREIRAE \ 2Tk L AR 2 L b s e 5 IR 25k | b g 25k L EiY
AR e J | DY WA | W A | kI ) sk R0 P R IO AR PR A R
[0255]  HUAREntbme 55, frak AR nibie 2 B — A LU B a7 ok B <& B pe 2k 2R
S5 VB R L B TR e S L IR | C L, B R IR AR R B
[0256]  HUAQMmERE 2k, Bk Qe me 3 By — AN DL B S b 108 B 28 5 A 2 S5 R AR
5
[0257]  HUARHIMGIEE, Brad BAC MG W2k HAT — A~ DL R i S i e B 4955 B R 492
EUARH R 2 L RE 2k RIS . SWEAE VIR BIREE | C Ly, BESE VIEAEUSE €,y e 2E. Cpyy BESUIE
AR R BRI
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[0258]  HUARIRIZ I KM, Pirads B PR FF K w6 LA — AN DL BB S b ik | Bt A
AR R R E C, e VU Ly BEFEAI C Ly, BESE AL

[0250]  HUARIR)ZR I ey 2k, Prad ORI 48 IR e wy S5 1A — N DL B A7 o 18 B AR S L 2
B Cpy BRI TR U VR L R R A I L AR R SRR L Y Y
R

[0260]  HUARH 2RI 0] 530 M 2, Pl AR ) 2 B) — S 2 s 2 R — AL B
AT Mk [ AHRE T 2 BRI

[0261]  HUARHY A FFREMEEL, Pk AR A8 FERE M I BT — AN DL E 7 sk B 4 2k
OIS AR

[0262]  HUARH I S @M I, BT il A ) 28 9 e mE M L HA — A DL R a7 i ik B 2 2%
(R

[0263]  HUAQHI (A ML, ik A B C i 3 B — AN DL R o ok B R 8 AR 588
[0264]  HUACH DU SR M, Bk A DY SR 35 B — A DL B 7 b ik B Tl i 2 1)
HUARE 5

[0265] R, 42 C,_, KEFEoidm N 3% Al

[0266] Ry JE AFEBHUR AT, PR BRI R B A — AL BT B x5 22 i
F Cpg eI C g S AU IR AT s B S ML mE ZE B AR b e 25, P ads BRUAC Py bk i 25 L
AH—MUL B R B K3 R U Cg FEIER Cy g BRI

[0267]  {EATIABLV TP G AL A4 1 — L8 52 77 3K, BRI AR A AR 2 SR R
T Cyp BEARIE R IE R IR R IL I | LG L AR T | RIS PR IEE R I | I ORI | e T
[ e e

[0268]  HUARH R RANE B AT

[0269]  HLI&GHEZ C g FEAEMENLEE 258 LI SE | C L Frdka Bk It IE | C L Prdkz 2
FRIEIE | Cpp PEIEPE IR 2 IR IR MG  FFWEIRE L C g i st LG IE 2 B LR IR B &
P fi 5 5

[0270]  FRILSEFABEIETRIE | Cp, PEEIEIRIE IR IE I VBRI L C, p WA AT
TGy WEREE IR BRI | Cy, BRIREIEIRIE L Co s SRR I I I Wy 2L ), eI 2 I
Pk R IR BE AL L T AN SRR IE IREIE C oy, BEEEIRIE FRIRZE €y BEEEIRIE (Coy B
AR BT IR AL DR M R S SR IR R SE PR AL L PR BT SR IR e AR SR R IR AL R A R
FEVE Cpy, BEFEZUERIE R RIE (C L, HEdE T R R I IR P S B VU R IR €y, BEdE 2
TR

[0271]  TATHEIE 2 TP ORI LR R IBE A L C, Ly BEFRMAINE I L C, Ly, Je Rl AR 2 5 L R AR T It
Fh 2 B Bl i AR TR RO

[0272]  HUARIKGE A A2 AT €, BE % UE s AR Oy, eI BRWREZE C, ), e %
[0273]  HUARH D7 48U E A2 AR Cooyp J7 5

[0274]  HUARHKIAPERE JE A2 AL RE JE | €y, e R TEIEIE Jk | S JE L e 5 Bl O Wbk JEE L g 2 5 B
[0275] AR DY SR M I 2 R B 6,7, 8, 9— Y& —HH- MMt

[0276]  FEARKHIRI S — &Y, A T RARAEL (1) KIEWRRTEZiY. wik
AP EIRKAEAENX (1) KEYRAREN, B KA. £S5ty
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XA, AR AT HA T (V) -

[0277]  (III)-R,(IV)

[0278]  Ry\RRes Xn X, M X, 2 —2H Y 5 R, &8, Hp .

[0279]  7ER,\R, BU R o Y @50 BB, B 7E X, X, B8R X, P Y &4 M

[0280] R, s FRAE e dt BH AL BTG STk PP AL A0 L BOUATC ) A e A PR WIR e e 425 B
AR 8

[0281]  Y-R, R FEMRIEIE R IR IE AL A BEIR MR AL L - R R EE 2L P BRI R G 2%
TR RIS L IR AR IS LR RS B L A A

[0282] 4R R, EHERS, Ris R Ros X Xo F1 X, 2zl (TIT) AR BTFRE

[0283]  {EAKR I 75— J7 M, AT T AFEA R W [l Bt a5 i e . — BLA13E, A
R R RT AT 0 0 LA VR 0 A AW PR 25 AN 1 0 o 6 P JEAT 075 128 LSRAS A0 T i 2
AT e, AN, VPR ZE TR R 5 5 v 1 PP A 28 B R 5 0T T B N i )72 o B 126 3 5 ik
FEER L (BRI EZR ) 5 By ooy ) B bR, 191 Wie 44 I L 52 A4 sl 41 oAk S5 B im
TERe RERE 55 I O ) B ARIEAT AR B AR H R 22 () R 03 R AR A A= A3 P KD 2 ) ol ™
YN TERIBEIUAD . I, AP I AR AT DU BEE B AR B AR S A R
B ST B H I (1) 22 1 1 5 5 BN R B8 5 | HA s B9 T 5 40 RO G 1K) Iy e s M. 1) 2
IR . 305 2, AR B PRI 0 B A 0 1 MR8 2 () Rl R B8 5 — i LA B R B O I 2B 4
HArtHEAER o Sb4h, KA B AR, A0 1 i U4 ] BE S R 2R 1 i 02 RO o FH 2R
ol B A BRAS ) A M S AU e % 15 21 0] Jr B A 45 1y, 1K LA i AR A B A
HEYREYE, AW AR 2] BB sG55, 36 n] T 52 kI 26 4 A (1) 6 34k
EWHIRA

[0284] A% BH [ 2 () TRASELAD) (/) A 1 mT 8k A FH 2 ST IR A B AR, FF 56 A% & B IR 28
R NS A R BOM S e S AR AR AT 2 R e A R I R A A B 2 PR B A
PP N v A1/ B C o Ay I, BEFUA AT I I 2 SN ARTEE RS e (B PAM B IR ) E4&
A% (B nZ W John M. Stewart 1 Janis D. Young, Solid Phase Peptide Synthesis, 1984,
Pierce Chemical Comp., Rockford, I11.), B3 i % i 5 £F 3 B R o S5 A AR & ik
( 2l Randolph 2%, J. Am Chem. Soc. 117 :5712-14,1995) .

[0285]  Gi4b, V5 [ AH G BCE AR A& RT FH TG As s BH IR IR ASEAEA A o 491 2, ] A S F
VAT T IR 91 B 22 A 5 52 BRI R I s 22 90 o I VB B AR P o
B R E B R %52 BRI (Bl A A &5 M Bl fm R R — AN 2 R I 2 [ A Rl (BRI,
MWAHA N Al C v R4 52 BRI [ Al gy m] AR T — D2 R I 2 e ik ) o 14
%2 R Rl 3T ) S5 4 B e AN S5 I, B S DN 53 S0 2 25 8 DL 58 Tk S A SR
g5 hh—HT5 2, St N SRl C g PR 4P RO 2 AT AR A SRR B R AR5 SRR ) B
R B, Bl LRV A FH A SRS AR BB AR b 1 2. 52 R AR [0 3 A 90L 40 85 A A B

[0286] FEARREHMI DTS, AT TH THREBER TG RNAGERAR (Fl
Z W, Gallop 2%, J. Med. Chem. 37 :1233-1251, 1994) A VFE D ¥R FK 45 & 2 FEA ) 4> T
Fa BT R M 2 KB LG9 AaHARCEH TR B RARFAEM LRI IRE.
i, 38 IREL 20 NG B AR AR 2 SR 1K 20 MRA WIS —1 5 20 M
TR — AT EC, RES A% 400 A (BRI 20%) —iKIEE. ERZDB-BIRIHIE TR
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260 12, ( B 20%) J\ KA ik 22
[0287]  ELAKI &, A& BH 59 22 (R IR ASS R 160 Jl mT IASE FH 2 560 10 R )l 430 A T 58 1 161
WranF Fros [T R e i — A £k

[0288]
<R o H i NHF
Pol )\/B' Pol 0)\/N\/R1 + HO)H/ moe PyBOP, HOAT
0 DMSO, 60°C Ra DIEA, CH,Cly, 1t
/\oR‘j R, 1.25% CHoCl % #9R2% /\OR1
Pol O)\/le/‘\NHFmoc 2. o R|4 )OJ\ Pol )\/N\n)\ /U\/N )L /\
© HO)J\/N‘N N Rs
H H
DIC,HOBT, DIEA, CH,Cl,
H
Re~_N._0O
P A, rt

R"‘N’N N

e

O R

[0289] A% BH I A I KA FULA) (1) 4 il i A FH AT 96 FLARIE FlexChemReactor Block
ZNFNHEARSE . TELL BT ERY, “Pol” XoRiR L45HEM s (Advanced ChemTech) , T IH]
IR VEAN PR
[0290] m%l
[0291] VR ZZEIEM I (37mg,0. 98mmol/g) FI R,— JZ4E DMSO (1. 4mL) 9 [N A 96
FUKR ) Robbins block (FlexChem) . JMVIR-EWAE H EX 4 [Robbins Scientific] T
60°CHZ) 12 /NI A DME MeOH 334, 4% )5 F DOM $E3% o
[0292] JDIE 2
[0293]  7ZEH4 IR TP i A\ T 85 AT 758 ) Fmoc—NH-CH (R,) —COOH (4 24 & ) \PyBob (4 244 ) \HOAt (4
i) FIDIEA (12 243 ) 76 DMF P RVIRG Y T =833 12 /N5, B8 FH DMF,
MeOH $E¥, 2R 5 HI DCM Pk o
[0204] DR 3
[0295] 7 J )V BT i DMF T3 IR T oo 25 % IRWRIE 7E DMF (1%, IRONVIR G4
TEIRRES) 30 7380 EZMIRY PR RE S, WG H DMEMeOH St , 2R 5 FH DOM Pe k. #4
R (4 45 ) HOBt (4 & ) A DIC(4 4= ) 7E DMF g 2w ig b, RIVIEGW T
FEIRFES 12 /NI IR A DMF | MeOH $E%S, 28 5 FH DOM e .
[02906] DR 4
[0207]  BUE 3 RS RIMIMIE F FFER (F&H4L 1. 2mL) TR ALEE 18 /A, g R AEZ
S5 » U8 VR AR YRl 45 12F A T SpeedVac [SAVANT] BEAT W45 LIS B0 IR >0 . 7240 1)
50% 7K / LIEMRE, IR IG BV R R T o
[0208] AKX EEHE (block library), SCHER A R FERAR I ) %9 1 FR IR G2
BRE o
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[0290] K 2 Won THRPEA R &KL G4, fEH 25 rh 25 B T FARER M 2% .
[0300] 2
[0301]  [H[FTAEHL A I

27/176 1T

[0302]
. M.W.
%% ,‘,#-] . M+H
E
Ak
x Nﬁ; Nz\S
STNTYN \[j 599.66
1 rs o, 600
2% C30H29N705S
(o]
Ol
St \(js 597.69
2 o 598
T:}o C31H31N704S
AN
N.O Ng
WN’\G 570.66
3 S NAo 571
o '\O C30H30N604S
OH
AKX
NeO N
NN ) 610.73
4 %MO 611
\(% C33H34N604S
OH
Va
[0303]
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AR
N,O Ney
VWM\OS 596.70
5 NNAo 597
o \Q _ C31H32N8038
NH,
(o]
wﬂ*‘ - i”‘“s 623.72
6 SNt 624
o _\Q o) C33H33N704S
NH
H
\H:?N?» s 637.75
X~ .
7 EN?W 638
o8 C34H35N704S
H
Q. .
o N«é?s 653.75
8 SNAo 654
° L8 C34H35N705S
N
H
QF? Y\ 595.71
\/‘NN\f S .
9 k,rn}r;@ 596
° ‘01 C32H33N7038
NH,
H
@\,N?»O N,\S
v\er 624.71
10 ) o 625
[
P C32H32N804S

- S
"{WN/E(;@ 614.71

Z 615

11 o
HOE:L o C32H34N605S

Qo
\ng'ig@ 644.74

12 O = 645
Ho’:E:LOH C33H36N606S
OH

[0304]
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[0305]

O Ney
N S
SN 673.80
13 g o o 674
oL C33H35N70582
HO
SEP
N=
A S
NM,CL";@ 638.74
14 g 639
\@LNH C33H34N804S
NH,
@\,nfo
N=
N S
"dﬂ' 'Mf”o\(j 628.74
15 g 629
HO’ED\W C33H36N605S
Qo
N=
N S
vtﬂm 626.73
16 g 627
\(POH C33H34N605S
OH
HNO N
ol s 681.76
17 on 682
CLS® C34H35N905S
NN N
I'NYO N
vNNj,,r\@S 624.71
18 O&fo 625
\@Y o C33H32N605S
o]
%0 -
vNNj’“N’\@(S 623.72
19 N-Ao 624
C33H33N704S
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H
QKo
\/\:Y N
LA 640.71
20 g 641
?OH C33H32N606S
OH
H
@\/&FO NA
x S
\”Nm 639.72
21 6 = 640
o C33H33N7058
NH,
Q, i
\;:?ww\&s 623.72
22 N0 624
e
C33H33N704S
NH;
@E
I-NYO N
R LSRG S 637.75
23 O'*Lfo 638
. C34H35N704S
NH
W©7)
0
X o) 610.73
24 {[rm 611
Ty e C33H34N604S
e
Qi o
A
T Nm 653.75
25 ° s 654
\gm C34H35N7068
N
|
HN. O e
SRS 653.75
26 o&}rg@ 654
H C34H35N705S
\©\'6No/
HN_.O
SRS 639.72
27 NS0 640
™
H C33H33N705S
@ENOH
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AA

HN.,O Ny
28 VN\TROP@ o157 620
0
o ‘\@j\\ C34H33N703S
racemate N
HN..O N
2 VN\,\:N{J!@ 638.74 639
70
o _\©\”H C33H34N804S
NNH,
O
HN..O N
" v"#r@iﬁ 652.77 53
0
P
\QNQ«NHz C34H36N804S
H
HN..O Ny
W \/‘NKN{N‘K\/{\C( 653.75 s
T 0
§ X
\@N&OH C34H35N705S
H
HNLO Ne
SN s 654.74
32 *5@3@ 655
TRy C33H34N805S
H OH
HNLO N
V,N,p(js 667.78
33 Yo 668
\% C35H37N705S
QMo
[\ 2)
x S
R Y 609.74
34 52 610
\@ C33H35N703S
N+
@Eﬁo My
. N
E’r 3@ 637.75
35 638
o C34H35N704S
u H

[0307]
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HNL.O N=, 609.74
S .
36 v"{fm 610
5 x0 C33H35N703S
\©\,NH2
H:?Na AR 637.75
x .
37 \,N}S@ 638
o \©\H o C34H35N7048
H
QALK
MO ey
\/\NNW’N/\@ 635.74
3 Yo 636
C34H33N704S
Ko
Ne,
X S
N 620.72
39 \cf;*{&o 621
\@Q\I C33H32N803S
racemate H
ARo
Na
S
v\rm’f\@( 631.14
40 5 zo 632
\@LOH C32H31CIN60O4S
G
3R
Ne,
MRS ASS
675.60
41 \sz/gO 676
\@L o C32H3 IBIN604S
Br
QO Ro
U Ao 674.79
42 O = 675
ﬁﬁfﬂb C32H34N805S2
o
N,
s
v""\:MT'\‘“@ 722.60
43 5o 723
1IN604S
\(FL - C32H3

[0308]

47



CN 101896485 A w B B 33/176 T
Oko
N=
» m 62171 o
5
po C33H3IN7O4$
CN
Ak
N_O N
\/\NM(N'\@ 572.64
45 N_Aq 573
o N C27H28N1003S
HN-NN
QY
Ne©
NN N\(js 637.75
46 Yo 638
\QNth C33H35N903S
H NF,
H
N,O N
AV
N N’\© 605.71
47 “NAo 606
o \@\ C33H31N7038
SN
T
NA
SN Y® 638.74
48 Mo ' 639
5
\©\(NH2 C33H34N804S
HoN
.o
NA
SN \[js 622.74
Mo
49 5 623
\©\(.:Hz C33H34N803S
N.o
\/\N?Nj» N:\S
N Nm 658.17
50 L O 659
\@L Q C33H32CIN7048
N"H
aH
QKo
Ny
S
V‘N'VMN’\@( 589.67
51 kg Y O 590
N C28H31N904S
I'N\\(O

[0309]

48



CN 101896485 A w B P 34/176 1T
QK
Ng© N=y
A
Ny 674.79
52 V\%Nﬁo ' 675
© Q.o C33H34N606S2
OSNH,
H
s
va 602.66
53 L1 603
'Q':NH C29H30N8O5S
o)
Ol
S
. v"*{“,@gfo\(j 637.71 o
5
Lo C33H3IN7058
racemate H
H
@»N?o N
VNWS 610.73
55 LYo 611
RO C32H34N803S
racemate NH;
Qo .
\/\N"km\r\(js 636.72
56 KgN\;/l\\O 4 637
UHN,FO C33H32N804S
Qo
A N/\é?s
N 652.79
57 ON?/% 5 653
\@[}‘s C33H32N803S2
rocemste N
Ono
SN~ s 620.72
58 S Nro 621
o X H32N
’ \@N g C33H32N803S
@\/NYO NA
\/\NN\(N’\@S 621.71
59 NNAo 622
o i C32H31N903S
taoerrde\@[%,_'

[0310]

49



AA

CN 101896485 A 35/176 1
AN
Ly s
SN N”\@ 610.73
60 K(,g"‘g‘%o 611
< C33H34N604S
OH
%/\NN\(\N/\©S 570.67
61 N_Aq 571
0 = C29H30N8O03S
N:/NH
: H o Nz\s
SO 654.80
70
” © _\@L 7 C33H34N803S2 >
NN
Ao
VNVW\@S 589.71
63 O'E/J*o 590
C30H35N704S
koo
Olo
S
SN MTN'\C( 604.72
Y O
64 Ly 605
LHN?O C30H36N804S
N,
QK
N?O
N=\
NN S 556.68
65 N/ 557
o = C30H32N603S
\QOH
@\/N\fo N=\s
=
\/\NLI(\@?G/ 612.71 613
66 T2
\N;\'N C31H32N804S
_o
Q/NYO N___\S
\/‘N’"\ﬂ“@( 632.74
67 ”\(&o 633
© C31H36N80S5S

[0311]

50



CN 101896485 A WO B 36,/176 T1

Qlko -
_N
T ﬂ?@f 659.79
68 o ¢ 660
O w C32H33N705S2
o "o
<)\/Fj o N=\S
VN‘"VN“C( 575.69
69 S 576
T
\L ki C29H33N704S
N
@\/N\(o N____\s
_N.
v&;(“\(j 590.71
70 S 591
\Luim C29H34N804S
@JTO -
Y ﬂﬁ 632.74
! ° j: 633
¥ C31H36N805S
1‘,1””2
Qo -
vt;‘@?@ 618.72
7 L 619
L C30H34N805S
NH,
uj\g
e
Y ﬂﬁ 646.77
& 0’ 647
M C32H38N80O5S
e}
TN
Qo
v N
e~ oM s .
y . m;\@ 598.69 ”
R C30H30N8O4S
T
ke
\/\N‘N\(\/l/\(j 626.76
7 y e 627
Q.0 C28H34N8O5S2
e,

[0312]

51



37/176 1T

CN 101896485 A w BB P
@VN ° -
S N«Cﬁ 561.71
76 ff% 562
° C29H35N703S
\k/N"E
@v“ ) -
S N«Cﬁ 547.68
K m° 548
° - C28H33N703S
A
Ok .
o~ N s
. N \"(\/10 640.79 i
o
\k/“:,s - C29H36N8O5S2
o0
Oto
o~ N s
i PSR 597.70 o
g C30H31N903S
T,
©\/n\f° N=\
> N“(js 597.70
%0 k'gc% 598
o 3 ~
racemate \(\//’L C30H31N903S
N7 NH,
@VN 0 -
\/\N’Nﬂ/\@s
81 I i 625.71 627
N
\"\/N:)\N’*o
@\/“ o
e M=y
\/\N,N\@/\C(
2 LA 612.71 614
’ " Nor
N O
racemate
Q\/N\(o -
N s
ﬁm 625.71 627
83 * N 5.7
Os N

52



CN 101896485 A

38/176 1T

84

598.69

600

85

614.68

616

86

649.75

651

87

765.79

767

[0313]

88

705.81

707

89

727.8

729

90

800.31

801

91

634.72

C36H38N6035

636

[0314]

53



CN 101896485 A w BB 39/176 T
H
SN 660.76
92 HéNgJ*o 662
: C38HA40N605
Vo
Qe !
v“"ﬁ‘“\&"&%
93 A, 732.86 733
o] \@
CH
Alteo
vaNﬂﬁ““ 620.70
94 Yy o 622
\Q C35H36N605
OH
Ok ]
\/\N. N/\©\ 593.6
95 o”gl*o F 595
' C31H30F3N504
L,
H
SRy
N Y\NA@ 589.63
96 T N Ao F 590
L C32H33F2N504
OH
[: l H
SeN i
SN \L’\NA@ 603.66
97 ‘1*0 F 605
o]
L C33H35F2N504
OH
AN H
X N?O ,/‘>
MYSASE 623.7
98 Hg”;“ko ° 625
W@OH C34H37N705
H
ST
SANNASNS S N 583.64
| 2 :
99 N Ao SN 585
0 C31H33N705

[0315]

54



CN 101896485 A WO B 40/176 TT

©\/:\f° 0
N Ny -
100 N ﬂ° i T 678
O ]
Q
T8, C32H36N8O7S
Ak
SN MO 612.68
101 Noho 0 614
° @ C33H36N606
OH
T
\/\NIY\N/U,I\I\H/O\ 626.7
102 | Ny N 0 628
° \CL C34H38N606
OH
AN
N?O H
N N
OO 596.68 o
103 &
L, C33H36N60S
| H
N, ’"§i N
Wkgmk) ﬂ 641.72
104 L 643
Cl. C34H39N706
QB
N\(O |
\ N N
MG SALE 596.68 oy
105 L
O, C33H36N605
Ak
N0 NO,O
\/\N'NY\N/\©)‘\N/ 641.67
106 o " 643
L C33H35N707
OH
@\/n\fo o
Y -N N\ -
MAGSAeR 721.61 s
107 L |
RO C32H34N7Na208P
oNa

[0316]

55



CN 101896485 A Ww R B 41/176 Tl
Ak
N o] o
A N, O
os SR 764.67 .
g
\CLO_E_O"* C35H39N6Na209P
lo‘Na
QN
N NA
\N'N;Cﬁ\(j 567.64
109 Fio 569
\@L C31H33N704
OH
N H
N N\fo N=\N
~~uN ~
o ”Hrﬂ:@ 673.74 o
X
ﬁo_g_m,z C32H35N906S
H RF
N0 e
SN N~ 661.67
11 NAo 663
o \@L C34H34F3N704
OH
NN
SNLO N
SANNAN j:j'* 594.66
12 krOrN{go ' 596
C32H34N804
CLon-|
H
S fN\C( 621.73
113 kror"{ko 623
\Q C35H39N704
OH
Qi0
Y Na =
W)
VN‘NWNC'QO\C(N 618.69
114 620
o
D! C34H34N804
OH
Qlio
“N-
WY 672.76
115 BT 674
\Qo-gm, C33H36N806S

[0317]

o6



CN 101896485 A OB P 42/176 T
Qo
\/\N,NY\ \
116 N Ao Q'} 579.66 581
[e] '\CL _
OH
H
@vNYO 0
\/\NN%Jr\i\O/KOH 567.64
117 \forNi 0 569
@ C32H33N505
3 H
Tﬁo 2 633.69
N oH :
118 SIS | 635
0 \@ C36H35N506
OH
c| C|H
GVN‘// Q 652.52
119 VN\’:“Ci\QAOH ' 654
o) é C32H31CI2N506
OH
H
:va 1
SNty (N 597.66
120 \ovaKoA@( 0 599
@ C32H35N705
OH
/N H
SN 1/\N\© 618.7
121 No~Ao 620
o * C31H34N606S
oy
H
Qo
Y H H
\/\N‘N\Ct/\Q/NTN\H/NHZ 640.69
122 N A, 00 642
0 O C33H36N806
OH
H
Ak
HO
\V\N’NY\I/\@N_?)_ 632.73
123 Mo 634
S \@ C32H36N606S
OH

[0318]

o7



CN 101896485 A

R B

Qo vo
MSS RSN I 633.72
124 o 635
\Q C31H35N706S
OH
Qi
\/\N’\N( N/TQ’NOz
125 k(,)r“\(l*o s 640.72 642
.,
SV n
\/\N,N\(\N/\E@/ )/
126 N LT e 652.77 654
T
\QOH
Sy N
\/\N,NY\N/\EQ’ 5N
127 Ao LT %o 689.21 690
o H
.,
©\/n o NO,
\/\N,NY\N/\EO
128 N Ao Ls 640.72 642
T
L,
Qo
\/\N‘\N(Y\N/\f@’n%"ﬂz
129 NAo N ¢ 653.76 655
1)
Q.
H
N0 N
SANNy N N~ 623.7
130 “eNeo 625
o L C34H37N705
OH
H
NN%N\QAO/ 647.72
131 @ﬁ\rN{&o 649
o) CL C37H37N506
OH
[0319]

58




CN 101896485 A i BB 44/176 T
O
N0 0
\f
VNNC'\i 0~ 666.55
132 \[{ 0 668
C33H33CIZNS06
Clon
Ak
NYO N\
|
\/\N’NY\N/\Q)\S 622.74
133 NoAo 624
o C34H34N604S
Q.
Qo
|
SNy (j’”wr“”’ 611.69
134 ON{KO © 613
C33H37N705
\©\OH
Qo
\/\N,NY\N/\CQ/"H:
[
135 N A s 610.74 612
Y
.,
Q. ,
\/\WN\(\N/\L/@/ r
136 ONYg" Wl 638.75 640
Q.
@\/n 0 NH2
\/\N,NY\N
|
137 N o s 610.74 612
Ty
\©\OH
Qte
\AN.NWAN«E@.NV@
138 Ao s 700.86 702
™
Q,
Qe );p
\/\N,N N
139 LY, 700.86 702
o
\CLOH

[0320]

59



CN 101896485 A

AA

et

~ Nyt 582.26
140 kg“vt:(j 0 584
'\@ C32H34N605
OH
Qo
SN oH
141 ! mw 600.63 602
T
.,
Ot o
\/\N*N\(\ OoH
142 o"\([:@"t 571.65 573
oW
Q\/NYO
SN
143 Kg”\/gmo 594.67 596
\©\OH
Q\ano
N’
144 AN M\C[r" 596.64 598
0
CLOH
@VNYO
\/\MN\(\
145 Hor"v& u 612.71 614
.,
@VNYO
\/\N’NY\N’ TIO)
146 [ o 580.64 582
\QOH
@J@
\/\N'NY\ NO,
147 “\/[o\C[NH, 599.64 601

[0321]

60




CN 101896485 A

AA

46/176 11

148

640.72

642

149

570.67

572

150

595.66

597

151

595.66

597

152

611.72

613

153

630.17

631

154

652.77

654

155

610.74

612

[0322]

61



CN 101896485 A

it BH

47/176 11

156

668.77

670

157

667.79

669

158

638.75

640

159

688.83

690

160

653.76

655

161

580.64

582

162

790.99

792

163

652.82

654

[0323]

62



48/176 1T

R B

i

CN 101896485 A

696

615

654

670

736

641

641

622

694.9

613.71

652.77

668.77

734.68

639.74
C39H37N504

639.74
C39H37N504

620.72

C30H29FN604S2

NH,
I
o S
RO
/\_'E
O 0-Na

S

N=\
Oi

A

N\FO
S

\/\N-N

H

4

N

F

o

o

164

165

166

167

168

169

170

171

[0324]

63



CN 101896485 A W BB B 49/176 T
Mo
N=\
\/\N—N\(\N/\CK 650.67
172 \SMO F 652
'\@ C32H29F3N604S
OH
TR
NeO g
\/\NN‘(‘N'\C( 628.72
173 oNEAO F 630
C33H33FN604S
QOH
a
S
NP s 683.58
174 m,: 685
: C32H29CI2FN604S
.,
Do
N N:E
S Y\N/\C( 634.75
175 Mo F 636
o \O C31H31FN604S2
OH
_o
H
\OD\/N\N(O N_____\s
S Y\N“@ 674.74
176 O"{’*o F 676
C34H35FN606S
.,
eI
N=
VNMN\@S 638.71
177 o%o F 640
C34H31FN604S
L o
' -
vn‘m 628.72
178 o F 630
L
C33H33FN604S
T,
QN
NO N
\/\NN{\N’\C( 610.73
179 “NAo 612
3 C33H34N604S

[0325]

64



CN 101896485 A

R B

50/176 BT

615.68
180 e 617
T C31H30FN704S
H
S
H
N(O NA
~ s 674.74
181 SRS 676
5t C34H35FN606S
T,
s H
Tl
SN S 639.70
182 \r”ffo\CEF 641
o - C33H30FN704S
T,
H 4
N_O /
e N=\S
‘N
MV BN 670.78
183 5 672
oo C35H38N606S
OH
VW 735.66
184 % @v 737
2 C32H32N7Na2O7PS
ONa
O\/ H—%ON&
Na
\/\[g 859.60
185 861
2 one C32H3IN7Na4010P28
Na .
F
H
.
\/\N.NY\N/\@S 632.68
86 Nyso SoF 634
o C32H30F2N604S
L,
K o
b N=y
AU S RGOS 683.58
187 Y o F : 685
C32H29CI2FN604S

[0326]

65



CN 101896485 A

R B

51/176 1T

782.64
188 X 784
0 C33H30FN6Na209PS
\©‘o-|',="-0Na
ONa
AR
N‘FO MS
VNN\’ N/\cr
N 790.97
189 o ‘\CL o 792
g*LNCL C43H50N8OSS
N
8o -
\/\.«Nﬂﬁs 620.74
190 Yy e e 622
O, C32H37TFN60O4S
H
SONTYTN 646.73
191 Mo 648
T C37H38N605
OH
@
H 040
MO e 814.95
192 SN < 816
53 C45H46N607S
OH
SEPIREC,
Mo T 794.92
~~yN .
193 N IC'i 796
g \@ C45H42N606S
OH
Qs
N\?O M o
\/\N-Nm«d\ﬁ 620.70
194 Yo 622
L C35H36N605
OH
H
SNy 603.67
195 “Neto 605
C34H33N704

[0327]

66



CN 101896485 A

R B

52/176 1T

826.93
‘N
196 \/\N\rﬂo ® 828
o C46H43FN606S
H
ko
197 N Ao b 226 504
° \@L C34H36N604
OH
QL o
HN. O N N1
vN.N{\Nﬁ 655.75
198 N Ao 657
L C38H37N704
O,
H
O Ro o
AR
O NH
199 P 610
U, C34H36N60S
H
N0 TsN\ o
\/\N'wa\um 800.92
200 O”g’“o 802
; C44H44N607S
\©\OH
H
N0 H
SN N 578.66
201 \(Nggo\@’) 580
0 = C33H34N604
Ty
H
STONTYTN < 660.76
202 \6’“{&0 662
\QOH C38H40N605
H
SANNN O ) 654.76
203 SN to 656
0 - C39H38N604

[0328]

67



53/176 1T

CN 101896485 A W M P
HN..O
SN ‘AN\C@ 672.75
204 LR 674
5 : C39H37EN604
OG-
@H o \@ ¥
d
NN 732.85
205 N 734
Lt C40H4ON606S
©\OH
H 0
Q\/N\(O oSy
\/\N’NY\N CN 743.83
206 Lo 745
3 C40H37N706S
T,
HN_O
Y
~nN
207 LT ’t\; 620.74C36HA0NG04 622
o i
\CLOH
C
H Q
©»Ny0 SNy 753.27
208 VNNY\N/\& 755
OMO C39H37CIN606S
O,
H
Qo
HN
vNKfN >~ 613.11
209 SNvo 615
C33H33CIN6O4
\©\OH
&
H ‘
, Q\N?O o5& 795.30
210 MY SASSE 797
o CATH39CIN6O7S
Ty,
7
| H
S N_O
NN HN
SN N\CP 579.65
211 NAo 581
C32H33N704

[0329]

68



CN 101896485 A WO B 54/176 T1

N Ty 732.85

212 0 LA03 (- c06s 734
P! 40H40N60O
o C40H40
H
SANNN N 732.85

213 Ngko\@’/ 734

0 = C40H40N606S

Cloy

‘i\"ﬁ?» \&*\P 725.81
214 N\(;"Jio ° ' 727

h o C37H39N707S
-gN

VNNW” 578.66
215 Mo O 580

o \@ C33H34N604
oH

e N‘/\“\C?\(O 699.78
N Ao :

216 ™ 701
o, C35H37N707S
0
Q
:v”*ro Sy o 774.88
217 V\NNM\( 776
5i?° C42H42N607S
\ICLO
=
1 H
N N‘FO Ts.N\
SNty N\& 733.84
213 N0 735
0 \@ C39H39N706S
OH
Dkt e
o
SN~ é‘ 856.79
219 Mo 735
° Lo CA0H39N6Na209PS
Op
[0330]

69



55/176 1T

CN 101896485 A w BB P
QRo .
Vm% \ 716.85
S NAo
5 C40H40N605S
A
\@H o T \
\/‘N"H”N’\@ 756.87
21 NAo 758
o C42H40N606S
A SN o
! H
\©\/N?o T \
x
NN%N\ES? 858.74
222 O"ﬁ*o 860
CA0H39IN606S
L o
@H \@ O
SN Ngzg}\f 898.83
N .
223 ON;“*O 900
Tlo Je C42H41N6Na2010PS
OP
Ona
Ofo
HNR ¢
va 744.64
224 Kg 0 746
L8 C3SH35N6Na2O8P
oPoNa
a
o &
N,O \ 919.25
225 MYSRSE: | 921
gt o C41H38CIN6Na2010PS
\Qogor\h
ONa
(o]
e o
NO 0S¢ 877.21
226 VNN@ 879
g o C39H36CIN6Na209PS
L B
O ONa
e &
U 857.78
227 Yo 859
T 8de C39H38N7Na209PS
One

[0331]

70



CN 101896485 A

R B

56/176 BT

692.80
228 S 694
Vg, C39H44N606
OVNYO o
VNM 762.87
229 Kg 7o X 764
S C41H42N607S
SN
QN oé
N0 O°NA o 767.29
230 v’ﬁ:,@ﬂﬁ 769
P °: C40H39CIN606S
OH
©\,P\LFO
VNN(N,\@\f
N 770.68
231 o : 772
flogcya C37H37N6Na208P
ONa
Ry
N_O O"S'N
VNEAN > 853.96
232 SN 855
0 C42H43N709S2
CLO'g‘NHg
[¢)
QR0
¢ e
VNNn'N\'&‘(
NI 814.91
233 5 " 816
S OgNyro\/‘N' CAOHAGN8O9S
le) |
QR
S P S
TN ‘N:'io 840.95
234 5= on 842
oM oy C42HA48N809S
[o) 1
4 T o N 3
e Q 918.86
235 o = 920
@Dﬂg_oﬁ' C45H41N6Na209PS

[0332]

71



57/176 1T

CN 101896485 A w P
@\/“\(o HN—
St N
S aCA
AN 778.70
236 780
C39H37N6Na207P
HN0
ey 664.75
237 yo N ? 666
O, ° C37H40N606
NO,
QR
N_O
R A 713.78
238 A 715
g C40H39N706
oy
QLK -
v:ﬁfﬁ,\é& 683.80
239 o 685
O, CAOH41N704
AN
NeO
va 654.68
240 g0 F 656
o C31H32F2N6068
Tigsg,
QU
e N'\(T) 668.71
g ®] F
241 5 670
e, C32H34F2N606S
H
g ﬁ .
S \«\Q 561.62
242 kﬂ( \.) F 563
Aol C31H33F2N503
~ h 574.62
243 Nire S 576
C31H32F2N603

[0333]

72



58/176 1T

CN 101896485 A W M P
: H
v:ﬁ‘;mé
NAo ~r 603.62
244 © o 605
C32H31F2N505
Qko
et
ohg*o F 732.73
245 H oo 734
%yw C37H38F2N608
CH
HN. O
N
» 'il\n:@/to ] . 618.63 620
1
S C32H32F2N605
@\/ O O?Omo
X i
. NH{) M){;@* e 756.71 758
0, C37H38N6Na209
QW
N__O 0
\/\N‘N\(\N N S
| : 583.64
248 Y 585
C31H33N705
\©\0H
H
©\/N‘(0 (o]
S~NVN NH 2.
249 \OFN’f 0 2 28269 584
RO C32H34N605
@\/:‘Lfo NO, ©
SO N, 627.65
250 o O 629
., C32H33N707
ALk .
V'QPCQ e 626.70
251 o 628
IR O! C34H38N606
OH
9§
N_.C °
vN’"ﬂ“@*u”\ 612.68
22 ° \(O:L C33H36N606 ol
'OH
[0334]

73



+

CN 101896485 A AT 59/176 7T
Q\/HYO o
VN‘N\(\/L/\@)LT/ 61 1 69
253 ry{> 613
., C33H37N705
oM o
Y ﬂ?@xf\’ 640.73
254 o i 642
\CLCH C35H40N606
o~y-N N -
"H;,f_);o SR 597.66
255 & 599
\CLOH C32H35N705
H
@»N?o o
SANNN N 652.74
256 kg”{kg@A 0 654
UOH C36H40N606
o]
S N/\©)L.I« 610.70
257 Nt 612
C34H38N605
\©\OH
H
Qo
¥ 0
MYSASSAY, 666.77
NA H '
258 50 668
\QOH C37H42N606
“/":'"‘,T‘", “O’;D 701.79
259 R 703
oy C35SH39N707S
(e}
Sy r«\@*n/ 596.68
260 Sriyte 598
L C33H36N605
'OH
| ﬂ H
\/\N‘Nf\o(\ /\@/‘t ~ 636.74
N N N .
261 e " 638
C36H40N605

[0335]

74



60/176 1T

CN 101896485 A i B P
S %NAQA 661.73
262 663
W@ogh C32H35N707S
NN N%N/O/K 636.74
263 S 638
C36H40N60S
o,
]
x N.
Y Wﬂw 624.73
264 L 626
QL C35H40N605
Qi
0
oy N
' }C’,’\f@*'@ 634.72
265 roo 636
C36H38N605
O,
H
Qno o
VNNCE\Q*NQ 650.77
266 Yo H 652
SN C37H42N605
CH
Ak
N 0
\/\N'N\PN“Q)LN 650.77
267 0“{% O 652
C37H42N605
\©\OH
H
@"f" R o
Sy fu«dn- YK 697.78
268 HO(NAo H o 699
C37H43N707
joN
VN’“Y\N\O’KN’W 598.65
269 SO 600
C32H34N606
\©\OH
SN 583.64
l -
270 e 585
C31H33N705
\©\OH
[0336]

75



CN 101896485 A

R B

61/176 1T

SV
St N 672.71
0 :
271 o"{ko 674
C39H40N605
Ve
Qe
VM"\,/\M\O)LM\/\ 696.84
272 Sehd 698
Ao C39H48N606
CH
Do
T (o}
vNNCE ' NO 664.79
273 oN? 0~ H 666
\Oo C38H44N605
H
Qi .
<~
QA0 678.82
274 L 680
Q. C39H46N605
O
N0 o
SN 673.76
I .
275 ' o "0 675
C38H39N705
Q,,
QUi
Sty N 648.71
276 iy 650
C35H36N805
.,
i‘ N0
N [] [j
S ~A©*~ 690.83
N_A, H ’
277 Y 692
9 C40H46N605
CH
Qi .
vn‘"ﬂ?@)u«/\ 636.74
278 4 638
T C36H40N60S
OH
MVSAVERY, 679.79
Y0
279 Y 681
\Q C36H37N705S
OH

[0337]

76



CN 101896485 A

R B

62/176 1T

[0338]

678.80
280 0 680
C37H38N605S
L,
Y
SN NN©*N'NH= 597.66
281 o@o ) 599
C32H35N705
L,
H?O OOTDH
Sod O 712.75
282 t{ﬂ;@)k” /?; 714
0 ¢
C37H40N609
L,
9 B
N NaN{ N
NN o H 736.82
283 K5”{’“0 738
C39H44N8O7
Ot
N=
VN'NWN\C(NH 579.65
284 Hg”g’*o 581
C32H33N704
how
H
N?O N=\N\(\NH2
\AN.N\/\N'\C( 5 636.70
285 Mo 633
C34H36N805
Tl
H
N\(O 0
St N“@*OH 583.63
286 Hg"ﬁo 585
C32H33N506
o
Qi .
_x* -N.
e ﬂ:\@)L°” 662.71
287 o # 664
s, C32H34N608S
(") 2
U
N_O 0
\/\N,N\(\N N\ oH
| 584.62
G
288 Yo 586
C31H32N606

7



CN 101896485 A

R B

63/176 1T

Sy \(\N/\©\/? on 633.63
N 9
289 e on 635
L C32H36N507P
OH .
H
N\FO
\/\N'NW/*N’\(Q 595.71
290 SNAo 8 597
° C33H33N504S
OH
¢
N _O °
SN Mo N0 ™
SSAOA 612.68
291 L 614
L, C33H36N606
@\/NKO o-é_o
N
’irrlﬁi\() 617.72
292 §E2 619
@o C32H35N5068
N-N
Qfio &N
\/\N.N\(\N/\ﬁj 607.66
293 o”:/&o ' 609
C32H33N904
L,
9 uo
;pNﬁCi@/@\O(OH 659.73
294 SNAAo 661
° O C38H37N506
OH
Qi
N _O
Sy - 564.63
295 ”\Aj@/ 566
RS\ C32H32N604
‘OH
H
@wao o
= N
e \»pizrjhrfgg@)\ 581.66 3
oy C33H35N505
LN
N ( \H
s~ 632.71
297 o © 634
Cloy C36H36N605

[0339]

78



64/176 1T

CN 101896485 A i BB
QA
£
SANTN 0 607.66
208 \ng&O 609
@ C34H33N506
OH
HN_O
S~ \@/@0% 694.80
N
299 %o 696
\@b C37H38N606S
H
QR
MO
N o
N m 597.66
300 o ¢ 599
» T, C33H35N506
O\/N\ro Br
A
o ”w 619.51
L 621
\QO C30H31BrN604
Ak
N\(O NO; O
\/\N'N N/\©/u\0/ 642.66
302 NN 644
W@\ C33H34N608
‘OH
HN?O
NN Br 619.51
303 SRS 621
o 4 C30H31BrN604
T,
H
N,fO
vNN\»N«(@ 595.71
304 SeNeAo =8 597
0 \@ C33H33N504S8
OH
QH
Sl
s~ 585.72
305 \6"';“‘0 587
L C32H35N504S
OH
QN
NeO  No,
\/‘N‘Nwﬁﬂ\@ 584.62
306 Hcg 70 586
C31H32N606
\QOH

79



CN 101896485 A

65/176 1T

554.64
307 4 556
L C31H34N604
OH
H
OLHN@ Y
SN 623.74
308 NQ@ 625
© C35H41N704
OH
Sy N 616.71
309 V\'lguv'io 618
K©\: C36H36N604
H
. % 616.71
N S .
310 N\':RT O 618
° C36H36N604
OH
H
N_.O
[0340] VN'N‘I’\N% 580.68
311 Mo 582
L C33H36N604
OH
9§
N\ﬁo r‘,“N‘N
A " {
T }C&C@AE 607.66
312 Yo 609
L C32H33N904
OH
\/\N?\io(\ Cl
NN 604.10
313 o o 606
AW C32H34CIN505
H
@VN‘(O Z Cl
\/\NNj»N\@/ON 651.15
314 SN 652
° C36H35CIN604
OH
H
N O
ngNr?Cﬁ CN 582.62
315 i 0 584
L C32H31FN604
OH
[0341]

80



CN 101896485 A WO B 66,176 T1

N S
\/\N- Y\N
316 . e 584
e
\©\OH C32H31FN604
H
Clnge P
Y \N
VNNTC'L 634.70
NS0 636
317 T
Ty C36H35FN604
HN_O
¥
sy N A 617.70
318 LN Ay N 619
0 ¢ C35H35N704
H
N0 EN _
vNNY\N«@/@ 662.80
319 E{Ng*b s 664
C37H38N604S
T, N
H
C:L«N?O g’
VO AS 615.72
320 \gNiﬁo 617
: C37H37N504
o
H
©\/N‘fo 7 0.
\v“NNT“N“(:TL:E 646.74
321 TNo 648
\©\OH C37H38N605
Ollo
04 o 696.84
322 "%@o 698
O, C39H48N606
N _O
SN~ 641.72
2 °N?§O ’ C37H35N704 o3
L
OH
H
Q\/N\?o "
\/\N-qu\l NS 580.68
N Ao 582
24 ° \@L C33H36N604
OH

[0342]

81



CN 101896485 A

R B

67/176 11

N N N
N 620.74
325 Nm 622
0 \@L C36H40N604
OH
H
GVT\[T“O o)
SN o 676.74
X
326 o 678
@o.g.NHz C33H36N608S
QN
N?O F
SNy 634.70
327 NyAp 2 636
© @\ C36H35FN604
OH
H
O\/N*(o 7
sc~NNN YN 634.70
328 SNAo™~ F 636
0 \@L C36H35FN604
OH
Ax
N\rO
VN“VN’\@M 595.69
329 ON‘;*O 597
ASE C34H37TN505
OH
Qlo
SN 625.76
330 X' o 627
O, C36H43N505
H
QVN\'C\; 0&;
SN N’\@ 619.62
331 o 621
RO C32H31F2N506
Oy NH
Sy @ O NHp 658.75
332 N Ao ° 660
° @ C38H38N605
‘oH
QR
NYO OH
SNy 632.71
333 NNy o 634
C36H36N605

[0343]

82



CN 101896485 A w P
One
St \(;(“ 648.55
334 o”\-;go =g 650
Ao C32H34BrN505
o
H
Q\/NYO 2
v»ﬁ‘%»m@/@“ 646.74
335 NS0 ™2 O 648
© \@OH C37H38N605
vN»anxQ/CN( 701.81
336 N_Ao 703
o = C40H43N705
Olo
VNW 608.73
337 )4 610
\@LOH C35H40N604
QMo
x
de 587.64
338 S 589
@m C32H34FN505
HN_O
\f
\/\NNY"N“(NJ’@ 616.71
N =
339 XV o i 618
O, H36N604
R SN 646.74
340 N A LS O 648
ot C37H38N605
Con
H
\/\NK; N,
MNANA 595.65
341 ‘}g”fgo\@dN 597
C32H33N705
O\/N\ro )
A e o~ b 686.77
342 H;N\}/O\O:F 688
Aol C37H43FN606
0

83




CN 101896485 A

69/176 1T

[0344]

617.70
343 619
Q\OW C35H35N704
Ak
N\fO 0.
\/\N‘N N/\LNJ/Q
344 \r@o ’ s 648
s
ADN C37H38N6OS5
OH
N0
\?
VNN;@Q 631.72
345 TN 633
oy C37H37N505
N0
¢ 0
346 LA 685
0 C40H37N506
OH
H
Q\, 0 O o]
347 VB{:@O EJ\ e 674
0 :
RO C39H40N605
@\/:\(0 N’\B
\/\N'“%NAQ/“” 605.69
348 o 607
L C34H35N704
OH
So~ N
349 H’m;é« oo 641
., C36H41N506
Qs
N._.O o
SO Y 598.65
350 Mo W ' 600
© O C32H34N606
CH
Qi
S N/\ﬁjc' 617.14
351 e 619
C33H37CINGO4
.,

84



CN 101896485 A

70/176 BT

[0345]

645.75
352 5 : 647
Ty C38H39N505
QK
NeO -~
vam@ 658.79
353 5o 660
© C39H42N604
T, C39
H
DR
SN O~© 631.72
| WY o
0 C37H37N505
OH
H CN
L NO O
\/\NNqu;ri ) 640.73
355 o 642
RO C38H36N604
H
QN0
< N
SN 687.81
356 © 3 Q 689
\©\O-CS)'NH2 C35H41N7068
A
SONNAN O 629.70
357 SNAo &1
o C37H35N505
OH
H
QR0
vh:\':mg@ 674.79
358 0 ¢ 676
@og_NHz C33H34N606S2
H
o
SN B 617.70
150 ho 619
0 CL C35H35N704
OH
QRo
O o
A 681.86
360 %W 683
9! CA0H51N505

85



CN 101896485 A Ww R B 71/176 51
H
Q/r:ﬁo O\
sy 645.75
361 \Of”?l 9 647
oy C38H39N505
Ak
N?O
e ‘N\(\N Br
IO 618.52
362 rT e 620
L C31H32BrN504
OH
@\/N\(O
vw”%w\@ 595.69
363 Yy o o 597
A C34H37N505
0
@»Hfo \io
V‘N”w’N\@/l< 651.79
364 Yo 653
T, C38H45N505
Tmiré
~— o 679.74
[0346] 365 . Ao 681
© A SN C38H38FN506
L]
Qo
G 653.77
366 KS 655
AOW C3THA3N506
H R
O\,N?O 10
\”Nm& 625.71
367 L9 627
D! C3SH39N506
OH
Al
(o]
\V\Q}Cf\@o 598.69
368 0 600
o \CL C34H38N406
OH
SN o 701.81
369 NeAo 703
o _\(:L C41H43N506
O
[0347]

86



CN 101896485 A

R B

72/176 BT

NN Br 636.51
370 N\/&:@[F 638
0 Q C31H31BrFN504
OH
OyNH
X = 621.75
N \s °
371 VNKH/}CPQ/C 623
gLo C35H35N504S
Ol
Qo
‘ Y
\/\N‘"wAN«@/Qo/ 646.74
372 “Nvto 648
0 0 C37H38N605
CH
H Cl
©VN?0 O%@
\/\NNW’\N\© 714.23
373 \6"‘{’\‘0 716
T C37H36CIN506S
OH
H
Cngo )
SN Y 0 645.75
374 \6er0 647
C38H39N505
oy
H Cl
o S
SONNN 682.23
375 N*;Ej 684
© ! C37TH36CIN504S
OH
&
H 0,
N_O S
376 vﬂf@io e et 762
N0
o C38H38CIN508S
OH
O NH ~
gl . N 616.71
377 X 618
C36H36N604

[0348]

87



CN 101896485 A

R B

73/176 BT

N C 616.71
~~N N .
378 Ng(ﬂ;@/gl 618
0 C36H36N604
T
%H ~~NH;
PN PO § 631.72
379 Lo | 633
5= C36H37N704
\©\OH
Oy ~NH
e A 630.74
380 LT 632
T C37H38N604
.,
. P
©\,N o] 025,
X $ 772.91
381 'Lnj.’;to 774
I C43H44N606S
\©\OH
H
N0 -
Nﬁ «(:(C'N 646.74
SN :
382 “rNAo o 648
o * C37H38N605
Con
H
©Vr:,ﬁo J 646.74
SNV N :
383 NS o 648
o) \@ C37H38N605
OH
H
NNW’N\©\/C|N 634.70
S~ :
384 N R 636
o * C36H35FN604
©LOH
H F
Q\/N\(O F’ko
\/\N'NY\N\© 634.70
385 N Ao 636
o i C36H35FN604
C‘OH

[0349]

88



CN 101896485 A OB P 74/176 T
Ois
SONNONE 487.55
386 '\gN\;/J“O 489
C27H29N504
\CLOH
Qo
692.85
387 v'\#{”ﬁm 694
g s O C39H48N8O4
\CLO
H
SY
\/\N'NW/\N/\@NHZ 595.65
388 N0 597
0 \@ C32H33N705
OH
H
@\/N\fo O/l
\/‘Nmo 678.76
389 g o 680
e C33H38N608S
H
Q\/NYO ~o |
\\\/\N,N\(\N/\(l:[O 629.70
390 N_Ko o 631
0 \@\ C34H39N507
OH
H
.
SNy o 599.68
391 ' N\A;@o/ 601
5 \@ C33H37N506
OH
HN?O
\/\NN\/‘N’\é/O\ 723.62
392 O"‘{go 725
C33H36N5Na209P
VloBon
ONa

[0350]

89



CN 101896485 A

R B

75/176 1T

VNN\’ Q”N’\
Nm O 792.73
393 O < o] 794
\Q o—b—ona C37H43N6Na209P
|
ONa
HNYO
V\N‘NWN S 746.66
394 Y 748
0 3 o C35H37N6Na208P
\O\O—IIJ’—ONa
J)Na
QLK
N_o
SONNNN \(j 611.73
395 SN Ao o 613
© T C35H41N505
OoH
D
\/\N.N{N«CEF 587.64
306 N\;,go o 589
o = C32H34FN505
hOW
Oono
SN 595.73
397 Ao 597
0 _\O\ C35H41N504
(0]
Loge,
N 583.68
398 N\/T:O\O\O/\ 585
o '\Q C33H37N505
O
Qiko
Y 625.76
399 SrN\)N:o\Oo/\j 627
o \Q\ C36H43N505
o]
Qe
SN 597.70
400 ”\/[:Q\o/\/ 599
S C34H39N505

[0351]

90



CN 101896485 A

R B

76/176 5T

' 703.59
401 o \O 705
ol o C32H32N7Na207P
ONa
D
VN‘\H’N’\/@ 553.65
402 NN 555
o \O C32H35N504
O
O\/N\(o
NN N’\O 719.63
403 N Ao S 721
o = o C34H36N5Na208P
T Lo
O ONa
A
O N
vNV“\@ 595.69
404 NAo 597
o \CL C34H37N505
OH
QALK
O
SN2 565.66
405 om 567
\Q C33H35N504
OH
QKo
F
vNVW\@ 711.58
406 Kg"ﬁ./&o o 713
C32H33FN5Na208P
Tl R
QR o
NO,
vum 628.63
407 '\,6 70 Yo 630
\CL C32H32N608
OH
QKXo
N~ L
v‘\(N/'lg@ 732.67
408 b ©09<9‘9 734
C35H39N6Na207P
Na

[0352]

91



R B

CON 101896485 A 77/176 T
H
S
N
%de 728.04
409 reQ 730
CL%ow C32H33CIN5Na208P
ofo
Na
@\/ O
L ch 619.11
410 PSR 621
\CLO C32H35CIN6OS
NH,
1 H 5 »
vNN\(‘N/\@O\ 600.66
411 NAq 602
O = C32H36N606
QO
F
\/‘NNW’N“@ 605.63
412 Moo 607
0 = C32H33F2N505
O,
QH o F
\/\Nr OX(-)F
'i(mo 743.56
413 o i 745
@]
) o2de C32H30F2N5Na209P
Qklo ©
AN
N\rN‘NCg 732.67
414 &2 734
0 N C35H39N6Na207P
oPO
ONa
(1R o
Ny ? o
_
v"ﬁ@ﬁ;@ 724.61
415 S 726
Ol e4e C32H35N6Na209P
Na
~O
Mo
= [ 646.73
416 mo' Ly 648
: C37H38N605

[0353]

92



CN 101896485 A wo o B 78/176 T
NO o,
w \'cr)N{go C35H37N506 02
O,
|
H
\©\,N\FO 0 |
vmv,\r\@o 725.57
418 N_Aq 727
o : C33H36IN506
1,
Do
SN
&@“O i s: 719.65
419 L 721
O3 C33H32N5Na207PS
Ona
A
NO
X
v"m 709.66
420 0 i 701
Oogom C32H34N5Na207PS
6'h
COno &
N N’\O 788.01
21 mo 790
° L CA3HS5TN507S
O
O\/N\fo N
A%
NNT,CL’\&X 749.70
422 \8 2 751
L 8de C36H42N5Na208P
Ona
QA
o
SN 651.84
423 NAo 653
< C39H49N504
T,
Ono  ®
VNVM\SX\\? 761.93
424 NAo 763
: C40H51N508S

[0354]

93



CN 101896485 A WO B 79/176 T

H
R O 678.58
425 z 680
0
R P! C31H33N6Na207P
ORONa
ONa
H
Ot
VNVN'\[Q 627.71
i .
426 Lo %P 629
L C33H33N5068
OH
Ot
A e It 632.71
I .
427 e 634
C36H36N605
o
H
SN NN 646.74
428 kgN{ko - 648
C37TH38N605
Vo
H CN
@"ﬁ,
NN NN 641.72
429 o"g*o - 643
C37H35N704
e
H SN
SN N 7SN 646.74
430 SeVeto S 648
0 = C37H38N605
.
N o 556.62
s~NN N, -NH :
431 'ir‘@io e 558
0 ¢ C29H32N804
\CLOH
H
g
SONYN 753.65
432 \orNg*o 755
Q C37H34N5Na208P
-ONa
\QOP‘ONa

[0355]

94



CN 101896485 A wo o B 80/176 7
H
QU S
\/\N.Nj»mij 2 636.70
433 %Nﬁo 638
\QOH C34H36N8O5
SIS 534.62
434 \rvgo ° 536
L C28H34N605
L]
\/\NT;M("\ 548.65
N~ .
435 NS ° 550
° 3 C29H36N605
.,
@\/" o
\/\Nf\m«\/\r"‘\ 562.67
436 \ S 564
° \@ C30H38N605
Dne
Sty N 592.70
437 v‘:\/\'r 594
° ! C31H40N606
L,
\/\N}‘:/\N/\/YQ 604.71
438 N 606
°o C32H40N606
SN
\/\Nr\;\N/\/\[rN\/@ 625.73
439 Yt 627
L C34H39N705
<Y
\/\m"\(l/\/jr"@ 611.71
440 Hr“ o %S 613
L C33H37N705
[0356]

95



CN 101896485 A

R B

81/176 1T

St N 611.71
441 m U 613
"L C33H37N705
Q
\/\N\':/\n/\/\[r 611.71
N~ 3 .
442 Ny G 613
¢ L C33H37N705
Qe
\/\NMY N’\/ﬁr"\@) 617.73
443 N 619
° CL C31H35N7058
]
@\/N\fo
SN AN 631.76
444 S 633
° \@ C32H37N705S
(]
Qe
SIS 618.72
445 o”\jj*o o & 620
L C30H34N805S
o
H
/NIO Ng\s
s
NN 522.62
446 Kg" 524
D488C26H30N604S
H
/Nro Ng\s
O/\N‘ /\Q’ 572.68
447 574
C30H32N604S
l
S
N
R AN o 572.68
448 374
C30H32N604S
I
H

[0357]

96



CN 101896485 A

82/176 1T

0.0 N
NN
| 573.66
449 575
C30H31N505S
H
H
T s
O/\" Y\"/\E‘;’ 508.72
450 K{" 600
C32H34N604S
H
NN
587.69
451 589
@\m C31H33N5058
N
N N
CFY I | e
452 576
© l =~ C29H30N605S
“OH
/o\fo N
! N N
g 574.65
453 576
C29H30N605S
H
/oro N
NN
574.65
454 576
C29H30N605S
H
H
N ",,/\s
N
O/\" W/\"/\@ 586.71
455 \\&’" 588
C31H34N604S

[0358]

97



+

CN 101896485 A % BH 83/176 7T
by g
N N
456 559
C30H31N504S
H
/f N-'—
N’ N
457 573
C31H33N504S
\/\fo N—
YT e
458 ~ oYY ~ 587
o b C32H35N5048
“OH
SOPUIY
N N
@A ;',/\ 599.74
459 601
C33H37N504S
N g
N N
oYs ﬁ 29,65
460 531
C29H31N503S
H
b g
N N
461 545
C30H33N5038
/\ N=
NN
557.71
462 559
C31H35N503S
“ “OH

[0359]

98



CN 101896485 A

AY

3

5t

AA

84/176 1T

\/\ . "
NN
()A r 571.73
463 _ 573
C32H37N503S
| H
SNy M
O/\ N f\“U 615.75
164 \g 617
ﬂ%\ C32H37N704S
|
&H
O h
N Ny
@ﬁu"‘*{\ I 615.70
465 Kgﬂ 617
C31H33N705S
/J!\/\IO N"\s
O/\ N "”‘C{ 614.76
466 616
C33H38N604S
“OH
[0
HzNJK/f Nﬂ\s
@”" Y\N&Q 614.72
467 616
C32H34N605S
l o
-~ \/} N,\s
0/\" TN 600.78
468 j’" 602
C33H40N603S
“OH
(]
Hzﬂ)\/} Ny
©/\" \I/\"'U 600.73
469 ‘\g" 602
C32H36N604S

[0360]

99



CN 101896485 A w B B 85/176 1
N
\/N N
’ Y\N“@ 657.78
470 O/\N\r" 659
o C34H39N705S
N H
N N
@/\n“j/\n’\o 670.83
471 \IN 672
C35H42N804S
o
Q/\"N\'/\"ﬁ 586.71
a7 %N\)\o 588
L : C31H34N604S
O/\NN\‘/\N/\Q/ 628.74
473 T 630
C33H36N605S
N
k/uro N
©/“N U 641.78
474 643
o C34H39N704S
o N
~"n \l/\u/\(:r 597.73
475 L]fN\/*ﬁD 599
\\O\m C33H35N504S
O\pro N
N ’U 599.70
476 L}f"\/iﬂo 601
\\Qm C32H33N505S

[0361]

100



CN 101896485 A

it BH

86/176 1L

585.72
477 \g" m 587
LO\* C32H35N504S
% N
NN - 583.70
478 7"/\ | 585
Kg \E% # C32H33N504S
I
\//\OH
3 H=—¥
N 569.72
C32H35N503S
[ ]
Qs
\/Nf Ng&
' l{gjf"’\ 584.69
480 586
%\,‘ C31H32N604S
§¢-
N=\
/\/\n'"\(\u’\(;\f 612.74 o
481
K&’"%\‘ C33H36N604S
9§
N==\s
" \/\/\N’"\(\N’\O 626.77 o
_ kgu%\m C34H38N604S
|

[0362]

101



CN 101896485 A

87/176 1T

9
(3]
H \r N=y
M~ N «(js 61575
483 617
C32H37N704S
|
H
Qs
I
/*l\/\n‘“j/\u’\Q—)"’ 629.77
484 631
K&/N\%m C33H39N704S
9§
5 N-
Hz)K/\Nﬂ\[/\Nf\ g 629.73
485 N Mo 631
5 U O C32H35N705S
|
TOH
9§
N=y
NSNS A 611.72 13
486
j’u%ﬂ‘ C32H33N704S
%
Lo
h e 'y 630.76
487 ' 632
C33H38N605S
|
“OH
g
0
Ho N 616.73
488 kn,u 618
I  C32H36N6OSS
"OH

[0363] "I LUHR I iR D BRI A B S NMR 2508 -
[0364]  (6S,9aS) —2— M ZE —N- W&k —6— (4- FeAE W R ) -8- (2 (1- (3— A 3k ) —1H- 1]
W —7-2%) BEE) -4, - “HAMANA 20 2K IF =W IF (2, 1-c] [1,2,4] =B -1 (6H) - F

Bt

[0365] 'H NMR(CDCI,,300MHz) 6 8.06(d, J = 9.0Hz,1H), §7.65(d, J = 6.0Hz,2H),
67.44(t,] =6.0Hz,1H), 6 7. 35~7.20 (m,6H), 6 7. 11 ~7.05(m, 2H) , & 6. 95 ~ 6. 87 (m,
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3H), 86.66 ~ 6.62(m,4H), §5.51 ~ 5.30(m,3H), 65.02 ~ 4.94(m,2H), 64.61(d, ] =
18. OHz, 1H), & 4.44 ~ 4. 25 (m, 3H), & 3.42 ~ 2. 99 (m, 8H)

[0366]  (6S,9aS)—2- 4 TN % 8- ((1-(3— 2 Z& W &5 ) —1H- Mg b -7- & ) A 3L ) -N-F
B —6- (4 FIENTE ) -4, 7T- TEARANEA 20— MR (2, 1-¢][1,2,4] = -1 (6H) - FIEEI
[0367] 'H NMR(CDCl,, 300MHz) 8 7.63 ~ 7.58(m, 1H), 87.38 ~ 7.20(m,5H), §7.05 ~
6. 94 (m, 4H) , 86.87(d, J = 6. 0Hz, 1H), 66.67 ~ 6.57 (m,3H), §6.45(d, ] = 6. 0Hz, LH),
§6.19(d, J = 9.0Hz,2H), §5.54 ~ 5.38(m,3H), §5.32~5.24(m, 1H), 85.11(t, J =
6. 0Hz, 1H), 65.00(d, J = 12.0Hz,1H), 64.77 ~ 4.65(m,2H), &4.44 ~ 4. 26 (m, 2H),
63.39 ~ 3.17(m,5H), §2.94(d, ] = 9. 0Hz, 2H)

[0368]  (6S,9aR) 2—- fAANZE —8-(2,4- ) —6- (- FRIEFE) -4, 7- ZHANEME
I [2,1-c][1,2,4] = -1- FERA P B

[0369]  'H NMR(CDCI,,300MHz) 8 7. 25-7. 36 (m, TH) , 7. 04 (d, ] = 8. 4Hz, 2H) , 6. 62-6. 89 (m,
6H) , 5. 68-5. 82 (m, 3H) , 5. 16-5. 24 (m, 2H) , 4. 42(d, ] = 6. OHz, 2H) , 4. 01-4. 06 (m, 1H) ,
3.38-3. 71 (m,8H) , 3. 20(dd, ] = 3.6, 11. 4Hz, 2H) , 2. 80-3. 02 (m, 4H) , 2. 46-2. 52 (m, 1H)
[0370]  (6S,9aS) 2- N ZE —6- (4- IR ) 4, 7- 548 (2,3, 4- =S E T -
SR [2, 1-c] [1,2,4] =8 —1- TR P ELZ

[0371] 'H NMR(CDCl,) : 6 7.404 ~ 7.245(m,5H), 67.001 ~ 6.973(d, J = 8. 4Hz, 2H),
6. 958 ~ 6. 930 (d, ] = 8. 4Hz, 1H) , 7. 742 ~ 7. 701 (t, ] = 6. OHz, 1H) , 6. 675 ~ 6. 647 (d, ] =
8. 4Hz, 2H) , 6. 647 ~ 6. 619 (d, ] = 8. 4Hz, 2H) , 5. 695 ~ 5. 561 (dt, ] = 6. 6Hz, ] = 16. 8Hz,
1H) , 5. 534 ~ 5. 520 (dd, J = 4. 2Hz, J = 10. 8Hz, 1H) , 5. 390 ~ 5. 340 (dd, ] = 4. 8Hz, | =
10. 2Hz, 1H) , 5. 284 ~ 5. 248 (t, ] = 5. 4Hz, 1H) , 5. 175 ~5. 140 (d, ] = 10. 5Hz, 1H) , 5. 080 ~
5.022(d, J = 17.4Hz, 1H) ,4. 882 ~ 4.834(d, J = 17. 4Hz, 1H) , 4. 486 ~ 4. 306 (dt, J =
6. 0Hz, J = 15. OHz, 2H) , 3. 875 (s, 3H) , 3. 546 ~ 3. 253 (m, 8H)

[0372]  (6S,9aS) 2- M A 8- (3, 4- “HAI T ) -6-U- BREFE) -4, - —HARA
eI [2, 1-c] [1,2,4] =8 —1- PR A i

[0373] 'H NMR(CDCl,) : §7.395 ~ 7.233(m,6H), 66.831 ~ 6.682(m,4H),6.985 ~
6.958(d, ] = 8. 1Hz, 2H) , 6. 637 ~ 6. 610 (d, ] = 8. 1Hz, 2H) , 5. 678 ~ 5. 545 (dt, ] = 6. 3Hz,
J = 16. 8Hz, 1H) ,5. 454 ~ 5.405(dd, | = 3.9Hz, J = 10. 5Hz, 1H),5. 323 ~ 5. 286 (d, J
= 5.7Hz, 1H),5. 162 ~ 5. 127(d, J = 10. 5Hz, 1H),5. 028 ~ 4.971(d, J = 16. 8Hz, 1H),
4.916 ~ 4.868(d, ] = 14.4Hz, 1H) ,4. 467 ~ 4.294(dt, ] = 6.3Hz, | = 15. 0Hz,2H),
5.390 ~ 5. 340 (dd, ] = 4. 8Hz, ] = 10. 2Hz, 1H) , 5. 284 ~ 5. 248 (t, ] = 5. 4Hz, 1H) , 4. 269 ~
4.221(d, J = 14. 4Hz, 1H) , 3. 864 (s, 6H) , 3. 499 ~ 3. 223 (m, 7H)

[0374]  (6S,9aS)2- 44 N & —6-(4- 32 & F 5 ) -4,7- Z F A 8-[1-( F 2K 4 fifk Bk
55 ) —1H- W[ —7— ZER L 1- NEMEEIF (2, 1-c][1,2,4] =0 —1- R Pl

[0375] 'H NMR(CDCl,, 300MHz) : 6 7.66(d, J = 4.0Hz,1H),7.31-7. 48 (m, 6H) ,
7.16-7. 23 (m,4H) ,7.03(d, J = 8. 4Hz,2H),6.90(d, J = 7.8Hz,1H),6.67-6. 70 (m, 3H),
5.49-5. 61 (m, 2H) , 5. 31-5. 47 (m, 2H) , 4. 92-5. 14 (m, 3H) , 4. 26-4. 44 (m, 2H) , 3. 29-3. 50 (m,
6H) , 2. 32 (s, 3H)

[0376]  (6S,9aS) 2— FNZE —6- (4- FRHEFHE ) -8— (1H-W[W¢ —7- FLFIEL ) -4, 7- 4N

103



CN 101896485 A WO B 89/176 T

SMEEIF (2, 1-c][1,2,4] =W —1- R Pk

[0377]  'H NMR(CDCI,, 300MHz) & 9. 95 (s, 1H),7.63(d, J] = 8. 1Hz, 1H),7. 28-7. 37 (m,
4H) , 7. 23-7. 25 (m, 1H) , 6. 90—7. 00 (m, 4H) , 6. 67 (m, 1H) , 6. 55-6. 58 (m, 3H) , 5. 60 (m, 1H) ,
5.12-. 5. 28 (m, 4H) , 4. 93(d, J = 17. 1Hz, 1H) , 4. 32-4. 41 (m, 3H) , 3. 21-3. 39 (m, 8H)

[0378]  (6S,9aS) 2- M ZE —7- (2- L —4- FAEIEFNIR ) 5 (4- FREFE) 4, 6- ZH A\
SUIEmE JF [3,4-c] Mkl —1- FF R K AP I

[0379]  'H NMR(300MHz, CDCL,) : 6 7. 39 ~ 7. 24 (m,5H) , 6. 96 (d, J = 8. 3Hz, 2H) , 6. 79 (s,
1H) ,6. 73 ~ 6. 67 (m, 2H) , 6. 62 ~ 6. 58 (m, 3H) , 5. 70 ~ 5. 57 (m, 1H) ,5. 45 (dd, ] = 10. 7THz
4. 0Hz, 1H) ,5. 20 (t, J = 5. 6Hz, 1H),5. 18(d, J = 10. 3Hz, 1H),5.08(d, J = 17. 1Hz, 1H),
4.80(d, J = 5. 6Hz, 1H) , 4. 48 ~ 4. 30 (m, 3H) , 3. 79 (s, 3H) , 3. 54 ~ 3. 25 (m, 8H)

[0380]  (6S,9aS) —2- A ZE N- F2E 8- (4- THAE T )-6-(4- FRHEFHE )4, 7- =5
NG —20- LRI (2, 1] [1,2,4] =Mz —1 (6H) ~ LR

[0381] 'H NMR(CDCl,,300MHz) 8 7.73 ~ 7.23(m,6H), 87.12(d, J = 9.0Hz,2H),
66.98(d, ] =9.0Hz,2H), 86.86(d, ] =9.0Hz,2H), 66.71(t,] = 6.0Hz, IH), 66.65(d,
J=09.0Hz,2H), 85.67 ~ 5.48(m,2H), 85.32(t, ] = 6. 0Hz, IH), §5.13(d, ] = 12. 0Hz,
2H), 85.00(d, J = 3.0Hz,1H), 64.93(s,1H), 64.46 ~ 4.30(m,2H), 63.19(d, ] =
18. OHz, 1H), 63.93(t, J = 9.0Hz,2H), 83.44 ~ 3.21(m,7H), &1.78 ~ 1.71(m,2H),
§1.54 ~ 1.41(m,2H), 60.96(t, ] = 15. 0Hz, 3H)

[0382]  (6S,9aS) —2- N HE -N- 1k -8-(3- &l —4- AL WE ) -6-(U- BIEFIHE )4,
7- ZEAISE 2H- MR [2,1-c] [1,2,4] =& -1 (6H) - F kA%

[0383] 'H NMR(CDCl,,300MHz) 8 7.39 ~ 7.23(m,6H), 87.09(d, ] = 9.0Hz,2H),
§6.98(d, J = 9.0Hz,2H), 66.89(d, J] = 9.0Hz,1H), §6.73 ~ 6.53(m,3H), 65.67 ~
5.58(m, 1H), 85.38(dd, ] = 3.0Hz, ] = 9. 0Hz, 1H), 65.21(t,] = 6.0Hz, IH), §5.17(d,
J = 12.0Hz,1H), 85.03(d, J = 15.0Hz, 1H), §4.76(dd, J = 3.0Hz, J = 18.0Hz, 1H),
§4.45 ~ 4.29(m, 3H) , & 3.88(s,3H),3.49 ~ 3. 18 (m, 8H)

[0384]  (6S,9aS) —2- A2k —N- FFJE —8- (3 Jl —4- FHILFI ) -6-(4- BEFE ) 4,
T- TAARANE -2H- MEEIE [2, 1-¢] [1,2,4] =& 1 (6H) - A fi%

[0385] 'H NMR(CDCl,,300MHz) 6 7.39 ~ 7.23(m,6H), 87.09(d, ] = 9.0Hz,2H),
§6.98(d, ] = 9.0Hz,2H), 66.89(d, ] = 9.0Hz,1H), 86.73 ~ 6.53(m,3H), 65.67 ~
5.58(m, 1H), 65.38(dd, ] = 3.0Hz, ] = 9. 0Hz, 1H), 65.21(t,] = 6.0Hz, IH), §5.17(d,
J = 12.0Hz,1H), 85.03(d, J = 15.0Hz, 1H), 64.76(dd, J = 3.0Hz, J = 18. OHz, 1H),
§4.45 ~ 4.29(m, 3H), 8 3.88(s,3H),3.49 ~ 3. 18 (m, 8H)

[0386]  (6S,9aS) 2- M N EE —7T- (- I NS T ) -5- (4- 258 ) 4, 6— 4/ V&t
WEFF [3,4-c] mkig —1- AR A Ik

[0387] 'H NMR(300MHz, CDCL,) : 6 7. 39 ~ 7. 23 (m,4H) , 7. 15(d, J = 8. 6Hz, 2H) , 6. 98 (d,
J = 8. 4Hz, 2H) , 6. 89 (brs, OH) , 6. 88 (d, ] = 8. 4Hz, 2H) , 6. 70 (t, ] = 6. OHz, NH) , 6. 63 (d, J
= 8. 4Hz, 2H) , 6. 10 ~ 5. 97 (m, 1H) , 5. 67 ~ 5. 53 (m, 1H) , 5. 48 ~ 5. 26 (m,4H) , 5. 14(d, J =
10. 3Hz, 1H) ,4. 98 (d, J = 17. 2Hz, 1H) ,4.90(d, J = 14. 4Hz, 1H),4.52(d, J = 5. 3Hz, 2H) ,
4. 46 ~ 4. 29 (m, 2H) , 4. 25(d, J = 4. 4Hz, 1H) , 3. 49 ~ 3. 20 (m, 8H)
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[0388]  (6S,9aS) 2— M A2k —8— (2- YRMERE —3— FE AL ) —6- (4- BRI WL ) -4, 7- % AN
SAMEEIF (2, 1-c][1,2,4] =W —1- R Pk

[0389]  'H-NMR (300MHz, CDC1,) : & 3. 29-3. 40 (m, 4H) , 3. 50-3. 59 (m, 4H) , 4. 39 (qd, ] =
5.9Hz,2H),4.61(d, ] = 15.8Hz,1H),4.85(d, J = 15.8Hz, 1H),5. 16(d, 1H),5. 21 (d,
1H),5.32(t, J = 5. 1Hz, 1H),5.48(dd, J = 3.7Hz, J = 10. 6Hz, 1H) ,5. 60-5. 69 (m, 1H) ,
6.68(d, ] = 8. 3Hz,2H) ,6. 73 (t, ] = 5. 9Hz, NH), 6. 94 (d, ] = 8. 3Hz, 2H) , 7. 07 (brs, OH),
7.23-7. 39 (m, TH) , 8. 30 (d, ] = 2. 9Hz, 1H)

[0390]  (6S,9aS) 2- fNZE —8— (3— 1R —4- FAIE NI ) -6-(4- FREFE) 4, 7- ZH AN
SRR (2, 1-c][1,2,4] =88 —1- I IK P L

[0391]  '"H-NMR (300MHz, CDC1,) : 6 3.17(dd, J = 4. 1Hz, J = 11. THz, 1H), 3. 26-3. 46 (m,
7H) , 3. 87 (s, 3H) , 4. 28—4. 35 (m, 2H) , 4. 43(dd, ] = 5.9Hz, ] = 14.8Hz, 1H),4.73(d, J =
15Hz, 1H), 5. 05(d, J = 15Hz, 1H),5. 29 (t, J = 5. 6Hz, 11) , 5. 34 (dd, ] = 4Hz, ] = 10. 6z,
1H) , 5. 57-5. 62 (m, 1H) , 6. 53 (s, OH) , 6. 61 (d, ] = 8. 4Hz, 1H) , 6. 69 (t, ] = 6Hz,NH) , 6. 83 (d,
J = 8.4Hz, 1H),6.95(d, J] = 8. 4Hz,2H),7. 11(dd, ] = 2Hz, ] = 8. 4Hz, 1H) , 7. 28-7. 38 (m,
5H),7.44(d, J = 2. 1Hz, 1H)

[0392]  (6S,9aS) 2—- M N &E —8— (4- BT FE 7 ) —6- (- I FIH) -4, T- ZH A/ NEME
I [2,1-c][1,2,4] =M —1- I PELIZ

[0393]  'H-NMR (300MHz, CDC1,) : 6 1. 3(s,9H), 3. 19-3. 44 (m, 8H) , 4. 26-4. 36 (m, 2H) ,
4.39(dd, J = 5.9Hz, ] = 14.9Hz, 1H) , 4. 88(d, J = 14. 9Hz, 1H),5. 12(d, J = 10. 3Hz, 1H),
5.32(t, ] = 5. 8Hz, 1H) ,5. 45 (dd, ] = 4. 1Hz, ] = 10. THz, 1H) , 5. 55-5. 64 (m, 1H) , 6. 13 (s,
OH),6.62(d, J = 8. 4Hz,2H) ,6. 72(t, J = 6Hz, NH),7.01(d, J = 8. 4Hz,2H),7.17(d, J =
8. 2Hz, 2H) , 7. 29-7. 40 (m, 7H)

[0394]  (6S,9aS) 2- M A ZE —8-[4- 7 —3- (2- WMk —4- ZE L4 HE ) R ]-6-(4- BEF
B -4, 7- THEASEAMEI [2, 1-¢][1,2,4] =1E -1 B4 AL

[0395]  'H-NMR (300MHz, CDC1,) : 6 207-2. 73 (m, 2H) , 2. 80-2. 94 (m, 4H) , 3. 29-3. 35 (m,
2H) , 3. 42-3.55(m,5H) ,3.57(d, ] = 16.9Hz, LH), 3. 74-3. 87 (m, 5H) , 4. 05-4. 08 (m, 1H) ,
4.16(dd, J = 5. 4Hz, 1H) , 4. 22-4. 26 (m, 1H) , 4. 43(dd, ] = 6. THz, 1H) ,4. 81 (dd, ] = 3Hz, ]
= 10. 5Hz, 1H) ,5. 17-5. 21 (m, 3H) , 5. 41 (d, J = 15. 4Hz, 1H) , 5. 64-5. 68 (ddd. 1H) , 6. 47 (d,
J = 6.6Hz, 1H),6.58(t, J] = 6. 0Hz, NH) ,6. 63 (d, J = 7. 6Hz, 2H) ,6. 84 (d, ] = 7. 6Hz, 2H),
7.01(dd, J = 8. 3Hz, 1H),7. 23-7. 26 (m, 2H) , 7. 30 (t, J = 5. 5Hz, 1H),7. 39 (t, J = 5. 5Hz,
2H)

[0396]  (6S,9aS) —2- #EAZE -N- K -8-(4- LHETFTE ) -6-(4- BETFTHE)-4,7- =&
RISE —2H- LRI (2, 1-c] [1,2,4] = —1 (6H) - FIBERL

[0397] 'H NMR(CDCl,,300MHz) & 7.40 ~ 7.23(m,4H), 87.15(d, J = 9. 0Hz,2H),
§6.98(d, ] = 6. 0Hz,2H), 66.85(d, ] = 6.0Hz,2H), § 6. 69 (t,] = 6. 0Hz, 1H), 6. 64 ~
6.61(m,2H), 65.65 ~ 5.58(m, 1H), 65.45(dd, J] = 3.0Hz, J = 9. 0Hz, 1H), 65.32 ~
5.29(m, 1H), 85.14(d, J = 9.0Hz, 1H), 65.01 ~ 4.86(m,2H), &4.47 ~ 4.23(m,3H),
64.02(q, J = 15.0Hz,2H), 63.49 ~ 3. 19(m, 7H), 6 1.40(t, J = 6. OHz, 3H)

[0398]  (6S,9aS) —2— A2k -N- F&E -6 (4- FR B2k ) -4, 7- AR 8-(U-(ER) F
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5 ) - NE 2H- I [2, 1-c] [1,2,4] =W -1 (6H) - F B

[0399] 'H NMR(CDCl,, 300MHz) 6 7.39 ~ 7.23(m,4H), 67.15(d, J = 9. 0Hz,2H),
6 6.98(d, ] = 6. 0Hz,2H), §6.86(d, ] = 9. 0Hz,2H), §6.69(t,] = 6.0Hz, 1H), & 6.63(d,
J =9.0Hz,2H), §5.65~ 5.55(m, 1H), 65.45(dd, J = 3. 0Hz, ] = 9. OHz, 1H), & 5. 30 (t,
J=6.0Hz,1H), 65.14(d, ] = 9. 0Hz, 1H), 65.01 ~ 4. 88 (m,2H), & 4.47 ~ 4. 21 (m, 3H) ,
63.93(t,]=6.0Hz,2H), 6§3.44 ~3.19(m, 7TH), 6 1. 82 ~1.73(m, 2H), & 1. 46 ~ 1. 34 (m,
4H), 80.93(t, J] = 6. 0Hz, 3H)

[0400]  (6S,9aS) 2- fATAIE —6- (4- FRIENFHE ) 4, 7- 5 AR 8- (4- N ) - ~&At
EIF (2, 1-c][1,2,4] =M -1- FIRA FBLI

[0401] 'H NMR(CDCI,) :87.390 ~ 7.227(m,5H),7.156 ~ 7.127(d, J = 8. 7Hz,2H),
6. 989 ~6.961(d, ] = 8. 4Hz, 2H) , 6. 868 ~ 6. 840 (d, ] = 8. 4Hz, 2H) ,6. 717 ~ 6. 677 (t, ] =
6. OHz, 1H) ,6. 640 ~ 6.612(d, ] = 8. 4Hz, 2H) , 5. 667 ~ 5. 533 (dt, ] = 6. 6Hz, ] = 12. 6Hz,
1H) , 5. 460 ~ 5.412(dd, ] = 3. 9Hz, ] = 10. 5Hz, 1H) , 5. 321 ~ 5. 283 (t, ] = 11. 4Hz, 1H) ,
5.010 ~4.953(d, ] = 17. 1Hz, 1H) , 4. 910 ~ 4. 862 (d, ] = 14. 4Hz, 1H) , 4. 460 ~ 3. 876 (dd,
J=6.6Hz,] =6.62,2H) ,3. 443 ~ 3. 204 (m, 7TH) , 1. 827 ~ 1. 734 (m, 4H) , 1. 048 ~ 0. 999 (t,
J = 7. 2Hz, 3H)

[0402]  (6S,9aS) 2— M N ZE —5— (4- FR I W) -4, 6- Z5 AR T- R L3 )\E ke IF [3, 4]
AR —1- FIR K A Bk

[0403]  'H NMR (300MHz,CDC1,) : 8 7. 40 ~ 7. 17 (m, 10H) , 6. 95(d, J = 8. 4Hz, 2H) , 6. 67 (¢,
J = 4. 0Hz,NH) , 6. 62(d, ] = 8. 5Hz, 2H) , 6. 38 (s, 0H) , 5. 67 ~ 5. 54 (m, 1H) , 5. 28 ~ 5. 07 (m,
4H) , 4. 46 ~ 4. 29 (m, 2H) , 3. 83 ~ 3. 74 (m, 1H) , 3. 49 ~ 3. 10 (m, 9H) , 3. 04 ~ 2. 78 (m, 2H)
[0404]  (6S,9aS) -8-((3— & W 2& —1— A 2% T W 2 —1H- W) Bk —7- 3 ) B R ) -2 4
P JE -N- R0k —6-(4- B R R I ) -4, 7- AR S A -2 b RE I [2,1-¢]([1,2,4] =
W& —1 (6H) — At fi

[0405]  'H NMR(CDC1,,300MHz) & 8. 360 (s, 1H), 68.39(d, ] = 8. 1Hz, 1H), §7.50(d, ] =
8. 4Hz,2H) , 8 7.31 ~7.16 (m,8H) , 6 6.96 ~ 6. 86 (m,3H), 8 6. 74 ~ 6. 61 (m, 3H) , 6 5. 58 ~
5.51(m,2H), 65.34(t,] =5.7Hz, 1H), 65.16 ~4.99(m, 3H) , 6 4.82(d, ] = 16. 2Hz, 1H),
§4.42 ~ 4.22(m, 2H), 63.47 ~ 3.26(m,7TH), 63.07 ~ 3.02(m, J = 4.2, J = 12. 0Hz,
1H), 62.58(s,3H), 62.36(s,3H)

[0406]  (6S,9aS) -8-((3— LELEE —1H-W[Wg -7- &) FE) —2- N 2E -N- 75 -6-(4- 5%
SR ) -4, T- TARAUSE 2H- MR I [2, 1= [1,2,4] =& -1 (6H) - AWl

[0407]  'H NMR(CDC1,,300MHz) & 8. 42 ~3.96(d,J =7.9Hz, 1H), §8.01 (s, 1H), §7.91 ~
7.90(d, ] = 3. 0Hz, 1H), 67.41 ~ 7.18(m,4H), 67.07(d, ] = 7. 2Hz, 1H), 66.91(d, ] =
8. 4Hz,2H), 66.75(t, ] = 6. 1Hz, 1H), 86.60(d, J = 8.4Hz,2H), 65.65 ~ 5. 56 (m, 1H) ,
§5.42(t, J = 7.2Hz, 1H), §5.29 ~ 5.15(m,3H), 84.97(d, J = 17. 4Hz, 1H), &4.48 ~
4. 32(m, 3H), 83.43 ~ 3.22(m,7TH), & 2.88 (s, 3H)

[0408]  (6S,9aS)—2- N2 8- (- (M ARE ) R ) -N- F& -6-(4- FrdE T3 )4,
7- ZEAISE 2H- MRS [2,1-c] [1,2,4] =& -1 (6H) - FlkfZ

[0409] 'H NMR(CDCl,, 300MHz) 6 7.39 ~ 7.19(m, 7TH), §6.98 ~ 6.93(m, 2H), §6.86(d,
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J = 8. 1Hz,2H), 66.72(t, J = 6.0Hz, 1H), 66.62(d, J] = 8. 4Hz,2H), 86.06 ~ 5. 96 (m,
1H), 85.65~ 5.56(m, 1H), 65.48(dd, J = 4.2Hz, J = 10.5Hz, 1H), &5.40 ~ 5. 23 (m,
3H), §5.13(d, J = 10. 2Hz, 1H), §5.00(d, J = 17. 1Hz, 1H), &4.88(d, J] = 14. THz, 1H),
§4.59 ~ 4.53(m,3H), 84.46 ~ 4.31(m,2H), 8 3.53 ~ 3. 27 (m, 7TH)

[0410]  (6S,9aS) 2- N IE —8— (2— M AEZE — 136 ) —6- (4- BRI ) 4, T- ZHMAAREA
MR I [2, 1-c] [1,2,4] = —1— PR A Ik i

[0411]1  'H-NMR (300MHz, CDC1,) : & 1. 87-1.91 (m, 4H) , 3. 04-3. 14 (m, 5H) , 3. 27-3. 48 (m,
7H) ,4. 32(dd, J = 6Hz, J = 14.9Hz, 1H),4. 39(dd, J = 6Hz, ] = 14.9Hz, 1H) ,4. 59 (d,
J = 15. 2Hz, 1H) ,4. 90-4. 97 (m, 2H) ,5. 07 (d, J = 10. 3Hz, 1H),5.38(t, J = 5. 6Hz, LH),
5. 48-5. 58 (m, 2H) , 6. 65-6. 69 (m, 3H) , 6. 65 (d, ] = 9Hz, 3H) , 6. 94-6. 98 (m, 2H) , 7. 01 (d, ] =
9Hz, 3H) , 7. 23-7. 38 (m, 6H)

[0412]  (6S,9aS) 2—- fH 2L —5— (4- R KNI ) -4, 6- 5 A 7T-3- RKEMHNE ) A MLrE
I [3,4-c] WhlE —1- FPR A I BLIZ

[0413] 'H NMR(300MHz, D,0) : 6 7. 39 ~ 7. 24 (m, 10H),6.98(d, J = 8. 5Hz,2H),6. 91 (s,
OH),6.72(t, J = 6.0Hz, NI),6.61(d, J = 8. 3Hz,2H),6.52(d, ] = 15.9Hz, 1H),6. 18 ~
6. 08 (m, 1H) , 5,71 ~ 5,58 (m, 1H) , 5. 47 (dd, J = 10. THz4. OHz, 1H) , 5. 30 (t, ] = 5. 6Hz, LH),
5.17(d, J = 8. 8Hz, 1H),5. 12(d, ] = 15. 9Hz, 1H) , 4. 48 ~ 4. 31 (m, 3H) , 4. 03 (dd, ] = 15. OHz
7.5Hz, 1H) , 3. 59 ~ 3. 28 (m, 9H)

[0414]  (6S,9aS) —2- AL -N- "FJE —6- (4- FRFE W) -8— ((6- A4 F [d] [1,3] [ —
EAIR AR 53 ) L) 4, T- ZHACNE -2H- e IE (2, 1-¢] [1,2,4] =B ~1 (6H) - FF
Tyt fiz

[0415]  'H NMR(CDCI,, 300MHz) & 7.50 (s, 1H), 67.34 ~ 7.18(m,5H), 67.96(d, ] =
8. 4Hz,2H), 66.70 ~ 6.54(m,3H), 86.06(d, J = 13.2Hz,2H), 65.66 ~ 5.55(m, 1H),
§5.31 ~ 5.12(m,5H), 6§4.60(d, ] = 16.5Hz,1H), 64.40 ~ 4.24(m,2H), §3.59 ~
3. 18 (m, 8H)

[0416]  (6S,9aS)2- 4 N 2& —8-(2,2- = & — 2 JF [1,3] [0 5 24 S I 4 —4- 25
5 —6-(4- BETFE) 4, 7- ZHEARNEMBEEH [2,1-c][1,2,4] =B —1- FIRAK P ELZ
[0417]  'H-NMR (300MHz, CDC1,) : § 3. 28-3. 35 (m, 5H) , 3. 47-3. 62 (m, 3H) , 4. 32(dd, ] =
6. OHz, 11) , 4. 41 (dd, J = 6. 0Hz, 1H) ,4.53(d, J = 15. 0Hz, 1H),4. 86 (d, J = 15. OHz, LH),
5.10(d, J = 17.4Hz, 1H),5. 19(d, J = 10Hz, 1H),5. 30 (t, J = 5. 6Hz, 1) ,5.45(dd, ] =
4.0Hz, J = 10. OHz, 1H) , 5. 59-5. 65 (m, 1H) ,6. 65 (d, J = 8. 4Hz,2H),6. 71 (t, J = 5. 8lz,
NH) , 6. 97-7. 10 (m, 4H) , 7. 24-7. 40 (m, 61)

[0418]  (6S,9aS) 2— FNZE —6- (4- FRFREFEE ) -8-(IH-W[Wg —7- FLHIE ) -4, 7- 5 AN
AMEETFE (2, 1-c][1,2,4] =& -1- FEE (ntee -2- L) BEi

[0419]  'H-NMR (300MHz, CDC1,) : 8 3. 26-3. 51 (m, 8H) , 4. 29 (d, ] = 14Hz, 1H) , 4. 48 (dd, ] =
5.4Hz, ] = 16Hz, 1H),4. 51 (dd, J = 5. 4Hz, ] = 16Hz, 1H),4.97(d, ] = 17Hz, 1H) ,5. 13(d,
J = 10Hz, 1H) , 5. 24-5. 37 (m, 3H) , 5. 70-5. 72 (m, 1H) , 6. 54 (d, J = 8. 4Hz, 2H) ,6. 93(d, ] =
8. 4Hz, 1H),6.97-7. 01 (m, LH), 7. 20-7. 28 (m, 4H) , 7. 4 (t, ] = 5. 5Hz, 1H) , 7. 62(d, J = 8Hz,
1H),7.67-7. 72 (m, 1H) , 8. 54(d, ] = 4. 8Hz, 1H),9. 96 (s, NH)
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[0420]  (6S,9aS) 2- M A& —8- (2- AL 73 ) —6-U- BRI T ) -4, T- —HAUNA
MR [2,1-c] [1,2,4] =8 —1— FIFR K It fi

[0421]  'H NMR(CDCl,, 300MHz) 6 7. 10-7. 39 (m, 10H) ,6.95(d, J = 8. 4Hz,2H),6.71(t, J
= 5. 7Hz, 1H),6.63(d, J = 8. 4Hz),5. 56-5. 66 (m, 1H) , 5. 43(dd, J = 3. 9Hz, 10. 5Hz, 1H) ,
5.30t, J = 5. 4Hz, 1H) , 5. 08-5. 16 (m, 2H) , 4. 80 (d, J = 15Hz, 1H),4.59(d, J = 15Hz, 1H),
4. 29-4. 46 (m, 2H) , 3. 25-3. 54 (m, 8H)

[0422]  (6S,9aS) —2— 4 N 5 -N- X3 —8-((3— (PR A be Bl 55 ) —1— FF 2R Tl [k % —1H- g
Wr —7- 35 ) ) -6-(4- BIEFEE )4, 7- ZHAA NS 20 MEIF [2,1-¢][1,2,4] =
i —1 (6H) - FIEHZ

[0423] 'H NMR(CDCl,, 300MHz) & 8. 56 (s, IH), 68.34(d, J = 7.5Hz,H), 67.56(d, J =
8. 4Hz,2H), 67.36 ~ 7.20(m,7H), 67.00(d, J] = 8. 4Hz, 1H), 66.92(d, ] = 7.5Hz, IH),
§6.72(t, ] = 6.0Hz, 1H), 86.65(d, J =8.1Hz,2H), 66.52(s,1H), 65.83 ~5.71 (m,
1H), 65.59(dd, ] = 6.0Hz, ] = 11. 1Hz, 1H), 8 5. 39 (t, ] = 5. THz, 1H) , & 5. 20 ~ 4. 87 (m,
AH), 64.67 ~4.27(m,2H), 63.57 ~ 3.29(m, 7H), & 3.08(dd, J = 4. 2Hz, ] = 12. OHz,
1H), 82.54 ~ 2.48(m, IH), 61.27 ~ 1.24(m,2H), 8 1.07 ~ 1. 03 (m, 2H)

[0424]  (6S,9aS) 2— }i N FE —8—[1- (4 EAMEEEFE ) —1H- 5|k —7—- FE 3L 1-6- (4- I
) -4, - ZEARSNEMEI [2, 1-¢][1,2,4] =0 -1 BRIl

[0425] 'H NMR(CDCL,) : 87.614 ~ 7.601(d, J = 12.0Hz, 1H),7.526 ~ 7.498(d, J =
8. 4Hz,2H) ,7. 434 ~7.410(d, J = 7. 2Hz, 1H) , 7. 361 ~ 7. 218 (m, 8H) , 6. 954 ~ 6. 929 (d, ] =
7.5Hz, 1H) , 6. 718 ~ 6. 670 (m, 3H) , 5. 682 ~ 5. 506 (m, 2H) , 5. 541 ~ 5. 342 (m, 2H) , 5. 155 ~
5.091(dd, J = 10. 5Hz, ] = 10. 5Hz, 1H) , 5. 034 ~ 5. 924 (dd, ] = 16. 5Hz, ] = 16. 5Hz, 1H),
4. 455 ~ 4. 462 (dt, ] = 6. OHz, J = 15. OHz, 2H) , 3. 515 ~ 3. 318 (m, 6H) , 3. 130 ~ 3. 077 (dd,
J = 4.2Hz, ] = 12. 0Hz, 1H)

[0426]  (6S,9aS)—2- #i P 2 -N- 7% 5 -8-((3—( ¥1 4 Ht Fe 2k ) —1H- W] W -7- 5% ) A
55 ) -6 (4- FRIEATIL ) -4, T- ZHEACUNEA 20 M IE [2, 1] [1,2,4] =H& —1 (6H) - F Ik
i

[0427] 'H NMR(CDCl,,300MHz) 6 8.42(d, ] = 7.8Hz,1H), 68.04(d, ] = 3.0Hz,2H),
§7.40 ~7.17(m,5H), 67.07(d, ] = 6.6Hz,1H), 86.92(d, J] = 8.4Hz,1H), 66.77(t,
J =6.0Hz,1H), 66.59(d, ] = 8. 4Hz,2H), 85.64 ~ 5.55(m, 1), 65.45(t, ] = 6. 0Hz,
1H), 65.35 ~ 5.26(m,2H), 65.16(d, J = 10.2Hz,1H), 84.95(d, ] = 17. 1Hz, 1H),
§4.46 ~ 4.29(m, 3H), 83.43 ~ 3.20(m,8H), 62.51 ~ 2.44(m, 1H), & 1.26 ~ 1. 20 (m,
2H), 60.97 ~ 0.92 (m, 2H)

[0428]  (6S,9aS) 2- M A 2E —6— (4- FRIEFHE ) -4, T- A 8- TN —2- JEE/SENL i IF (2,
1-c1[1,2,4] =B —1- K P EEiZ

[0429]  'H NMR(CDCI,, 300MHz) & 7. 23-7. 38 (m,5H) ,6.91(d, J = 8. 4H1z, 2H) ,6. 75 (s, 1H),
6. 70 (t, J] = 6. 0Hz, 1H),6.57(d, J = 8. 4Hz, 2H) , 5. 59-5. 73 (m, 1H) , 5. 42 (dd, J = 4. 2Hz,
10. 8Hz, 1H) , 5. 17-5. 28 (m, 3H) , 4. 29-4. 56 (m, 3H) , 3. 99-4. 05 (m, 1H) , 3. 37-3. 68 (m, 8H
[0430]  3-[(6S,9aS) 2— M AL —1- "FAREZE T WL —6- (4- KL 1 ) 4, 7- 5 AU\A
bR [2,1-c] [1,2,4] =M -8- FEHE ] ZX PR e
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[0431] 'H NMR(CDCI,) :87.993 ~ 7.957 (m, 1H),7.906 (s, 1H),7. 446 ~ 7. 245 (m, 7H),
6.991 ~ 6.963(d, ] = 8. 4Hz, 2H) , 6. 702 ~ 6. 662 (t, ] = 6. 0Hz, 1H) , 6. 629 ~ 6. 601 (d, ] =
8. 4Hz, 2H) , 5. 666 ~ 5. 532 (dt, ] = 6. 3Hz, ] = 8. 1Hz, 1H) ,5. 467 ~ 5. 417 (dd, ] = 4. 2Hz,
J = 10. 8Hz, 1H),5. 348 ~ 5.310(t, J = 5. THz, 1H),5. 145 ~ 5. 110(d, J = 10. 5Hz, 1H) ,
5.014 ~4.957(d, ] = 17. 1Hz, 1H) , 4. 919 ~ 4. 870(d, ] = 14. THz, 1H) , 4. 483 ~ 4. 454 (d,
J = 8.7THz, 1H) ,4. 483 ~ 4.282(dd, | = 5. 7THz, ] = 14. THz, 2H),3.911 (s, 3H) , 3. 454 ~
3. 212 (m, 8H)

[0432]  3-[(6S,9aS) 2— N ZE —1- "FEZEF MR -6-(4- FBEFE ) 4, 7- ZHAN\A
kiR [2,1-c] [1,2,4] = 8- FEFE ] XF]

[0433] 'H NMR(CDCl,) : 87.976 ~ 7.954(d, ] = 6.6Hz 1H),7.665 (s, 1H),7.426 ~
7.211(m,6H) ,7. 006 ~ 6.981(d, | = 7.5Hz,2H),6.847 ~ 6.739(dd, ] = 8.4Hz, ] =
13. 2Hz, 2H) , 6. 574 ~ 6. 535 (t, ] = 5. THz, 1H) , 5. 616 ~ 5. 504 (dt, ] = 4. 2Hz, ] = 6. 3Hz,
1H) , 5. 209 ~ 4. 859 (m, 5H) , 4. 235 ~ 3. 939 (m, 4H) , 3. 539 ~ 3. 094 (m, 4H)

[0434]  (6S,9aS) 2— f& NI —8- 253 [b] MEWy —3- FLHIL —6-(4- & T ) 4, 7- 5 AR
ANEMEEIH [2,1-c] [1,2,4] = —1- B It i

[0435]  "H-NMR (300MHz, CDC1,) : 8 3. 18-3. 3 (m, 5H) , 3. 34-3. 41 (m, 3H) , 4. 27 (dd, ] = 6Hz,
J = 15Hz,1H),4. 36 (dd, J = 6Hz, J = 15Hz, 1H),4.47(d, J = 14. THz, 1H),4. 70(d, ] =
17. 1Hz, 1H) ,4.99(d, J = 10. 5Hz, 1H) , 5. 26-5. 34 (m, 2H) , 5. 37-5. 54 (m, 2H) ,6. 56 (d, ] =
8. 4Hz, 2H) ,6. 94 (d, ] = 8. 4Hz, 2H) , 7. 19-7. 42 (m, 8H) , 7. 82-7. 89 (m, 2H)

[0436]  2-{3-[(6S,9aS) 2- N ZE —1 - W2 B —6- (4- Fo B 158 ) -4, 7- &AL\
SAMEREIF (2, 1-c][1,2,4] =M 8- LA ] KM & | R _%

[0437] 'H NMR(DMSO-D6) : 6 8.180 ~ 8. 108(m, 1H),7.812 ~ 7.227(m, 10H),6. 881 ~
6. 853 (d, J =8. 4Hz, 2H) , 6. 599 ~ 6. 572 (d, ] = 8. 4Hz, 2H) , 5. 873 ~ 5. 737 (m, 1H) , 5. 352 ~
5. 288 (m, 1H) , 5. 105 ~ 5. 036 (m, 3H) , 4. 852 ~ 4. 803 (d, J = 13. 2Hz, 1H) , 4. 384 ~ 4. 142 (m,
4H) , 3. 689 ~ 3. 477 (m, 4H) , 3. 283 ~ 3. 028 (m, 5H) , 2. 411 ~ 1. 860 (m, 4H)

[0438]  (6S,9aS) 2- M N 2E —5- (4~ FR LT3 ) -7-[2- (4- AL 5E ) - ik mg -3 2L
5 1-4,6- “HEACNENERE I [3,4-c] WA —1— FIER 2% A ki

[0439] 'H NMR(300MHz, CDC1,) : 6 8.59(dd, J = 4. 8Hz 1.5Hz, 1H),7.42 ~ 7. 20 (m, 9H)
6.97 ~ 6.93(m,4H),6. 75 (brs, OH),6.66(t, ] = 5.9Hz, NH),6.60(d, J = 8.5Hz,2H),
5.64 ~ 5. 50 (m, 1H) , 5. 41 (dd, J = 10. 6Hz 3. THz, 1H),5. 24 (t, ] = 5,5Hz, 1H) ,5. 13(d, ] =
9. 8Hz, 1H) ,5.01(d, J = 17. 1Hz, 1H) ,4. 86 (d, J = 15,6Hz, 1H),4.70(d, J = 15,5Hz, 1H),
4. 43 ~ 4. 25(m, 2H) , 3. 83 (s, 3H) , 3. 46 ~ 3. 18 (m, 7TH) , 2. 92(dd, | = 11. 8Hz 3. 9Hz, 1H)
[0440]  (6S,9aS)8-[3— & W & —1-(4— & A M WL AL ) —1H- W[ W —7- ZE L 1-2- /& I8
56— (4- BREFE) 4, 7- ZHEMASNEMEIE (2, 1-c][1,2,4] =8 -1- FIRK P
[0441]  '"H-NMR (300MHz, CDC1,) 8 8. 34 (s, 2H) 8 7.60(d, ] = 9. 7THz, 2H) 8 7. 36 ~ 7. 21 (m,
6H) 66.99(d, ] = 8.2Hz,2H) 66.93(d, ] = 8. 3Hz,1H) 6§6.73 ~ 6.65(m, 1H) §5.66 ~
5.52(m, 2H) §5.37(t, J] = 5.6Hz, 1H) 85.29 (s, 1H) §5.24 ~ 5.04(m,3H) 84.81(d, ] =
6. 2Hz, 1H) 6 4. 45 ~ 4. 26(dd, ] = 5.0Hz, J = 5. 0Hz,2H) 6 3.51 ~ 3.31(m, 7H) 6 3. 71 ~
3.61(m,2H) §3.13 ~ 3.07(dd, J = 4. 0Hz, ] = 3. 9Hz, 1H) & 2. 58 (s, 3H)
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[0442]  (6S,9aS) —2- M AHE N- Kk —6-(4- FR2E W58 ) 8- (2-( Fmidk) 15 )4, 7- =
FAISE —2H- bR [2, 1-¢][1,2,4] =& -1 (6H) - FlkHZ

[0443] 'H NMR(CDCl,, 300MHz) 6 7.38 ~ 7.23(m,6H), 67.15(t, J = 7.5Hz, 1H),
§7.08(d, ] = 7.5Hz,2H), 87.01(d, J = 8.4Hz,2H), 66.70 ~ 6.63(m,3H), &6.37(s,
1H), 85.63 ~ 5.49(m,1H), 85.35(t, ] = 5.4Hz,1H), 65.10(d, J] = 10. 2Hz, 1H),
64.98 ~ 4.88(m,3H), 64.65(d, ] = 15.0Hz, 1H), §4.47 ~ 4.27(m,2H), §3.47 ~
3. 28 (m, 8H), 8 2. 45 (s, 3H)

[0444]  (6S,9aS) 2— f N ZE —8— 2R IR —4- FE I —6- (4- FR B3 ) 4, 7- & AN
SUtEIF (2, 1-c][1,2,4] =M —1- PR PR

[0445]  'H NMR(CDC1,, 300MHz) & 7. 87-7. 95 (m, 2H) , 7. 59 (d, ] = 8. 1Hz, 1H) , 7. 21-7. 38 (m,
9H),7.45(t, J = 7. 2Hz,1H),6.94(d, J = 8. 4Hz,2H),6.65(t, | = 6. 0Hz, 1H) ,6.54(d, J
= 8. 4Hz, 2H) , 5. 46-5. 51 (m, 2H) , 5. 34 (t, J = 5. THz, 1H),5. 17 (m, 1H) , 4. 75-4. 97 (m, 3H) ,
4. 32-4. 41 (m, 2H) , 3. 22-3. 58 (m, 8H)

[0446]  (2S,6S,9aS) 2- #AIE —7- (2, 3- ZHEIEFTEE ) -5-(4- BT ) 4, 6- —FAR
JNE -1, 7] Z8mE 1 FIR A LR

[0447]  'H NMR (300MHz,CDC1,) : 6 7. 38 ~ 7. 29 (m, 3H) , 7. 19(d, ] = 7. 1Hz, 2H) , 6. 98 (dd,
J =8.1Hz 8. 1Hz,1H),6.88 ~ 6. 77 (m,4H) ,6. 51 (d, J = 8. 4Hz,2H) , 5. 68 ~ 5. 55 (m, 1H) ,
5.26(t, ] = 5.0Hz,1H),5.05(d, ] = 9. 7Hz, 1H),5.00(d, J = 18.6Hz, 1H),4.87(d, J =
14. 5Hz, 1H) , 4. 58 ~ 4. 25 (m, 6H) , 3. 84 (s, 3H) , 3. 69 (s, 3H) , 3. 47 ~ 3. 34 (m, 2H), 3. 26 ~
3. 20 (m, 2H) , 2. 58 ~ 2. 41 (m, 2H) , 2. 23 (t, J = 7. 4Hz, 2H)

[0448]  (6S,9aS) 2- M Fk —6— (4- FRIL WAk ) -8- (2- AImABEAE Ik ) 4, 7- /S &Nk
BEIE (2, 1-c][1,2,4] =8 -1- FIRA LI

[0449] 'H NMR(CDCl,,300MHz) 6 8.04(d, ] = 7.8Hz,1H), 67.62(t, ] = 6.6Hz, 1H),
67.46(d,J="7.5Hz,1H), 67.38~7.17 (m,3H), 66.97 ~ 6,87 (m, 3H), & 6. 75~ 6. 66 (m,
3H), 65.71 ~5.52(m, 2H), 65.36 ~5.29(m,2H), 85.21 ~5.12(m,2H), 64.85(d, ] =
16. 2Hz, 1H) , & 4.46 ~ 4. 29 (m,2H), 6 3.70 ~ 3. 32(m,8H), & 3. 14 (s, 3H)

[0450]  (6S,9aS)2— # A J& —5—(4- FR L W IE ) -T-[2-(4- R B 2R 3L ) — b wg —3- 2%
5 1-4,6- “HACNENERE I [3,4-c] WA -1 AR S AR %

[0451] 'H NMR(300MHz, CDCL,) : 8 8.54 ~ 8. 45 (m, 1H) , 7. 47(d, J = 7. 8Hz, 1H) ,7. 34 ~
7.18(m, 8H) ,6. 89 (d, ] = 8. 2Hz, 2H) , 6. 66 ~ 6. 63 (m, 3H) , 6. 59 (d, ] = 8. 3Hz, 2H) , 5. 60 ~
5.47 (m, 1H) ,5. 16 ~ 5. 07 (m,4H) ,4.96(d, ] = 17.3Hz,1H),4.45(d, ] = 15,7Hz,1H),
4. 40 ~ 4. 21 (m, 2H) , 3. 46 ~ 3. 12 (m, 7TH) , 2. 87 ~ 2. 83 (m, 1H)

[0452]  (6S,9aS) 2- N ZE —6- (- BT EL ) 8- (1- - 1H-M[Wk -3-EFHE) -4,7- =
FANEMETF [2,1-c][1,2,4] =M —1- PRI FEERL

[0453]  'H-NMR (300MHz, CDC1,) : 6 3.19(d, J = 16.8Hz, 1H),3. 27-3. 40 (m, 7H) , 3. 75 (s,
3H),4. 27 (dd, J = 6Hz, ] = 15Hz, 1H) , 4. 40-4. 46 (m, 2H) , 4. 75(d, ] = 17Hz, 1H), 5. 02(d, J
= 10. 2Hz, 1H) , 5. 13(d, ] = 14. 4Hz, 1H) , 5. 26 (t, ] = 5. THz, 1H) , 5. 38 (dd, ] = 4. 5Hz, ] =
9. 9Hz, 1H) , 5. 48-5. 61 (m, 1H) , 5. 97 (s, OH) , 6. 57 (d, ] = 8. 4Hz, 2H) , 6. 67 (d, ] = 6Hz, NH) ,
6.97(d, ] = 8.4Hz,3H),7. 13(t, ] = 7. 5Hz, 1H) , 7. 29-7. 39 (m, 6H) , 7. 65 (d, ] = 8. 4Hz, 1H)
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[0454]  (6S,9aS) 2- fAAE —8-[2- (4- GURMIZE ) 2 1-6-(4- FRENHE ) 4, 7- —5H AR
ANEMEEIH [2,1-c] [1,2,4] =W —1- FIFR R It fi

[0455] 'H NMR(CDCL,) :87.391 ~ 7.073(m, 16H),6.993 ~ 6.965(d, ] = 8. 4Hz,2H),
7.906 (s, 1H) , 7. 446 ~ 7. 245 (m, 7TH) , 6. 991 ~ 6. 963 (d, ] = 8. 4Hz, 2H) , 6. 719 ~ 6. 679 (t,
J = 6.0Hz, 1H),6. 652 ~ 6.624(d, J = 8. 4Hz, 2H) ,5. 660 ~ 5.526(dt, ] = 6. 3Hz, | =
16. 8Hz, 1H) , 5. 500 ~ 5. 452 (dd, ] = 3. 9Hz, J = 10. 5Hz, 1H) , 5. 338 ~ 5. 303 (t, ] = 5. 1Hz,
1H),5. 148 ~ 5.114(d, J = 10. 1Hz, 1H),5. 043 ~ 4.986(d, ] = 17. 1Hz, LH),4. 835 ~
4.824(d, ] = 0. 3Hz, 1H) ,4. 477 ~ 4. 283 (dd, ] = 3. 0Hz, ] = 5. THz, 2H) , 3. 485 ~ 3. 125 (m,
8H)

[0456]  (6S,9aS)2- 44 N & —6-(4- 32 & F 5 ) -4,7- = F AR 8-[1-( F 2K 4 fifk Bk
55 ) —1H- Wbk =3 LA EL 1- SSEM I [2, 1-c] [1,2,4] =i -1 IR A lE%

[0457] 'H NMR(CDC1,) : & 7. 969 ~7.942(d, ] = 8. 1Hz, 1H), 7. 782 ~7. 754 (d, ] = 8. 4Hz,
oH),7.626 ~ 7.600(d, J] = 7.8Hz, 1H),7. 483 (s, 1H),7. 399 ~ 7. 180 (m, 11H),6. 978 ~
6. 950 (d, ] = 8. 4Hz, 2H) , 6. 691 ~ 6. 650 (t, ] = 6. 0Hz, 1H) ,6. 631 ~ 6. 603(d, ] = 8. 4Hz,
2H) , 5. 663 ~ 5. 466 (m, 1H) ,5. 319 ~ 5. 038 (m,4H) , 4. 882 ~ 4.825(d, J] = 17. 1Hz, 1H),
4. 481 ~ 4. 378 (m, 3H) , 3. 460 ~ 3. 247 (m, 8H) , 2. 284 (s, 3H)

[0458]  (6S,9aS) 2- fiAJE —8-[2- (4~ SFURTAIEEE ) N3 1-6-(4- IR EE ) -4, 7- =5
RNEMERE I [2, 1-c][1,2,4] —=0E —1- AR LI

[0459] 'H NMR(CDCl,) : 68.156 ~ 8.126(dd, J = 1.2Hz, ] = 7.8Hz,1H),7. 780 ~
7.751(d, J = 6.9Hz,2H),7.622 ~ 7.223(m, 10H),7.137 ~ 7.112(d, J = 7.5Hz,1H),
6. 994 ~ 6. 966 (d, ] = 8. 4Hz, 2H) , 6. 731 ~ 6. 691 (t, ] = 6. OHz, 1H) , 6. 669 ~ 6. 641 (d, ] =
8. 4Hz, 2H) , 5. 689 ~ 5. 555 (dt, ] = 6. 6Hz, ] = 10. 5Hz, 1H) ,5. 511 ~ 5. 462 (dd, J = 3. 9Hz,
J = 10. 8Hz, 1H),5. 362 ~ 5. 327 (t, J = 5. 3Hz, 1H),5. 196 ~ 5. 161(d, J = 10. 5Hz, 1H) ,
5.134 ~ 5.107(d, J = 8. 1Hz, 1H) ,5. 077 ~ 5. 054(d, J = 6. 9Hz, 1H) ,4. 841 ~ 4. 788 (d,
J = 15. 9Hz, 1H) ,4. 461 ~ 4. 273(dd, ] = 6. 3Hz, ] = 15. OHz, 2H) , 3. 519 ~ 3. 322 (m, 8H) ,
4. 461 ~ 4. 273(dd, J = 3. 6Hz, J = 11. THz, 1H)

[0460]  FIZK —4- TR 2- [ (6S,9aS) 2- MiN 2L —1- FEEE PR -6-(4- RETE )4,
7- ZEARNAMEIE [2,1-c][1,2,4] =8 -8- LA 1-6- AL NN

[0461] 'H NMR(CDC1,, 300MHz) 6 7.86(d, J] = 8.7Hz),7.52(d, J] = 7.2Hz,2H),
7.19-7. 39 (m,6H) , 7. 00(d, ] = 8. 4Hz, 2H),6. 71-6. 84 (m, 3H) ,6.64(d, ] = 8. 4Hz,2H),
5.50-5. 67 (m, 2H) ,5. 36 (t, ] = 5. 4Hz, 1H) ,5. 30 (s, 1H) , 5. 07-5. 17 (m, 2H) , 4. 76-4. 93 (m,
2H) , 4. 30-4. 47 (m, 2H) , 3. 27-3. 61 (m, 1 1H)

[0462]  (6S,9aS) 2- A FE —8— (3— A AL Ik ) —6- (4- FJE W3 ) -4, 7- 45/ S &k
eIt [2,1-c][1,2,4] =W —1- FIRK Wt

[0463] 'H-NMR (300MHz, CDC1,) : 6 3.23(d, J = 17Hz, 1H), 3. 30-3. 37 (m, 4H) ,
3.41-3. 49 (m, 3H) , 4. 27(dd, J = 6Hz, J] = 15Hz,1H),4.38(dd, ] = 6Hz, J = 1Hz, 1H),
4. 49-4. 56 (m, 3H) , 4. 78 (d, J = 15Hz, 1H),4. 95(d, J = 17Hz, 1H),5. 07 (d, J = 10Hz, 1H),
5.19-5. 27 (m, 2H) , 5. 30 (dd, ] = 1. 5Hz, ] = 17. 4Hz, 1H) , 5. 38 (dd, ] = 4. 2Hz, ] = 10. 8Hz,
1H) , 5. 51-5. 67 (m, 1H) , 5. 92-6. 02 (m, 1H) , 6. 35 (s, OH) ,6.57(d, ] = 8. 4Hz, 2H),6. 64 (t,
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J = 6.3Hz, NH),6.81(d, ] = 8. 1Hz, 1H),6.92(d, ] = 8.4Hz,3H),7. 16-7. 20 (m, 3H) ,
7. 27-7. 36 (m, 4H)

[0464]  (6S,9aS) 2— fi Ik —8— (3— T I —2- AL VI ) —6- (4- IR ) -4, 7T- 5
NGB [2, 1-c] [1,2,4] =Mz —1- FIR A P L%

[0465]  'H-NMR (300MHz, CDC1,) : 8 1. 345(s,9H),3.08(dd, J = 3.9Hz, J = 12Hz, 1H),
3.22(d, J = 17. 1Hz, 1H), 3. 32-3. 43 (m, 6H) , 3. 72 (s, 3H) , 4. 24 (dd, ] = 6Hz, J = 15Hz,
1H) ,4.37(dd, J = 6Hz, J = 15Hz, 1H),4.47(d, J = 15Hz, 1H),4.87(d, J = 18Hz, 1H),
5.04-5. 11 (m, 2H) ,5. 34 (t, J = 5. THz, 1H) , 5. 49-5. 58 (m, 2H) , 6. 61-6. 67 (m, 3H) , 6. 85 (s,
OH) , 6. 90-6. 93 (m, 1H) , 6. 98-7. 02 (m, 3H) , 7. 19-7. 23 (m, 4H) , 7. 30-7. 36 (m, 2H)

[0466]  (6S,9aS) 2- MiAFk —5— (4- FRIEFIL ) 4, 6- 5 AR 7- (4- Mkt —1- 2k -3, 4, 5,
6- VY&l —2H-[1,2" ] Bembme -3" —ZEH3E) - JVEMERE H [3,4-c] WERE —1- IR A F i
[0467]  'H NMR(300MHz, CDC1,) : 6 8.22(dd, J = 4.8Hz 1.5Hz, 1H),7.38 ~ 7. 21 (m, 6H) ,
7.02(d, J = 8.4Hz,2H),6.93(dd, ] = 7.6Hz 4.9Hz, 1H),6.77 ~ 6.63(m,3H),5.68 ~
5.54(m, 1H),5.42(dd, ] = 11.4Hz 3.9Hz,1H),5.36(t, ] = 5. 2Hz, 1H),5.15(d, J =
10. 3Hz, 1) ,5.07(d, ] = 17. OHz, 1H) , 4. 78 (d, ] = 15. 4z, 1) , 4. 48 (d, J = 15. 4Hz, 1H) ,
4. 43 ~ 4. 26 (m, 2H) , 3. 50 ~ 3. 24 (m, 9H) , 3. 02 ~ 2. 68 (m, 7H) , 2. 36 ~ 1. 70 (m, 8H)

[0468]  (6S,9aS) 2- M N5 —6-(4- FRIE WL ) 8- (8- & 2 —2- ST )4,
T- ZEANEME [2, 1-c] [1,2,4] =M —1- TR P BLZ

[0469] 'H NMR(CDCI,, 300MHz) & 7. 23-7. 39 (m, 5H) , 6. 97-7. 07 (m, 4H) , 6. 61-6. 88 (m, TH) ,
6. 00-6. 09 (m, LH) , 5. 55-5. 60 (m, 1H) , 5. 48 (dd, J = 4. 2Hz, 10. 8Hz, 1H) , 4. 92-5. 33 (m, TH) ,
4. 29-4. 59 (m, 6H) , 3. 85 (s, 3H) , 3. 23-3. 47 (m, LOH)

[0470]  (6S,9aS) 2- N ZE —6- (4- FRIE NS ) —4, 7T- 4K 8- (3 ZREE AL ) - /S &t
BEIf [2,1-c][1,2,4] =8 —1- IR L

[0471]  'H-NMR (300MHz, CDC1,) : & 3. 18-3. 44 (m, 8H) , 4. 29 (dd, J = 5.6Hz, J = 15. 1Hz,
1H) , 4. 38-4. 45 (m, 2H) ,4. 72(d, ] = 14.8Hz, 1H),4.98(d, ] = 17Hz,1H),5.03(d, J =
10. 4Hz, 1H) , 5. 26 (t, ] = 5. 8Hz, 1H) ,5. 41 (dd, ] = 3. 9Hz, J = 10. 7Hz, 1H) , 5. 55-5. 64 (m,
1H) , 6. 32 (s, OH) , 6. 57 (d, ] = 8. 4Hz, 2H) , 6. 60 (t, ] = 6Hz,NH) , 6. 87-6. 99 (m, 7H) , 7. 07 (t,
J=17.4Hz,1H),7. 21 (s, 1H) , 7. 27-7. 37 (m, 7TH)

[0472]  (6S,9aS) 2- MNZE 8- [2- (FEFERE ) ¥ 1-6-(4- RHEFHE )4, 7- =5
RANEMEI [2, 1-c] [1,2,4] =W —1- IR Pl

[0473]  'H-NMR (300MHz, CDC1,) 8 7.35 ~ 6.00 (m, 18H) 66.70 ~ 6.63(m,3H) 85.59 ~
5. 40 (m, 2H) 8 5.38(t, J = 5. 7Hz, 1H) §5.02(d, J = 10. 3Hz, 1) §4.98 ~ 4.81(dd, J =
5. THz, J = 5. 5Hz, 2H) & 4. 44 ~ 4. 28 (dd, ] = 4. 9Hz, ] = 4. 9Hz, 1H) & 3. 97 (s, 2H) & 3. 46 ~
3.25(m, 7H) 6 3.19 ~ 3. 14(dd, J = 4. 1Hz, ] = 4. 2Hz, 1H) & 2. 54 (s, 3H)

[0474]  (6S,9aS)2- N K 6-(4- FHREFE ) 8- [3-G-FHE - T 2- % )-1-(H
2K —A-TETRIE ) - 1H- W)W —7— JE R 3L 14, 7- Z4URNEMEETE (2, 1-¢][1,2,4] = -1-F
1 2 A P g

[0475] 'H NMR(CDCl,,300MHz) 6 8.41(d, J = 9.3Hz,2H), §7.53(d, J = 8.4Hz,2H),
§7.35~7.20(m,8H), §7.01(d, J] =8.4Hz,2H), §6.93(d, J = 7.8Hz,1H), &6.75(t,
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J = 6.0Hz,1H), 86.66(d, ] = 8. 4Hz,2H), 85.69 ~ 5.56 (m,2H), 65.40(t, ] = 5. 7Hz,
1H), 65.21 ~ 4.90 (m, 4H) , 4. 46 ~ 4. 16 (m, 2H), 6 3. 51 ~ 3. 30 (m,6H) , 6 3. 10(dd, ] =
3.9Hz, ] = 11. THz, 1H), & 2.35(s,3H),2. 27 (s, 3H)

[0476]  (6S,9aS)2- 4 N 5 —6-(4- RN )-8-[3-(3- FHE T —2- MHBE 2 ) -1H- 1)
W —7- L 1-4, 7- ZHEAUSEMEH [2,1-c][1,2,4] =FF -1- FIRK B

[0477 'H NMR(CDCl,, 300MHz) 6 8.49(d, ] = 7.8Hz,1H), 67.90(d, J = 3.0Hz, 1H),
67.40 ~7.17 (m,6H), 8 7. 06 (d, ] = 4. 5Hz, 1H), §6.90(d, ] = 8. 4Hz,2H), 8 6. 81 (t,] =
6. OHz, 1H) , 8 6. 63 ~6.55(m, 3H), 65.65~5.54(m, lH), 65.30~5. 14 (m,3H), 6 3. 44 ~
3.20(m, 8H), 62.24(s,3H), 61.90(s, 3H)

[0478]  (6S,9aS) 2— fA N ZE —8—[3—(3— LA T WL ) —1H-M[Wg -7- R 1-6-(4- 72 &
) 4, T- ZEMASNEMEIF (2, 1-c] [1,2,4] =0 —1- K P

[0479] 'H NMR(CDCl,, 300MHz) 6 8.40(d, ] = 8. 1Hz,1H), 87.85(dd, ] = 3.0Hz, | =
21.9Hz, 1H), 87.37 ~7.15(m,5H), §7.04(d, ] = 7. 2Hz, 1H), §6.82(t, ] = 8. 1Hz,2H),
§6.71 ~ 6.68(m, 1H), 66.51 ~6.47(m,2H), 65.66 ~ 5.47 (m, 1H), &4.57 ~ 4. 30 (m,
3H), §3.61 ~3.11(m,8H), 62.84 ~2.71(m, 1H), 61.57(s,3H), 61.14 ~ 1. 09 (m, 3H)
[0480]  (6S,9aS)2- & N 2% —6-(4- J2 F& ¥ &) -8-[6- F & 2 —1-( 1 % —4- Tt B
55 ) —1H- WIWE —3- AL 14, 7- ZHEAANEAMEIE [2, 1-c] [1,2,4] —0E —1- R Pk
i

[0481]  '"H-NMR (300MHz, CDC1,) : 8 2. 28 (s, 3H), 3. 24-3. 38 (m, 8H) , 3. 80 (s, 3H) ,
4. 38-4. 47 (m, 3H) , 4. 88(d, J = 17. 2Hz, 1H) ,4.94(d, J = 14.9Hz, 1H),5. 10(d, J = 11Hz,
1H) , 5. 25-5. 32 (m, 1H) , 6. 01 (s, OH),6.59(d, ] = 8.5Hz,2H),6.66(t, ] = 6. 1Hz, NH),
6.92-6.96 (m,3H),7. 11(d, J = 2.4Hz,1H),7.17(d, J = 8. 2Hz,2H),7. 32-7. 42 (m, 6H),
7.72(d, J = 8. 4Hz, 2H),7.82(d, J = 9Hz, 1H)

[0482]  + it —1- TR 2—[ (6S, 9aS) 2- M A4 —1- FIE 2L P —6- (4- FR ¥4k ) 4,
7- ZEARNEMEIE (2, 1-c][1,2,4] = -8- ZLFIE ] Fhg

[0483]  '"H-NMR (300MHz, CDC1,) : 6 0. 84 (t,J = 6. 9Hz,3H) , 1. 23 (brs, 15H) , 1. 39-1. 46 (m,
oH),1.93(q, J = 7. THz,2H), 3. 12(dd, J = 4. 1Hz, J = 11.8Hz, 1H), 3. 21 (d, J = 17. 1Hz,
1H) , 3. 26-3. 45 (m, 9H) , 4. 25-4. 30 (m, 2H) , 4. 38 (dd, ] = 6Hz, ] = 14. 9Hz, 1H) ,4. 77(d, ] =
7. 2Hz, 1H) ,5. 01 (d, ] = 10. 4Hz, 1H) , 5. 22-5. 27 (m, 2H) , 6. 58 (d, ] = 8. 3Hz, 2H) , 6. 66 (t, J
= 6Hz, NH) , 6. 93 (d, ] = 8. 3Hz, 2H) , 7. 19-7. 38 (m, 9H)

[0484]  (6S,9aS) 2- #ETAZE —5- (4- FRAEFE ) 4, 6- 54X 7- (2- WRME —1- ZEnikng -3- 2%
FIE ) - NEMEIEIE [3,4-c] WkE —1— PR 2K AP Ik

[0485] 'H NMR(300MHz, CDCl,) : 6 9. 11 ~ 8.71(brs,1H),7.29 ~ 6.87 (m,9H) ,6. 89 (d,
J = 7.6Hz,2H),6.67 ~ 6.61(m,3H) ,5. 54 ~ 5. 44 (brs, 2H) ,5. 23 ~ 5. 20 (m, 1H) ,5. 17 ~
5.13(m, 1H) ,5. 03(d, J = 10. 1Hz, 1H) ,4. 86 (d, ] = 16. 5Hz, 1H) ,4. 71 (d, J = 14. 1Hz, 1H) ,
4.55(d, ] = 14. 4Hz, 1H) , 4. 32 ~ 4. 16 (m, 2H) , 3. 50 ~ 2, . 98 (m, 16H)

[0486]  (6S,9aS)2- M A ZE —8-(3,6— T & —2- TR )-6-(4- BEFE) A4,
7T- ZEASEMEIE (2, 1-c][1,2,4] =8 —1- R Pk

[0487]  'H-NMR (300MHz, CDC1,) 6 7.38 ~ 7.31(q, J = 6. 1Hz,3H) 6 7. 28 ~ 7. 22 (m, 4H)
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§7.04 ~ 7.00(m,3H) §6.89(s,1H) 66.67(t, ] = 6. 2Hz, 1H) §6.62(d, ] = 9. 2Hz, 2H)
§5.71~5.66(dd, ] = 4. 2Hz, ] = 4. 1Hz, 1H) 6 5.58 ~ 5. 47 (m, 1H) & 5. 29 (d, J = 14. 2Hz,
1H) 65.05(d, J = 10.3Hz, 1H) 64.83(d, J = 17.1Hz,1H) 6 3.73(s,3H) 63.39(d, J =
4.5Hz,2H) 6 3.33(d, J = 9. 6Hz,2H) 6 3.25 ~ 3. 11 (m, 2H) & 1. 37 (s,9H) & 1. 26 (s, 9H)
[0488]  (6S,9aS)2- J& N & -8-[3— &l —1-( F 2% —4- T W 55 ) -1H- mg] B —7- &
5 ]-6-(4- FRIEEREE ) -4, T- ZEAUNEMEI [2,1-c] [1,2,4] =FF -1 AR it
[0489] 'H NMR(CDCl,,300MHz) 6 7. 65 (s, 1H),7.47(d, ] = 8.32Hz,2H),7.43(d, ] =
7.63Hz,1H),7.35 ~ 7.15(m,7H) ,7.03(d, J] = 8.3Hz,2H),6.98(d, ] = 7.52Hz, IH),
6. 68 (m, 3H) , 5. 60 (m, 2H) , 5. 37 (m, 2H) , 5. 10 (m, 2H) , 4. 95(d, J = 16. 3Hz, 1H) , 4. 34 (ddd, J
= 32.9,14.9,6. 0Hz, 2H) , 3. 40 (m, 7TH) , 3. 07 (dd, J = 11. 8, 3. 97Hz, 1H) , 2. 32 (s, 3H)

[0490]  (6S,9aS) 2- fA N ZE —8— (- M NAIE —3- U T B FE ) -6-(4- BETE)4,7- =
FANEMEEFF [2,1-c][1,2,4] =0 -1 R P B

[0491]  'H-NMR (300MHz, CDC1,) & 7.38 ~ 7.22(m, 7TH) 8 7. 07 ~ 6. 94 (m, 4H) § 6. 75 (s, LH)
§6.69(d, ] =6.0Hz, 1H) §6.64(d, ] =S8.4Hz,2H) §6.08 ~5.99(m, 1H) 65.61 ~ 5. 48 (m,
1H) §5.42 ~ 5.35(m, 1H) 65.27(d, J = 9. 4Hz, 1H) §5.10 ~ 4.90 (m, 2H) §4.53(d, J =
15. 1Hz, 1H) & 4. 46 ~ 4. 33 (m, 2H) 4. 29 ~ 4. 23 (m, 2H) & 3. 43(d, J = 6. 4Hz, 2H) & 3. 38(d,
J = 3.3Hz,2H) 6 3.33(d, J] = 15. THz, 2H) & 1. 37 (s, 9H)

[0492]  (6S,9aS) 2— N ZE —8— (3— &l —1H- W[Wg —7- B ) -6-(4- LT ) 4,7- =
FAUNEMEEFF [2,1-c][1,2,4] =0 -1- R P B

[0493] 'H NMR(CDCl,, 300MHz) 6 9.99 (s, NH),7.61(d, J = 7.96Hz, 1H),7.37 ~ 7.2 (m,
6H),7.05(d, ] = 7. 77Hz, 1H) ,6. 97 (d, ] = 6. 92Hz, 1H) , 6. 89 (d, ] = 8. 39Hz, 2H) , 6. 65 (t, ]
= 6. 14Hz,NH) , 6. 54 (d, ] = 8. 4Hz, 2H) , 5. 87 (s, 1H) , 5. 57 (m, 1H) , 5. 37 (t, ] = 7. 5Hz, 1H) ,
5.24 (m, 2H) ,5. 14(d, J = 10. 2Hz, 1H) , 4. 95(d, J = 17. 0Hz, 1H) , 4. 35 (m, 3H) , 3. 30 (m, 7H)
[0494]  (6S,9aS) 2- M A 8- (3,5- R T K ) -6-(4- BRIEFIE) -4, T- —HAASRA
eI [2, 1-c] [1,2,4] =8 —1- PR A i

[0495] 'H NMR(CDCl,, 300MHz) & 7. 40 ~ 7. 20 (m,6H),7.07(d, J = 1. 70Hz, 1H),7. 01 (d,
J = 8.4Hz,2H),6.68(t, ] = 6. 0Hz, NH) ,6. 62(d, J = 8. 40Hz, 2H) , 6. 20 (brs, OH) , 5. 64 ~
5.55(m, 1H),5.37(t, ] = 6. 2Hz, 1H),5.15 ~ 5.02(m, 2H),4.85(d, ] = 17. 2Hz, IH),
4.40(ddd, J = 32.2,14.8,6.0Hz,2H),4.15(d, ] = 14. 4Hz, 1H),3.50 ~ 3. 20 (m,8H),
1. 30 (s, 18H)

[0496]  (6S,9aS) 2— NI —6- (4 FRIL NI ) -8-[3- AL —2- (2- WRiE -1- R L E)
R 14, T- ZEMASSEMEIE (2, 1-c] [1,2,4] =0 —1- R Pk

[0497]  'H NMR(CDCI,,300MHz) & 7. 22-7. 43 (m,6H) ,7. 11 (t, ] = 3. 3Hz, 1H) , 6. 63-6. 97 (m,
8H) , 5. 59-5. 68 (m, 1H) , 5. 04-5. 22 (m, 5H) , 4. 25-4. 40 (m, 6H) , 3. 88 (s, 3H) , 3. 25-3. 63 (m,
14H) , 1. 80-1. 88 (m, 4H) , 1. 43-1. 64 (m, 2H)

[0498]  (6S,9aS) 22— N —6- (4- FRIEFHE ) 8- (56— AL —1H- MWk -3- ) 4,
- ZHEAONEMEF [2, 1-c][1,2,4] =FF -1- TR P BLZ

[0499]  'H-NMR (300MHz, CDC1,) : 6 3.24(d, J = 17Hz, 1H),3.33-3. 45 (m, 7TH) , 3. 84 (s,
3H), 4. 33(dd, ] = 6Hz, ] = 14. 9Hz, 1H), 4. 87 (dd, ] = 6Hz, ] = 14. 9Hz, 1H) ,4.55(d, ] =
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14. 6Hz, 1H) , 4. 83(d, ] = 17. 1Hz, 1H) ,4.95(d, ] = 14. 6Hz, 1H),5. 06 (d, ] = 10. 4Hz, 1H),
5. 26-5. 31 (m, 2H) , 5. 52-5. 57 (m, 1H) ,6. 54 (d, ] = 8. 4Hz,1H),6.69(t, J = 5.4Hz, NH),
6.84(dd, J] = 2.4Hz, J = 8.4Hz, 1H),6.93(d, J = 8.4Hz,2H),7.01(d, J = 2. 3Hz, 1H),
7.19-7. 24 (m, 3H) , 7. 29-7. 38 (m, 3H) , 8. 24 (s, 1H)

[0500]  (6S,9aS) 2— N2 —6- (4- FRAERAE ) —8-[3— (Mhbk —4- ¥t ) W3k 1-4,7- 4
RANEMEF [2,1-c][1,2,4] =8 —1- IR P L%

[0501] 'H NMR(CDCL,) : 8 7.426 ~ 7.226(m,9H),7.135(s, 1H),6.946 ~ 6.918(d, ] =
8. 4Hz, 2H) , 6. 629 ~ 6. 601 (m, 3H) , 5. 707 ~ 5. 574 (dt, ] = 6. OHz, ] = 10. 2Hz, 1H) , 5. 287 ~
5.254(t, ] =5.1,1H),5. 196 ~ 5. 082 (m, 2H) , 4. 919 ~ 4. 869 (d, ] = 15. OHz, 1H) , 4. 424 ~
4. 255 (m, 3H) , 3. 522 ~ 3. 154 (m, 8H) , 1. 669 (s, 3H) , 1. 257 (s, 3H)

[0502]  (6S,9aS) 2— #A A& —8— (3- PR I 2 R R ) —6-(4-F 2 758 ) 4, 7- =5
RANEMETH [2, 1-c] [1,2,4] =W —1- IR Pl

[0503] 'H NMR(CDCIl,) : 6 7.724 ~ 7.700(d, J = 7.2Hz,1H),7.409 ~ 7.208(m,8H),
6.891 ~ 6.863(d, ] = 8. 4Hz, 2H) , 6. 367 ~ 6. 554 (m, 3H) , 5. 700 ~ 5. 566 (dt, ] = 6. 6Hz,
J = 10. 5Hz, 1H) , 5. 265 ~ 4. 964 (m, 4H) , 3. 568 ~ 3. 304 (m, 7TH) , 2. 090 ~ 1. 257 (m, 9H)
[0504]  =F%% —1- TR 2—-[(6S,9aS) 2- N 3L —1- FEREFE P B -6-(4- FREFH ) 4,
- ZHEANEMEFF [2, 1-c] [1,2,4] =M -8- FLFIIE ]-6- A4 Tl

[0505]  'H NMR(CDCI,, 300MHz) & 7. 19-7. 39 (m, 5H) , 6. 93~7. 00 (m, 3H) , 6. 62-6. 80 (m, 4H) ,
5. 56-5. 66 (m, 1H) , 5. 46 (dd, ] = 3. 9Hz, 11. 1Hz, 1H) , 5. 33 (t, ] = 5. 4Hz, 1H) , 5. 04-5. 15 (m,
2H) ,4.80(q, J = 15.0Hz,2H), 4. 27-4. 47 (m, 2H) , 3. 87 (s, 3H) , 3. 23-3. 59 (m, 10H) ,
1. 95-2. 04 (m, 2H) , 1. 17-1. 69 (m, 16H) , 0. 83-0. 90 (m, 4H)

[0506]  CWP232017

[0507]  (6S,9aS) 2— M FE —8— (2— MU AE A0k —3- ALk ) —6-(4- J i 758 ) 4,
7T- THEARNEMMEIE [2,1-c][1,2,4] = -1- TR ZE Pk

[0508]  'H-NMR (300MHz, CDC1,) : 6 0.21(dd, J = 4. 8Hz, J = 10. 1Hz, 2H),0.50(dd, J =
5.5Hz, ] = 12.4Hz,2H), 1. 14-1. 27 (m, 1H), 3. 30-3. 51 (m, 8H) , 3. 73-3. 79 (m, 2H) , 3. 82 (s,
3H),4.29(dd, ] = 6Hz, ] = 14Hz,1H),4.37(dd, J = 6Hz, ] = 14Hz, 1H),4.56(d, ] =
14. 6Hz, 1H) , 4. 97-5. 03 (m, 2H) , 5. 09 (d, ] = 10. 3Hz, LH), 5. 30 (t, ] = 5. 4Hz, 1H) , 5. 45 (dd,
J = 4Hz, J = 10. THz, 1H) , 5. 56-5. 63 (m, 1H) , 6. 61 (d, J] = 8. 3Hz, 2H) , 6. 68 (t, ] = 5. 9Hz,
NH), 6. 76 (d, ] = 7. 6Hz, 1H) ,6.83(d, ] = 7. 3Hz, LH), 6. 96-7. 04 (m, 3H) , 7. 22-7. 37 (m, 5H)
[0509]  (6S,9aS) 2— f N FE —8— (2- I A —3- AL TR ) 6-(4- RBRETE)4,7- =
FANEMEEFF [2,1-c][1,2,4] =0 —1- R P B

[0510]  'H-NMR (300MHz, CDC1,) : & 1. 65-1. 75(m, 8H), 3. 12(dd, ] = 4. 1llz, ] = 12Hz, 1),
3.19(d, J = 17. 1Hz, 1H) , 3. 30-3. 47 (m, 6H) , 3. 79 (s, 3H) , 4. 24 (dd, ] = 5. 8Hz, ] = 14. 9Hz,
1H),4.31(dd, J = 5.8Hz, ] = 14.9Hz, IH),4.51(d, J = 14. THz, 1H) , 4. 75-4. 83 (m, 2H) ,
4.93(d, J] = 17. 4Hz, 1H),5.05(d, J = 10. 3Hz, 1H) , 5. 27 (t, ] = 5. 8Hz, 1H) , 5. 42(dd, ] =
3.8Hz, J = 10. 8Hz, 1H),5.51-5. 59 (m, 1H),6.57(d, J = 8. 3Hz,2H),6.68(d, ] = 7. 6Hz,
1H),6.78(d, J = 8. 3Hz, 1H) , 6. 93-7. 00 (m, 3H) , 7. 27-7. 34 (m, 5H)

[0511]  (6S,9aS) 2— N FE —8-[2— (3— JAHIE ) -3 AL VI ]-6-(4- AT ) 4,
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- ZHEAONEMEF [2, 1-c][1,2,4] =FF -1- TR P BLZ

[0512] "H-NMR (300MHz, CDCl,) :83.11(dd, J] = 4Hz, J = 11.7Hz, 1H),3. 19-3. 25 (m,
3H),3.27-3. 38 (m,4H) , 3. 69 (s, 3H) ,4. 25(dd, J = 5.9Hz, J = 14. 91z, 1H) , 4. 35-4. 42 (m,
2H),4.71(d, ] = 14. 7Hz, 1H) , 4. 96-5. 13 (m, 3H) ,5. 31 (dd, J = 4Hz, J = 10. 7Hz, 1H),
5.51-5.60(m, 1H) ,6.38(dt, J = 2.4Hz, 1H) ,6.54-6. 66 (m, 5H) , 6. 84-6. 94 (m, 4H) ,
7.10-7. 20 (m, 3H) , 7. 28-7. 35 (m, 3H)

[0513]  (6S,9aS) 2- M N 2E —6- (4- FR LR 3L ) -8-[2- ( Bfivph —2- L4 ) -3- AR
514, - ZEAARNEMEIE [2, 1-c][1,2,4] =ME -1- FERA Pl

[05141 'H NMR(CDCl,, 300MHz) 8 7. 17 ~ 7.35(m,7H),7. 15 ~ 7.05(m,2H),7.0(t, J] =
7.9Hz, 1H) ,6. 90 ~ 6. 80 (m, 3H) ,6. 75(d, ] = 7. 5Hz, 1H),6.65(t, ] = 5. 9Hz, NH) , 6. 54 (d,
J = 8.3Hz,2H),5.57(m, 1H),5.32 ~ 3.25(m, 2H),5. 16(t, J = 5.6Hz, 1H),5.12(d, J =
10. 30z, 1H),5.03(d, J = 17.2Hz,1H),4.49 ~ 4.25(m,4H),3. 81 (s,3H),3. 44 (s, 1H),
3.35(d, J = 6.0Hz,2H),3.30 ~ 3. 15(m,4H) , 3. 05(t, J = 3. 8Hz,4H),2.94(dd, ] = 12. 0,
4. 0Hz, 1H)

[0515]  (6S,9aS) 2- MmN EE 8- (3- P O A LR T ) 6-(4- R TE) 4, 7- 54
RASEMEH [2, 1-c] [1,2,4] =W —1- IR Pl

[0516] 'H NMR(CDC1,) : 8 7.741 ~ 7.717(d, J = 7.2Hz,1H),7. 444 ~ 7.222(m, 15H),
6.871 ~ 6.843(d, ] = 8. 4Hz, 2H) , 6. 646 ~ 6. 572 (m, 3H) , 5. 692 ~ 5. 602 (m, 2H) , 5. 234 ~
4. 895 (m, 4H) , 3. 406 ~ 3. 273 (m, 3H) , 3. 3. 571 ~ 3. 305(m, 7H) , 2. 047 ~ 1. 1. 251 (m, 1 1H)
[0517]1  (6S,9aS) 2— M 2 —6- (4- BRI T ) -4, 7- Z5 A 8- {3-[(PUEA kg —2- &
) - wEPELE ] FRE - NEMEIE [2, 1-c] [1,2,4] =8 -1- R P BLI

[0518] 'H NMR (CDC1,) : 6 7.966 ~ 7.902(m,1H),7.483 ~ 7.200(m,8H),6.824 ~
6.796(d, ] = 8.4Hz,1H),6.667 ~ 6.611(t, ] = 8.4Hz,2H),6.534 ~ 6.508(d, J =
7. 8Hz, 1H) ,5. 763 ~ 5. 681 (m, 1H) ,5. 503 ~ 5. 326 (m, 1H) ,5. 261 ~ 5. 167 (m, 3H) , 4. 963 ~
4.825(m, 1H) ,4. 516 ~ 4. 203 (m, 2H) , 3. 942 ~ 3. 465 (m, 8H) , 2. 187 ~ 1. 406 (m, 7TH)

[0519]  (6S,9aS)2- 44 N 2 8- (3- & I K Jf [d] mugm -7-EHE)-6-(4-FEF
) -4, - ZEARSNEMEI [2, 1-c][1,2,4] =W -1- FERA B

[0520] "H-NMR (300MHz, CDC1,) : 6 3.23-3.37(m,5H),3.50-3.54(m,3H),3.74(t, ] =
11. 20z, 1H) , 4. 29 (s, NH) ,4.77(d, J = 15. 3Hz,2H),4.93(d, J = 15. 3Hz, 1H),5.02(d, J
= 17.3Hz,1H),5.05(d, J = 10. 3Hz, 1H),5.21(t, J = 5. 4Hz,1H),5.41(dd, J = 3. 9Hz,
J = 10. 7Hz, 1H),5.72-5. 77 (m, 1H) ,6.62(d, ] = 8.3Hz,2H),6.91(d, J] = 8. 3Hz,2H),
7.20-7. 25(m, 4H) , 7. 30-7. 34 (m, 3H) , 7. 69(d, J = 7. THz, 1H)

[0521]  (6S,9aS) 2- M N & —6- (4- Fodt 8 ) 8- (- 2L 3 ) 4, 7- ZAH AN AR IF
[2,1-c][1,2,4] =& -1- FERA L

[0522] 'H NMR (CDC1,, 300MHz) 6 8.03(d, J = 8. 1Hz,1H), 67.61(t, J = 7.5Hz,2H),
§7.45(t, J = 7.8Hz,1H), 6 7.37 ~7.21(m,5H), 67.01(d, J = 7.8Hz,1H), &§6.99(d,
J = 8.1Hz,2H), 66.78 ~ 6.68(m,3H), 65.65 ~ 5.50(m,2H), 65.37 ~ 5.13(m,4H),
854.74(d, J = 17. 1Hz, 1H), 6 4.44 ~ 4.29(m,2H), & 3. 65 ~ 3. 23 (m, 8H)

[0523]  (6S,9aS) 2— fi A Ik —8— (3— TlAE —2- NI ) —6- (4- AL ) -4, - 5 AUNA
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eI [2, 1-c] [1,2,4] =8 —1- PR i

[0524] 'H NMR(CDCl,,300MHz) 6 7.59 ~ 7.48(m,3H), &7.32(m,6H), 66.93(d, ] =
8. 4Hz,2H), §6.75(t, J = 6. 0Hz, 1H), 66.63(d, J] = 8.4Hz,2H), §5.70 ~ 5. 61 (m, LH),
§5.44(dd, J = 3.9Hz, J = 10.8Hz, 1H), §5.29 ~ 5. 11 (m,3H), 64.73 ~ 4.62(m, 2H) ,
6 4. 45 ~ 4. 36 (m, 2H) , 8 3.69 ~ 3. 30 (m, 8H)

[0525]  (6S,9aS) 2- M —8- (2- & FEFEE ) —6- (4- FREE N5 ) 4, 7- AN AR IF
[2,1-c][1,2,4] =M —1- PR FELZ

[0526] 'H NMR(CDC1,, 300MHz) & 7. 85~ 7. 59 (m, 6H), 6 7. 08(t, J = 5. 8Hz, 1H) , § 6. 93 ~
6.82(m,4H), §6.67 ~ 6.59(m,4H), 65.63 ~ 5.50(m, 1H), 65.36(dd, ] = 4.3Hz, ] =
10. 5Hz, 1H), 8 5. 21(t,J = 5. THz, 1H), 6 5. 08 (d, J = 10. 3Hz, 1H), & 4. 92 ~ 4. 86 (m, 2H) ,
§4.39 ~ 4.22(m,2H), 64.16 ~ 4.04 (m, 1H), &3.41 ~ 3. 18 (m, 8H)

[0527]  (6S,9aS) 2- M N ZE —6- (4- FREEFEE ) -4, 7- 58 M 8- (4- 5L 2- XK ~4H- &
i —8- LI ) - ANEMEH [2, 1-c][1,2,4] =W -1- TR P BLZ

[0528] 'H NMR(CDCl,, 300MHz) & 8. 14 ~8. 10 (m, 1H), 8 7.87(d, J =6. 2Hz, 2H), § 7. 53 ~
7.47 (m,3H), 87.40 ~ 7.20(m,8H), §6.98(d, ] = 8.3Hz,2H), §6.78(s,1H), §6.72 ~
6.68(m,3H), §5.59 ~ 5.50(m, 1H), §5.38(dd, ] = 3.8Hz, J = 10. 7Hz,2H), §5.13 ~
4.97 (m,4H) , 6 4.41 ~ 4. 29 (m,2H), & 3.60 ~ 3. 32 (m, 8H)

[0529]  (6S,9aS) 2- FNZE —6- (4- FRHREFEE ) -4, 7- 5K 8- (4- AR —4H- (off 8- &
FRIE ) - ANEMEREFF [2,1-¢][1,2,4] =0 -1- R P B

[0530] 'H NMR(CDCl,,300MHz) 6 8.16(d, J = 7.3Hz,1H), 68.03(d, J] = 6.0Hz, 1H),
§7.69(d,J=17.4Hz,1H), §7.43 ~7.22(m,8H), §5.70 ~5.61 (m, LH), 85.20~ 5. 10 (m,
3H), 65.03(dd, J = 4. 3Hz,J = 10. 1Hz, H), §4.90(d, J = 14. 6Hz, 1H), 6 4. 75~ 4. 68 (m,
4H), 6 4.37 ~ 4.30(m,3H), 8 3.68 ~ 3. 16 (m, 8H)

[0531]  (6S,9aS) 2- 4 A 2& —6-(4- FR LA IE ) -4, 7- 4 AR 8- (2- R FE kg -3- JE
) - NEMEEFF [2,1-¢][1,2,4] =0 -1 R It

[0532] 'H NMR(CDCl,,300MHz) 88.49(d, J = 3.4Hz,1H), 87.09 ~ 7.35(m, 12H),
§6.83(d, ] =8.3Hz, 1H), §6.54(t,] = 5.9Hz, 1H), §6.49(d, ] = 8. 4Hz, 2H), § 6. 05 (s,
1H) 6 5.36 ~ 5. 54 (m, 1H), §5.23(dd, ] = 10. 6Hz, ] = 3.9Hz, 2H), §5.08(t, ] = 5. 3Hz,
1H), 65.01(d, J = 10.4Hz, IH), 64.89(d, ] = 14. lHz,1H), §4.70(d, J = 15. 5Hz, 1H),
§4.55(d, ] = 15.5Hz,1H), 64.28(dd, J] = 14.8Hz, ] = 6.4Hz,1H), §4.17(dd, J =
14. 8Hz, J = 6. 4Hz, 1H), 63.05 ~ 3.33(m,6H), 62.77(dd, J = 11.8Hz, ] = 3. 9Hz, 1H).
[0533]  (6S,9aS) 2— #& N 5 —6-(4- FR IR I ) -4, 7- Z5 AR 8- (1- it we —2— 2% —1H- 1y
Wi —7- ZL I ) - ANEMEFHF [2, 1-c][1,2,4] =FF -1- PR P BLZ

[0534] 'H NMR(CDCL,, 300MHz) & 8. 54 (m, 1H),7.87 (td, J = 1.8Hz,7.8Hz, 1H),7.64(d,
J = 7.8Hz,1H),7. 14-7. 36 (m, 10H) , 6. 92-6. 98 (m, 3H) , 6. 58—6. 69 (m, 5H) , 5. 39-5. 49 (m,
2H) , 4. 91-5. 10 (m, 4H) , 4. 69 (d, ] = 16. 8Hz, 1H) , 4. 22-4. 42 (m, 4H) , 3. 10-3. 48 (m, 8H) ,
2.88(dd, J = 4. 2Hz, 12. OHz, 1H)

[0535]  (6S,9aS) 2— M AL —8— (1, 1- 4R 1H-116- 2 JF [b] BEWy -3- FE L) -6- (4- 5%
FENEE ) -4, T- ZEAROSEMEH [2, 1-c][1,2,4] =M -1- FERK PBLZ
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[0536] 'H NMR(CDC1,,300MHz) & 7. 74(d, J=9. OHz, 1H), 8 7.65~7.52(m, 3H), 6 7. 41 ~
7.26 (m,4H), 66.98(d, J = 9.0Hz,2H), §6.78 ~ 6.68(m,3H), 66.41(s,1H), §5.66 ~
5.60(m, 1H), §5.32 ~ 5.11(m,4H), 64.68(d, J = 6.0Hz,2H), &4.48 ~ 4.37 (m,2H),
8 3.59 ~ 3. 30 (m, 8H)

[0537]  (6S,9aS) 2— A Ik —8— (6 JRALIE —2- FEFI L ) —6- (4- FRIEANETE ) -4, 7- 44N
SRR [2,1-c][1,2,4] =8 —1- PRI P AL

[0538] 'H NMR(CDCl,, 300MHz) 6 7.52(t, J = 9.0Hz,1H), 87.40 ~ 7.34(m,4H),
§7.25(d, ] = 6.0Hz, 1H), 6 7.15(d, ] = 6. OHz, 1H), 66.99(d, ] = 6. OHz, 2H) , 6 6. 74(t,
J =6.0Hz,1H), 66.63(d, ] = 9.0Hz,2H), 65.71 ~ 5.55(m, 2H), 85.32(t, ] = 6. 0Hz,
1H), 84.58(d, J = 15.0Hz,1H), 64.45 ~ 4.33(m,2H), 63.88(t, ] = 9.0Hz,1H),
§3.63 ~ 3.31 (m, 7TH)

[0539]  (6S,9aS)2— & N 2% —6-(4- FR & F 3 )4, 7- 4 A 8- (6- A FEnkng —2- £ H
) - NEMEIF (2, 1-c][1,2,4] =W —1- K PR

[0540] 'H NMR(CDC1,,300MHz) & 7. 98(d, J =6. OHz, LH), 8 7. 78 ~ 7. 65 (m, 2H) , & 7. 47 ~
7.38(m,5H), 87.33 ~7.16(m,2H), §7.17(d, ] = 6. 0Hz, 1H), §7.00(d, ] = 9. OHz, 2H),
§6.72(t, ] = 6.0Hz, 1H), 66.62(d, ] = 6.0Hz,2H), 65.64 ~ 5.58(m, 2H), 65.39(t, J
= 6. 0Hz, 1H), §4.45 ~ 4. 37(m,2H), §3.91(t, ] = 12. 0Hz, 1H), & 3.57 ~ 3. 28 (m, 7H)
[0541]  (6S,9aS) 2— M N 2k —6- (4- FRHEE VI ) -8-[6-(2- PRI ) - bmg —2- FEH
514, T- ZEARONEMEEI [2, 1-c] [1,2,4] —0E -1- BRI

[0542] 'H NMR(CDCl,, 300MHz) & 7.80 ~ 7.66 (m,3H), 87.39 ~ 7.32(m,3H), §7.30 ~
7.24(m,2H), 87.13(t, J = 6. 0Hz, 1H), 6 7.06 ~ 6.97 (m,4H) , §6.72(t, ] = 6. 0Hz, 1H),
§6.62(d, J] = 6.0Hz,2H), 65.66 ~ 5.57(m,2H), 65.38(t, J = 6.0Hz, 1H), §5.09 ~
4.91(m, 3H), 84.60(d, J = 15.0Hz,1H), &4.42 ~ 4.38(m,2H), 63.91(t, J = 12. OHz,
1H), 63.85(s,3H), 63.50 ~ 3. 26 (m, 7H)

[0543]  (6S,9aS) 2- fA A IE —6- (4- FRIEEHE ) -8-[6- (4- FBRWEIE AL ) — nigmg —2- L
514, - ZEAARNEMEIE [2, 1-c][1,2,4] =1E -1- FERA

[0544] 'H NMR(CDCl,,300MHz) 6 8.18(d, J = 8.4Hz,2H),8.01(d, J = 9. 3Hz,2H),
7.71-7. 83 (m, 2H) , 7. 24-7. 40 (m, 5H) , 6. 89 (d, | = 8.4Hz,2H),6.74(t, ] = 6.0Hz, 1H),
6. 49 (d, ] = 8. 4Hz, 2H) , 5. 59-5. 68 (m, 1H) , 5. 51 (dd, ] = 4. 2Hz, 10. 8Hz, 1H) , 5. 29-5. 36 (m,
1H) , 5. 13(d, J = 10. 2Hz, 1H) ,5. 02(d, ] = 17. 1Hz, 1H) ,4. 85(d, ] = 15. 3Hz, 1H) , 4. 66 (d, ]
= 13. 5Hz, 1H) , 4. 30-4. 49 (m, 2H) , 3. 84 (t, ] = 11. 2Hz, 1H), 3. 31-3. 68 (m, 7TH) , 3. 07 (s, 3H)
[0545]  (6S,9aS) 2— N2 —8-[6— (4 JRAcdE ) - MEmE —2- FEH I ]-6- (- FRETE ) 4,
- ZEMASNEMEIE (2, 1-c][1,2,4] =M —1- R PR

[0546] 'H NMR(CDCl,,300MHz)), 87.98 ~ 7.94(m,2H), 87.73(t, ] = 6.0Hz, lH),
§7.61(d, ] =9.0Hz, 1), 67.24(m,4H), 67.16 ~ 7.09 (m,3H), 66.98(d, J = 9. 0Hz,
oH), 86.72(t, ] = 6.0Hz,1H), 66.60(d, J] = 9.0Hz,2H), 66.62(s,13H), 65.65 ~
5.56 (m, 2H) , 6 5.37(t, ] = 6. 0Hz, 1H), 65.09(d, J = 12. 0Hz, 1H) , & 4. 92(t, ] = 15. OHz,
oH), 64.63(d, ] = 15.0Hz,1H), §4.49 ~ 4.31(m,2H), §3.86(t, J = 9.0Hz, 1H),
8 3.59 ~ 3. 27 (m, TH)
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[0547]  (6S,9aS) 2— M N 2k —6— (4- FRHE W ) -8-[6-(4- F AL R I ) - nbmg —2- FE
514, 7- ZEAROSEMEH [2, 1-c] [1,2,4] =1F -1- TR P BLZ

[0548] 'H NMR(CDCl,,300MHz) 8 7.93(d, J = 9.0Hz,2H), 6 7.71(t, J = 6.0Hz, IH),
§7.60(d, J = 9.0Hz,1H), 67.40 ~ 7.25(m,4H), 67.10(d, J = 6. 0Hz, 1H), 66.99(t, J
=9.0Hz,4H), 66.72(t,] =6.0Hz, 1H), §6.62(d, ] = 9. 0Hz, 2H) , 6 5. 64 ~ 5. 59 (m, 2H) ,
§5.40(t, J = 6.0Hz, 1), 65.10 ~ 4.90(m,3H), &4.57(d, J = 15. 0Hz, 1H), &4.45 ~
4.37 (m,2H), 83.90(t, ] = 9.0Hz,1H), 63.84(s,3H), 63.57 ~ 3. 27 (m, 7H)

[0549]  (6S,9aS) 2- M N 2 -6 (4- FREEF I ) -8-[6-(4- Fmi LR ) - nbme —2- FH
5 14,7 ZHEANEMEH [2, 1-c] [1,2,4] =0 —1- TR P BLZ

[0550] 'H NMR(CDCl,, 300MHz) 8 7.92(d,J =9. 0Hz,2H), 8 7.75~7.61 (m,2H), § 7. 40 ~
7.25(m,5H), 67.13(d, J =9.0Hz,1H), §7.00(d, ] = 9.0Hz,2H), §6.73(t, J] = 6. OHz,
1H), §6.60(t, ] = 9.0Hz,2H), 66.44(s,1H), 65.64 ~ 5.59(m,2H), §5.40(t, ] =
6. OHz, 1H), 6 5.09(d,J = 12. 0Hz, 1H), & 4. 99 ~ 4. 90 (m, 2H) , & 4.59(d, ] = 15. 0Hz, 1H),
§4.45 ~ 4.39(m,2H), §3.90(t, J = 9.0Hz, IH), 83.58 ~ 3.28(m,7H), & 2.52(s,3H)
[0551]  (6S,9aS) 2— M N 2k —8— (1- ZRMAIEIE —3— 2L —1H- W|W¢ —7- FE L ) —6- (4- 22k
W) -4, - ZEAASEMEIE [2,1-¢][1,2,4] =0 -1- PR P B

[0552] 'H NMR(CDCl,,300MHz) & 7.67 (s, 1H),7.54(m,3H),7.45 ~ 7.35(m,5H),7.35 ~
7.20(m,7H),7.13(d, J = 6.8Hz,3H),6.96(d, ] = 8.3Hz,2H),6.63(d, ] = 8. 4Hz, 2H),
5.57 (m, 1H),5.32 ~ 3.25(m, dd, J = 10.5,5. 7Hz, 1H), 5. 50 (m, 1H) , 5. 36 (d, ] = 5. 7Hz,
1H),5.31(d, J = 16. 2Hz, IH) ,5. 05(d, J = 10. 3z, 11) ,4.99(d, J = 4. 5Hz, 1H) , 4. 94(d,
J =3.1Hz,1H),4. 26 (ddd, J = 26.5,15.0,5. 9Hz, 2H) , 3. 50 ~ 3. 20 (m, 61) , 3. 05(dd, ] =
11.7,4.0Hz, 1H)

[0553]  (6S,9aS) 2- fii A2 —8—[6— (3— AL AR IL ) MbwE —2— FE AL ]-6- (4- FRIE R AL ) 4,
T- ZHEARNEME T (2, 1-c][1,2,4] =M -1 PR PR

[0554]  'H NMR(CDCl,, 300MHz) & 8. 28 ~8. 22 (m, 1H), 8 7. 81 (t, ] =9. OHz, 1H) , 8§ 7. 69 ~
7.66 (m,2H), 67.57(t, ] = 9.0Hz,1H), 67.40 ~ 7.31(m,3H), 87.27 ~ 7.25(m,2H),
§6.97(d,J = 9.0Hz,2H), 6§ 6.73(t,] = 6.0Hz, 1H), 6§ 6.59(t,] = 9.0Hz,2H), & 5.70 ~
5.53(m,2H), 65.36(t, ] = 6.0Hz,1H), 65.16 ~ 4.99 (m,2H), 6 4.77(d, J = 6. 0Hz, 2H) ,
§4.51 ~ 4.32(m,2H), §3.85(t, J = 9.0Hz, IH), &3.64~ 3.31(m,7H)

[0555]  (6S,9aS) 2— A 2L —8-(3— IR 3 ) —6-(4- BRI FTE ) -4, 7- ZHAUSEA M EEIf
[2,1-c][1,2,4] =& —1- PR FEERZ

[0556]  'H-NMR (300MHz, CDCl,) 8 7.42 ~ 7.32(m,4H) 6§ 7.30 ~ 7.14(m,5H) §6.99 ~
6.63(m,4H) 6 6.34(s,1H) §5.63 ~ 5.57(m,1H) §5.39 ~ 5.32(m,2H) §5.16(d, ] =
10. 2Hz, 1H) 6 4.91(dd, J = 18.3Hz, J = 15. 4Hz,2H) 6 4. 41 ~ 4. 36(m,4H) 63.46(d, ] =
6. 1Hz,2H) 6 3.41(d, J = 4.5Hz,2H) 6 3.35(d, ] = 9. 2Hz, 2H)

[0557]  (6S,9aS) 2- FNZE —6- (4- FRHEEFEE ) -4, 7- 5K 8- (3— 2R3 —1H- M|Wg —7- %
AL ) - ANEMEREFF [2,1-¢][1,2,4] =0 -1- R P B

[0558] 'H NMR(CDCl,,300MHz) & 10.09 (s, 1H),7.87(d, ] = 8.0Hz,1H),7.60(d, J] =
7.3Hz,2H),7.40 ~ 7. 20 (m,8H),7. 03 (t, J = 7.5Hz, 11),6.94(d, ] = 6. 9Hz, 11) ,6. 89 (d,
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J = 8. 3Hz,1H),6.53(d, J = 8. 3Hz, 2H) ,6. 43 (brs, OH) , 5. 51 (m, 1H) , 5. 42 ~ 5. 27 (m, 2H) ,
5.21(m, 1H) ,5.09(d, J = 10.2Hz,1H),4.90(d, J = 17.0Hz, 1H),4. 42 ~ 4.20(m,3H),
3.40 ~ 3.30(m,5H),3.16(d, J = 17. 0Hz, 1H),

[0559]  (6S,9aS) 2— # A 2 —8— (6— IR ZEMENE —2- FE AL ) -6- (4- FRAE T 0L ) 4, 7- =4
RANEMEEIF [2, 1-c][1,2,4]) =W -1- P28 P

[0560] 'H NMR(CDCl,, 300MHz) & 7.49 (t, ] =9. 0Hz, 1H), 6 7. 39 ~7. 24 (m, 3H), 6 7. 03 ~
6.92(m,4H), 6 6.85(s, 1H), §6.73(t,]=6.0Hz, 1H), 66.63(t,]=9.0Hz,2H), 65.70 ~
5.53(m,2H), 65.32(t, ] = 6.0Hz,1H), 65.20 ~ 5.10(m,2H), 64.83(d, J = 15. 0Hz,
1H), 64.48 ~ 4.32(m,3H), 63.77(t, J = 12. 0Hz, 1H), 6 3.55 ~ 3.29(m, 1H), 62.01 ~
1.19(m, 1H), 60.95 ~ 0. 93 (m, 4H)

[0561]  (6S,9aS) 2- 4Nk -8-[2,3" ] BhubmE —6- FE 3L —6- (4- FRIEFIE ) 4, 7- 4
RSN [2,1-c][1,2,4] =M —1- IR A

[0562] 'H NMR(CDCl,, 300MHz) & 9.13(s,1H), 68.56(d, J = 3. 0Hz, 1H), §8.27(d, J =
6.0Hz, 1H), 6§7.76(t, J = 6.0Hz,1H), 67.64(d, ] = 9.0Hz,1H), 67.39 ~ 7. 19 (m, 6H) ,
56.92(d,J = 9.0Hz,2H), §6.66(t, ] = 6.0Hz, 1H), §6.58(d,J = 9. 0Hz,2H), &§5.60 ~
5.55(m,2H), 6§ 5.44(dd, J = 3.0Hz, ] = 12. OHz, 1H), 6§ 5.31(t, ] = 6. 0Hz, 1H), 6§ 5.19(d,
J =9.0Hz,1H), 65.09(d, J = 15.0Hz,1H), 64.99(dd, J = 15.0Hz, J = 27. 0Hz, 2H),
854.45 ~ 4.25(m,2H), 63.76(t, J = 12. 0Hz, 1), & 3.58 ~ 3. 26 (m, 7TH)

[0563] CWP232066

[0564]  (6S,9aS) 2 4 A 5 —6- (4- FRHE R IE ) -8-[2- (2~ FIAZE K IE ) — kg -3- £ 7
52 1-4,7- ZEAAROSEME I (2, 1-¢][1,2,4] =M —1- A I fi

[0565]  'H NMR(CDCl,, 300MHz) & 8. 61 (d, ] =4. THz, 1H), 6 7. 22 ~7. 58 (m, 9H) , & 6. 92~
7.07 (m, 4H), 86.92 ~ 6.95(m,3H), 65.05 ~ 5.65(m, 1H), 65.41(d, J] = 8. 0Hz, H),
§5.19 ~5.29(m, 1H), 65.12(t, ] = 11. 0Hz, 1H), 84.81 ~ 5.07(m,2H), §4.62(q, ] =
15. 20z, 1H), 64.27 ~ 4.45(m,2H), &3.73(d, J = 13.7Hz,3H), 63.03 ~ 3.48(m,7H),
5 2.89 ~ 2.93(m, 1H)

[0566]  (6S,9aS) 2 ki A& —8— (2- PRI ZEMERE —-3- ZE L ) —6- (4- BRI W3E ) -4, T- — 4
RSN [2, 1-c][1,2,4] =8 —1- IR A I fi

[0567] 'H NMR (CDC1,, 300MHz) & 8.41(d, J=3.6Hz,1H), 6 7. 25~7. 41 (m, 7TH), & 7. 00 ~
7.06(m,3H), 66.65~6.71(m,3H), 86.29(s,1H), 65.49 ~ 5.64 (m, 1H) 65.48(dd, J =
10.5Hz, J = 3.9Hz 1H), 65.35(t, J] = 5.5Hz,1H), 85.06 ~ 5.20(m,2H), §4.92(d, ] =
17. 20z, 1H), 6 4.45(d, J = 15.0Hz, J = 5. 9Hz, 1H), 6 4.35(dd, J = 15. OHz, J = 5. 9Hz,
1H), 63.30 ~3.51(m,7H), 63.18(dd, J = 11.7Hz, J = 3. 2Hz,1H), & 2.02 ~ 2. 18 (m,
1H), 61.14 ~ 1.23(m, 1H), 60.93 ~ 1.02 (m, 3H).

[0568]  (6S,9aS)2- #&i N 2% 6-(4- 2B ¥ & ) -8-[6-U- R E R L) - ke 2- &L H
514, 7- ZEAAROSEME I [2, 1-c][1,2,4] =M —1- A I fi

[0569] 'H NMR (CDC1,, 300MHz) 6 7.82(d, J = 9.0Hz,2H), §7.66(t, J = 9.0Hz, 1H),
§7.51(d, J =9.0Hz,1H), 67.38 ~ 7.22(m,4H), 67.05(d, J] = 6.0Hz, 1H), 66.99(d, J
= 9. 0Hz,4H), 6 6.84(d, ] = 9. 0Hz, 2H), 6 6. 73(t, ] = 6. 0Hz, 1H), §6.63(d, ] = 9. OHz,
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2H), 8 5.67 ~5.51(m,2H), 5. 44 (t, ] = 6. 0Hz, 1H), 65.06(d, ] = 9. 0Hz, 1H), §4. 41 ~
4. 36 (m, 2H), 8 3.85(t, ] = 12. 0Hz, 1H), §3.53 ~ 3. 25 (m, 7H)

[0570]  (6S,9aS) 2- Ji A & —6— (4- FR2E N 2L ) -8-[6-(3— H A BE R 55 ) — ik mg —2- L
514, 7- ZEARNEMEIE (2, 1-c][1,2,4] =& -1- PR P B

[0571] 'H NMR (CDC1,, 300MHz) 6 7.75 ~ 7.53(m,5H), 6 7.37 ~ 7.22(m,6H), §7.15(d, J
= 9.0Hz, 1H), § 7.01(d,J = 6. 0Hz,2H), 6 6.93(d, ] = 9. 0Hz, 1H), 6 6.73(t, ] = 6. 0Hz,
1H), §6.64(d, ] =9.0Hz,2H), 65.70 ~5.56 (m, 2H) , 6 5. 39 (t, ] = 6. 0Hz, 1H) , § 5. 07 ~
4.89 (m,3H), 84.57(d, J = 15.0Hz, 1H), 84.41 ~ 4.37(m,2H), §3.93 ~ 3.84(m,4H),
6 3.53 ~ 3. 26 (m, TH)

[0572]  (6S,9aS) 2- KN 2 —8— (3— FJE —1H- MWk -7- 3L ) 6- (- RIEFHE) -4, 7- =
FARNENMEIF [2,1-c][1,2,4] = —1- PR P I

[0573]  'H NMR(CDCl,, 300MHz) & 10. 75 (s, 1H) , 7. 72 (m, 2H) , 7. 36 ~ 7. 04 (m, 6H) , 6. 83 (d,
J = 8.4Hz,2H),6.73(t, ] = 6. 0Hz, 1H) ,6.50(d, ] = 8. 4Hz, 2H) , 5. 59 (m, 1H) , 5. 42 (t, ] =
6. 5Hz, 1H) ,5. 24 (t, ] = 5. THz, LH) ,5. 14 (m, IH) ,5. 10(d, J = 17. 1Hz, 1H) , 4. 50 ~ 4. 27 (m,
3H) , 3. 42 ~ 3. 20 (m, 8H)

[0574]  (6S,9aS) 2- A Z& —8— (1- KT IE 2L —3— F(FE —1H- W[k —7- FL 3L ) -6- (4- 25
I ) 4, T- ZEARNEMETF (2, 1-¢] [1,2,4] =8 —1- PR 2K P LI

[0575]  'H NMR(CDCl,, 300MHz) & 8. 25 (s, 1H) ,7.61(d, J = 7. 6Hz, 2H) , 7. 58 (d, J = 7. 5Hz,
2H),7.50(d, J = 7.9Hz,2H),7.35 ~ 7.15(m, 7TH) ,6. 96 (d, ] = 8. 3Hz,2H),6.92(d, ] =
7.8Hz, 1H) ,5. 73 (s, 1H) , 5. 57 (m, 1H) , 5. 45 (dd, J = 1039, 3. 5Hz, 1H) ,5. 32(t, J = 5. 4Hz,
1H),5. 21 ~ 5. 00 (m, 3H) , 4. 75(d, ] = 16. 2Hz, 1H) , 4. 30 (ddd, ] = 36. 6, 15. 2, 6. 4Hz, 2H) ,
3.50 ~ 3.25(m,7H),3.0(dd, J = 12. 2, 3. 6Hz, 1H)

[0576]  (6S,9aS) 2- A ZE —8-[2,3" 1 BRALNE -3- FEFAEE -6-(4- BEFE ) -4, 7- 25K
NG [2,1-¢][1,2,4] = —1- FERZK P lE%

[05771 'H NMR(CDCl,, 300MHz) & 8.65(d, J = 2.0Hz,1H), 88.54 ~ 8.59 (m,2H),
§7.75(d, ] = 7.9Hz, 1H), 67.12 ~ 7.39(m,8H), 66.88(d, J] = 8.4Hz,2H), 66.55 ~
6. 60 (m, 3H) , 8 5. 46 ~ 5.56 (m, 1H), 85.31(dd, ] = 10. 7THz,J = 3. 9Hz, 1H), 6 5. 17 (t, ] =
5. 2Hz, 1H) , 65.07(d,J = 10. 3Hz, IH), 6 4.96(d, ] = 17. 2Hz, IH) ,  4.83(d, J] = 15. 8Hz,
IH), 64.45(d, J = 15. THz, 1H), 6 4.31(dd, ] = 14.9Hz, J = 6. OHz, [H), 8 4.21(dd, J =
14.9Hz, J = 6. 0Hz, 1H), 63.17 ~ 3.41(m,7H), 6 2.88(dd, J = 11.5Hz, J = 3. 9Hz, 1H).
MS ESI618. 2 (M+H)

[0578]  (6S,9aS) 2- fAAZE —6- (4- FRIEFHE ) -4, 7- 54K 8- (3 nkmg -3- BFE ) -/~
SAMbEIF [2,1-c][1,2,4] =M —1- K P Iz

[0579]  'H-NMR (300MHz, CDC1,) 6 8.88(s,1H) 68.63(d, J = 5.3Hz,1H) §7.93(d, J =
6. 3Hz, IH) 67.48(d, ] = 5. THz, 1H) 6 7. 46 ~ 7. 39 (m,4H) 8 7. 36 ~ 7. 26 (m,5H) 6 7. 22 ~
6. 94 (m, 4H) 8 6. 65 (s, 1H) 66.55(d, J = 11. 2Hz, 1H) §5.65 ~ 5.55(m, 2H) & 5. 26 (s, 1H)
§4.50 ~ 4.14(dd, J = 7. 1Hz, J = 5.9Hz,2H) 6 4.82(d, J = 10. 6Hz, 1H) §4.01(d, J =
15. 2Hz, 1H) 6 3.58 ~ 3.47 (m, 2H) & 3. 42 ~ 3. 35 (m, 2H) & 3. 31 ~ 3. 17 (m, 2H)

[0580]  (6S,9aS)2- 4 N & —8-[2-(3- F 2L AR ) - mbwg -3-HF L ]-6-U- BETF

121



CN 101896485 A WO B 107/176 TT

1) -4, 7T- ZERNEMEH [2, 1-c][1,2,4] =W -1- TR P BLZ

[0581]1 'H NMR(CDCl,,300MHz) 6 8.62(d, J = 4.2Hz,1H), 67.79s,1H), 87.70(d, J =
8.0Hz,3H), 67.55(t, ] = 7.7Hz,1H), 87.45(d, J = 7.8Hz, 1H), 67.21 ~ 7. 38 (m,5H),
§6.95(d, ] = 8. 3Hz, 1H), 66.60 ~ 6.69(m,3H), 66.09(s,1H), 55.56 ~ 5.66 (m, LH) ,
§5.33(dd, J = 10. 5Hz, ] = 3. 6Hz, 1), 6 5. 24(t, ] = 5. 2Hz, 1H), 6 5.16(d, J = 10. 3Hz,
1H), 65.05(d, J = 17. 1Hz, 1H), 8 4.85(d, J = 15. 7THz, 1H), §4.50(d, J = 15. THz, 1H),
6 4.40(dd, ] = 14. 9Hz, ] = 5. 9Hz, IH) , 6 4.29(dd, ] = 14. 9Hz, ] = 5. 9Hz, 1H) , & 3. 25 ~
3.49 (m,6H) , 62.94(dd, J = 11.6Hz, ] = 3.9Hz, 1H). MS ESI642. 2 (M+H)

[0582]  (6S,9aS)2— # N 2& —6-(4- FREE NI ) -8-[2-(3- F A LRI ) - bme -3- FEH
5 14,7 ZEANEMEH [2, 1-c] [1,2,4] =8 —1- TR P BLL

[0583] 'H NMR(CDCl,,300MHz) 6 8.60(d, J = 2.7Hz,1H), 67.46(d, J = 18.9Hz, 1H),
§7.20 ~ 7.37(m,7TH), 66.94 ~7.03(m,5H), 66.59 ~ 6.63(m,2H), &6.55~ 6.60 (m,
3H), 66.24(t, J = 6.5Hz, 1H), §5.63 ~ 5.77(m,3H), &5.15 ~ 5.23(m, 2H), & 4. 80 (dd,
J = 15.5Hz, J = 5. 5Hz, 1H), 64.29 ~ 4.67 (m,4H), §3.83(d, ] = 4. 3Hz,3H), §3.16 ~
3.42(m,6H), 62.79(dd, J = 11.5Hz, J = 3. 9Hz, 11).

[0584]  (6S,9aS) 2- FNZE —6- (4- FRHEEFEE ) -4, 7- 5 8- (3 mikhg —4- B FE ) -
SR [2, 1-c] [1,2,4] =8 -1- TR P ELZ

[0585]  'H-NMR (300MHz, CDC1,) 6 8.69(d, J = 6Hz,2H) 8 7.57(d, J = 6Hz,2H) 8§ 7.52 ~
7.33(m,4H) 67.31 ~ 7.29(m,5H) 67.26 ~ 6.96(m,4H) 66.72(s,1H) §6.57(d, ] =
8. 2Hz, 1H) & 5. 58 ~ 5. 56 (m, 2H) 8 5.38(d, J = 7. 1Hz, 1H) § 5. 17 ~ 5. 01(dd, J = 11. 8Hz,
J = 17.1Hz,2H) 6 4.75 ~ 4.31(m,4H) 6 3.50(d, J = 5. 3Hz, 2H) 6 3.46 ~ 3. 41 (m, 2H)
63.35(d, J = 9. 2Hz, 2H)

[0586]  (6S,9aS)2- 4% A FE -8-[6-(3,3- — - T —1- e F) -t mg —2- &K H
5 ]-6-(4- FRIEFE ) -4, - ZHEAMANEMEIE [2, 1-¢][1,2,4] =8 -1- IR P LI
[0587] 'H NMR(CDCl,, 300MHz) 6 7.60(t, J = 9.0Hz,1H), §7.41 ~ 7.25(m,5H),
§7.08(d,J =9.0Hz,1H), 6§7.02(d, ] = 9. 0Hz, 2H), §6.73(t,] = 6. 0Hz, 1H), & 6. 66 (d,
J=9.0Hz,2H), 65.65~5.53(m,2H), 65.32(t, ] = 6.0Hz, 1H), 65.25 ~ 5. 20 (m, 2H) ,
§4.42 ~4.37(m,2H), 63.80(t,] = 12.0Hz,1H), 8 63.60 ~ 3.29(m, 7TH), & 1. 33 (s, 9H)
[0588]  (6S,9aS) 2— MiNZE —6- (4- FRIEEFE ) -4, 7- 4 8- (1- NE —1H- MWk -3- %
L) - ANEMEREFF [2,1-c][1,2,4] =0 —1- IR B B

[0589] 'H NMR(CDC1,, 300MHz) & 7. 66 (d, J = 7. 5Hz, 1H) ,6. 97-7. 39 (m, 9H) , 6. 59-6. 69 (m,
3H),5. 79 (s, 1) , 5. 52 (m, 1H) , 5. 18-5. 30 (m, 3H) ,5. 01 (d, ] = 10.8Hz, 1H),4.75(d, ] =
17. 4Hz, 1H) , 4. 31-4. 43 (m, 3H) , 4. 04 (t, J = 6. 3Hz,2H), 3. 20-3. 41 (m,8H), 1. 85(q, J =
7.5Hz, 2H) ,0. 93 (t, ] = 7. 2Hz, 3H)

[0590] L% 2-{3-[(6S,9aS) 2— ML —1- WILZIE PELIE —6- (4- RAE TR )4, 7- =
FAVUNEMEEFF [2,1-c][1,2,4] =FF 8- LR ]- MWk -1- &£ } 4fF

[0591]  'H NMR(CDC1,, 300MHz) & 7. 66 (d, J = 7. 8Hz, 1H) 6. 96-7. 36 (m, 9H) , 6. 58-6. 68 (m,
3H), 6. 73 (s, 1H) , 5. 50-5. 56 (m, 1H) , 5. 24-5. 34 (m, 2H) , 5. 06 (m, 2H) , 4. 81(d, J = 17. 1Hz,
1H) ,4. 56 (d, ] = 14. THz, 1H) , 4. 28-4. 45 (m, 6H) , 3. 22-3. 44 (m, 8H) , 2. 00 (s, 3H)
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[0592]  (6S,9aS) 2— i N 2% —5—(4- FRHE W3 ) —4,6- 4 AR 7-(2- R EmEng —4- L |
F) - JNANEREIF [3,4-c] MkBE —1- F G 2K Ak

[0593] 'H NMR(300MHz, CDCL,) : 8 8. 75(d, J = 5. OHz, 1H),8. 42 ~ 8. 39 (m, 2H) , 7. 47 ~
7. 45 (m, 3H) , 7. 39 ~ 7. 25 (m, 5H) , 7. 04 (d, ] = 5. OHz, 1H) , 6. 98 (d, ] = 8. 4Hz, 2H) , 6. 73 (t,
J = 4.0Hz, NH),6.62(d, ] = 8.4Hz,2H),6.52 ~ 6. 46 (brs, OH) ,5.69 ~ 5. 56 (m, 2H) ,
5.40(t, J] = 5.6Hz,1H),5.12(d, J = 10. 1Hz, 1H),5.00(d, ] = 17. 2Hz, 1H) ,4. 88(d, J
= 16. 1Hz, 1H) ,4. 58 (d, J = 16. 1Hz, 1H) ,4. 60 ~ 4. 33(m, 2H),3.92(t, J = 11. 3Hz, 1H) ,
3. 60 ~ 3.33(m, TH)

[0594]  (6S,9aS) 2— M A& —7— (2 RIEMENE —4- FE L ) —-5- (4- FREREE ) -4, 6- Z5 AR
JNEUEIE FE [3,4-c] AR —1- R A%

[0595] 'H NMR(300MHz, CDC1,) : 68.18(d, J = 5. 1Hz, 1H),7.40 ~ 7. 23 (m, 5H) , 6. 83 (d,
J = 8.3Hz,2H),6.73(t, ] = 6.0Hz, NH),6.59(d, J = 8. 4Hz,2H),6.46 (d, ] = 5. 1Hz,
1H) , 5. 75 ~ 5. 62 (m, 1H) , 5. 56 ~ 5. 46 (brs, NH2) , 5,36 (dd, J = 8. 1Hz5. 5Hz, 1H) , 5. 23 ~
5.17 (m, 3H),5.01(d, J] = 16.3Hz,1H),4.49 ~ 4.25(m,2H),3.91(d, ] = 16.2Hz, 1H),
3.70 ~ 3.37(m, 7H) , 3. 29(dd, J = 13. 8Hz 5. 6Hz, 1H)

[0596]  (6S,9aS) 2- MmN ZE —6-(4- FREEFAEE ) -4, 7- 5 8- (3- MWy -3- ZEFEHE ) -/~
SMbEIF (2, 1-c][1,2,4] =M —1- R PRz

[0597]  'H-NMR (300MHz, TFA-d) 6 7.53 ~ 7.47(m,3H) 67.32 ~ 7.27(m,4H) §7.10 ~
7.02(m,5H) §6.97 ~ 6.94(m,4H) 66.65 ~ 6.62(m,3H) 65.52 ~ 5.51 (m,2H) §5.24 ~
5.21(m, 1H) §5.07(d, J = 10. 3Hz,2H) 8 4. 60(d, J = 15. 1Hz,2H) 6 3.72(d, J = 18. 2Hz,
2H) 8 3. 58 ~ 3. 54 (m, 2H) & 3. 49 (s, 2H)

[0598]  (6S,9aS) 2- ML —6- (4- FRIEFHE ) -4, 7- 44K 8- (3- nkme —2- FFRE ) -~
LNt [2,1-c][1,2,4] =& —1- FIERIK FF I

[0599]  'H-NMR (300MHz, CDC1,) 6 8.68(d, J = 5. 1Hz,1H) §7.91(d, J = 11. 2Hz, 2H)
§7.75(d, ] = 11.2Hz,2H) 6 7.46(t, J] = 8.5Hz, IH) 8§7.29 ~ 7.22(m,5H) 67.38 ~
7.33(m, 2H) 8 7. 00 ~ 6. 97 (m, 2H) 6 6.68(t, ] = 6. 3Hz, 1H) & 6. 62 ~ 6.59 (m, 3H) 8 5. 57 ~
5.53(m, 1H) 85.00 ~4.96(dd, ] = 4. 3Hz, ] = 7. 2Hz, 2H) 6 4. 41 ~ 4.33(dd, ] = 6. 2Hz,
J = 6. 3Hz,2H) & 3.45 ~ 3. 37 (m, 6H)

[0600]  (6S,9aS) 2- AN EE 8- (3" —FIE - R 3-HHE)-6-(4-HREFE)-4,7-=
FARNENMEIF [2,1-c][1,2,4] = —1- PR P IR

[0601]  "H-NMR (300MHz, CDC1,) : 6 3. 23-3. 29 (m, 4H) , 3. 31-3. 44 (m, 4H) , 4. 24 (dd, | =
5.9Hz, J = 14.9Hz, 1H) ,4. 35(dd, ] = 5. 9Hz, J = 14. 9Hz, 1H) , 4. 49(d, ] = 14. 8Hz, 1H),
4.77(d, J = 14.8Hz,1H),4.91(d, J = 17Hz, 1H),5.05(d, J = 10. 3Hz, 1H),5. 28 (t, | =
5.5Hz, 1H) , 5. 38-5. 41 (m, 1H) , 5. 52-5. 58 (m, 1H) , 6. 53 (d, ] = 8. 3Hz, 2H) , 6. 66 (t, ] = 6Hz,
NH),6.90(d, ] = 8.3Hz,2H),7.18-7. 24 (m,4H),7.29(dd, J = 7.9Hz, J = 15. 4Hz, 1H),
7.38-7.43(m, 3H) , 7. 47-7.52 (m, 1H) ,7.57(d, | = 7.7Hz,1H),7.74(d, ] = 7.8Hz, 1H),
7.80 (s, 1H)

[0602]  (6S,9aS)2- M A IE —6-(4- FRIEFHE ) -8-(37 - AAILIRE -3- B3 ) 4,
T- ZEASNEMIEIE (2, 1-¢] [1,2,4] =W —1- 2R Pk
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[0603]  'H-NMR (300MHz, CDC1,) 8 7.51 ~ 7.40 (m,4H) §7.37 ~ 7.30 (m,5H) §7.24 ~
7.22(m,4H) 8§ 7.19 ~ 6.88(m,4H) §6.65(s, 1H) §6.56(d, ] = 9.0Hz, 1H) §5.658 ~
5. 556 (m, 2H) & 5. 63 ~ 5. 54 (m, 1H) & 5. 323 ~ 5. 306 (m, 2H) & 4. 97 ~ 4. 81(dd, ] = 17. 1Hz,
J = 15. THz, 2H) 6 4. 40 ~ 4. 30 (m, 2H) 6 3. 85(s,3H) 6 3. 43(d, J = 10. 3Hz, 2H) & 3. 39 ~
3.35(m, 2H) & 3. 31 ~ 3. 25 (m, 2H)

[0604]  (6S,9aS) 2- M A2 —6- (4- FREE R ) 8- (2" - AR IERE -3- B HE ) 4,
- ZEAONEME I [2, 1-c][1,2,4] =FF —1- FA R F Btk

[0605]  'H-NMR (300MHz, CDC1,) 8 7.47 ~ 7.37 (m,4H) 6§ 7.35 ~ 7.29 (m,5H) 67.28 ~
7. 15(m,4H) 8 7.05 ~ 6.96 (m,4H) 6§ 6.69(t, ] = 6. 3Hz, 1H) §6.59(d, ] = 9. 2Hz, 2H)
6 5.55 ~ 5.46 (m, 2H) 6 5. 10 ~ 5. 04 (m, 2H) 8 4. 40 ~ 4. 34 (m, 2H) & 4. 31 ~ 4. 27 (m, 2H)
§3.77(s,3H) 63.41(d, J = 7. 1Hz, 2H) 8 3. 35(d, ] = 6. 6Hz,2H) 6 3.30 ~ 3.24(dd, J =
5.4Hz, ] = 4. THz, 2H)

[0606]  (6S,9aS) 8- (3- LWEIE W) 22— N 2L —6- (4- BRI FIE ) 4, - ZHAA/NE MR
I [2,1-c][1,2,4] =% -1- TR P B

[0607] 'H NMR(300MHz, CDCL,) & 2.60 (s, 3H),3.24-3.52(m,9H),4. 31 (dd, ] = 6.0,
14. THz, 1H) , 4. 42 (dd, ] = 6. 0, 14. THz, 1H) , 4. 57(d, ] = 14. THz, 1H) , 4. 80(d, ] = 14. THz,
1H),5.03(d, J = 17.4Hz, 1H),5. 14(d, J = 10. 8Hz, 1H), 5. 33(t, ] = 6. OHz, 1H) , 5. 43 (dd,
J = 4.2,10. 8Hz, 1H), 5. 55-5. 66 (m, 1H) ,6. 62(d, ] = 8. 4Hz, 2H),6. 70 (t, ] = 6. OHz, 1H),
6.97(d, ] = 8.4Hz,2H),7.22-7. 32 (m,5H) , 7. 34-7. 39 (m, 2H) , 7. 44-7. 49 (m, 2H) , 7. 83 (s,
1H),7.88(ddd, J = 1.5, 11. 5Hz, 1H)

[0608]  (6S,9aS) 2— A2 —8-[3-(6— FMLRE —3- F% ) NI ]-6-(4- I )4,7- =
FARSEMEE I [2, 1=c] [1,2,4] =M —1- B F Ik f

[0609]  'H-NMR (300MHz, CDC1,) &8.44(d, J = 4. 0Hz, 1H) 88.02 ~ 7. 96 (m, 1H) & 7. 44 ~
7.35(m,4H) §7.31 ~ 7.16 (m,9H) §7.04 ~ 7.01(m, 1H) 66.60(s,1H) §6.55(d, ] =
8. 2Hz, 1H) §5.29 ~ 5.25(m,2H) §5.67 ~ 5.58(m, 1H) §5.15 ~ 5.03(m,4H) & 4.42 ~
4. 25 (m, 2H) 6 3. 45 (s, 2H) 6 3. 37 ~3.31(dd, ] = 6. 1Hz, J = 5. 6Hz, 2H) § 3. 26 ~ 3. 21 (dd,
J = 4.2Hz, J = 3. 8Hz, 2H)

[0610]  (6S,9aS) 2— fh A2 —8—[1- ZRAABLSE —2- (2- JARZE ) —3— FIZE —1H- Wbt —7- £
5 ]-6-(4- BETFE )4, 7- ZHEASEMEH [2,1-c][1,2,4] =8 -1- IR P ELZ
[0611] 'H NMR(CDCl,, 300MHz) & 7. 42-7. 47 (m, 1H) ,6. 97-7. 36 (m, 17H) , 6. 66—6. 71 (m,
4H) , 4. 94-5. 63 (m, 7TH) , 4. 25-4. 43 (m, 2H) , 3. 28-3. 48 (m, TH) , 2. 38 (s, 1H)

[0612]  2- I N ZE —6-(4- R FEE ) 8- (2" - RERR -3- BH I )4, 7- ZHAARA
eI (2, 1-c] [1,2,4] =8 —1- IR Pl

[0613]
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OO

RO
OH

[0614] 'H NMR(CDCl,) : 67.849 ~ 7.819(d, J = 8.8Hz,1H),7.629(s,1H),7.376 ~
7. 209 (m,5H) ,7.003 ~ 6.975(d, ] = 8.4Hz,2H),6.712 ~ 6.670(t, ] = 6.0Hz, 1H),
6.682 ~ 6.654(d, ] = 8.4Hz,2H),5.698 ~ 5.589(td, ] = 17.0Hz, J = 10. 3Hz, 1H),
5. 438 ~5.389(dd, J = 10. 6Hz, ] = 4. OHz, 1H) , 5. 364 ~ 5. 078 (t, ] = 5. 5Hz, 1H) , 5. 112 ~
5.078(d, J = 10. 4Hz, 1H),4. 987 ~ 4.927(d, J = 18.0Hz, 1H),4.919 ~ 4.869(d, J =
14. 8Hz, 1H) , 4. 682 ~ 4.633(d, J = 14. 8Hz, 1H), 4. 497 (s, 3H) , 4. 438 ~ 4.270(qd, J =
15. 0Hz, J = 6. 1Hz, 2H) , 3. 479 ~ 3. 261 (m, 7H)

[0615]  2- J& N 2L —6— (4- Fa 'R 5E ) —8— (3— & —3H- R JF =M —5- FLHIIL ) -4, 7- 5
RASEMEIH [2, 1-c] [1,2,4] =W —1- FIIR Pl

[0616] 'H NMR(CDCl,) : 8 7.806 ~ 7.765(t, J = 6.2Hz, 1H), 67.462 ~ 7.433(d, J =
8.5Hz,2H), 87.351 ~ 7.289(m,3H), 87.234 ~ 7.165(t, J] = 6.4Hz,3H), §7.144 ~
7.119(d, J = 7.5Hz,1H), 87.045 ~ 7.020(d, J = 7.6Hz,1H), 66.941 ~6.915(d, J =
7.9Hz, 1H), 86.873 ~ 6.830(t, J = 6.6Hz,2H), §6.558 ~ 6.531(d, J = 8. 3Hz,2H),
8 5.848 ~ 5. 747 (m, 1H), 65.419 ~ 5.271(dd, J] = 3.9Hz, J = 3.8Hz, 1H), &5.064 ~
5.014(d, J = 9. 2Hz,2H), 64.795 ~ 4.746(d, J = 14.8Hz, 1H), 6 4.381 ~4.331(d, J =
14. 9Hz, 1H) , 6 4.290 ~ 4.127(dd, J = 6. 6Hz, J = 6. 6Hz,2H), &3.651 ~ 3. 438 (m,4H),
§3.292(s,8H), 83.126 ~ 3.108(d, J = 5. 4Hz, 2H)

[0617] 3" —[2-J@mNZE —1- FEZE FIA -6-(4- BEEFE) -4, 7- ZH A\ &R
[2,1-c][1,2,4] =M -8- FLFEL ] BEK -3- IR

[0618]

O~ _NH ‘
\/\N,N\l/\N O COLH
N (o]

T L
OH

[0619] 'H NMR(CDCl,) : 68.006 ~ 7.978237 (s, 1H), §8.076 ~ 8.055(d, J] = 8. 4Hz,
1H),7.394 ~ 7.221(m,7H),3.6.951 ~ 6.923Hz, 1H), §7.788 ~ 7.644(d, J = 8.5lz,
7.2H),6.758 ~ 6.718z,1H), 67.750(s,2H), 67.431 ~ 7.383(t, J = 6.7. 20z, 12H),
§7.311~7.232(m,6.609H), §7.201~6.581161(t,] = 6. 1Hz, 3H), §6.946 ~6.919(d,
J = 8. 5Hz, 2H) , 5. 689 ~ 5. 555 (td, J] = 16. 70Hz, ] = 6. 4Hz, 1H) , 5. 386 ~ 5. 294 (m, 2H) ,
5.152 ~ 5.118(d, J = 10. 2Hz, 1H),5. 042 ~ 4.988(d, J = 16. 21 8 6. 690 ~ 6. 656 (t, J
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= 5. 1Hz, 1H) ,4. 802 (s, 3H 8 5.594 ~ 5.569(d, J = 7. 8Hz,2H),4. 445 ~ 4. 2665. 564 (m,
IH), 8 5.325 ~ 5.232(m,62H) ,3. 531 ~ 85. 118 ~ 5.083(d, ] = 10. 4Hz, 1H), § 5. 021 ~
4.964(d, ] = 17. 1Hz, 1H), 8 4. 815 ~ 4.520(dd, J = 15. 5Hz, ] = 15. 5Hz, 2H) , 8 4. 356 ~
4.341(d, J = 4. THz,2H), 8 3. 315500 ~ 3. 243 (m, 8H)

[0620] 2 i3 —8- (3~ B2k I BLIE 3 ) —6- (4- FRIb R4 ) -8 (1- HIE —1H-KJF =
W —5- FEFE ) —4, T- ZEAONEMLGE I [2, 1-c] [1,2,4] =W -1 FRA P L

[0621]

OYNH o

\/\N,N N/\©)kNH2

"L
OH

[0622] 'H NMR(CDCL,) : 8 7.736(s, 1H),7.529 ~ 7.500(d, ] = 8. 7Hz, 1H),7.404 ~
7.211(m,6H),7.011 ~ 6.983(d, ] = 8.4Hz,2H),6.748 ~ 6.720(d, J = 8.4Hz,2H),
6. 675 ~ 6. 635 (t, ] = 6. 0Hz, 1H) , 5. 680 ~ 5. 547 (td, ] = 16. 6Hz, ] = 6. 2Hz, 1H) , 5. 680 ~
5. 547 (m, 2H) , 5. 337 ~ 4. 961 (m, 5H) , 4. 607 ~ 4. 558 (d, ] = 14. 8Hz, 1H) , 4. 428 ~ 4. 245 (m,
2H) , 4. 295 (s, 3H) , 3. 514 ~ 3. 223 (m, 9H)

[0623] 'H NMR(CDC1,) : & 8.506 (s, 1H), §7.821 ~ 7.796(d, ] = 7. 6Hz, 1H), 8 7. 604 (s,
1H), 87.469 ~ 7.379 (m, 3H), 67.346 ~ 7.320 (m,2H), 67.234 ~ 7.210(d, J = 6. 9Hz,
2H), §7.010(s, 1H), 66.916 ~ 6. 888(d, ] = 8. 5Hz,3H), 8 6. 766 ~ 6. 737(d, ] = 8. 5Hz,
2H), §6.570 ~ 6.530(t, ] = 6. 0Hz, 1H),5.810 ~ 5.755(d, ] = 16. 6Hz, 1H), §5.715 ~
5.581 (m, 1H), §5.213 ~ 5. 163 (m, 3H), & 4.873 ~ 4.832(dd, ] = 6. 5Hz, ] = 6. 5Hz, 1H) ,
§3.892 ~ 3.837(d, ] = 16.6Hz, IH), 83.633 ~3.576(d, J = 17. 2Hz,2H), & 3.504 ~
3. 283 (m, 6H)

[0624]  2- JGiNZE —6- (4- FRdE 'R 5L ) —8-[3-(6— HAZE —mibhe —3- 55 ) ¥ 1-4,7- =5
RANEMEEI [2, 1-c] [1,2,4] =W —1- FIIR P i

[0625]

Os NH OMe

\/\N,N\'/\N
N
Y "0

O \@\
OH

[0626] 'H NMR(CDCI,) : 88.427 ~ 8.419(d, J = 2. 2Hz, 1), &8.846 ~ 8.809(dd, J =
2.5Hz, J = 2.5Hz,2H), 87.438 ~ 7.368(m,4H), &7.321 ~ 7.218(m,7H), 67.166 ~
7.145(d, J = 6. 4Hz, 1H), §6.989 ~ 6.961(d, J] = 8.4Hz,2H), §6.891 ~ 6.862(d, J =
8.6Hz, 1H), 66.682 ~ 6.654(d, ] = 8.4Hz,2H), 66.585 ~ 6.546(t, J = 5. 7Hz, IH),

7\
.
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§5.682 ~ 5.591(dd, J = 10. 3Hz, J = 10. 3Hz, 1H),5. 423 ~ 5. 371 (d, J = 15. 4Hz, 11),
§5.277 ~ 5.247(t, J = 3.6Hz, 1H), §5.171 ~ 5.133(d, J = 11.4Hz,2H), 84.883 ~
4.835(dd, J = 3.9Hz, J = 3.9Hz, 1H), 84.504 ~ 4.432(dd, ] = 6.8Hz, J] = 6. 8lz, 1H),
§ 4. 218 ~ 4. 105 (m, 2H) , 8 4. 045 (s, 3H) § 3. 573 ~ 3. 516 (dd, J = 3. 1Hz, ] = 3. 1Hz, 11),
§3.492 ~ 3.464(d, J = 8. 5Hz,2H) 8 3.420 ~ 3.309(m, 3H) 8 3.223 ~ 3.172(dd, ] =
3.8Hz, J = 3. 8Hz, 1H)

[0627]  2- JiNFE —6- (4 I NI ) -8~ [3- (6 MMk —4- Fhnibme —3- 2 ) “FIE ] 4,7-
FAONENLETE (2, 1-c][1,2,4] =B -1- F IR T B

[0628]
o

OxNH 2 N
184

[ \©\
OH

[0629] 'H NMR(CDCl,) : 88.30(s,1H), §7.390 ~ 7.314(m,3H), 87.250 ~ 7.213(m,
11H), 8 7.129(s,2H), 6 7.078 ~17.059(d, J = 5. 6Hz, 3H) , § 6. 933 ~6.905(d, ] = 8. 5Hz,
3H), 86.741 ~ 6.711(d, ] = 8.9Hz, 2H), 8 6. 620 ~ 6.592(d, J = 8. 4Hz,3H), 8 6.516 ~
6. 476 (t, ] = 6. OHz, 1H), 8 5. 581 (m, 1H), 8 5. 492 ~ 5. 442(d, ] = 15. 5Hz, 2H) , 8 5. 520 ~
5.186 (m, 1H), 85.126 ~5.039(t, J = 16.9Hz,3H), &4.745 ~ 4.698(dd, J = 3.5Hz, J
= 3.5Hz, 1H), 84.461 ~ 4.390(dd, J = 6.6Hz, J] = 6.6Hz, 1H), 4. 159 ~ 4.092(dd, J
= 5.4Hz, ] = 5. 4Hz, 1H), 64.002 ~ 3.950(d, ] = 15. 5Hz, 1H) 8 3. 840 ~ 3. 808 (m, 3H)
6 3.546 ~ 3. 489 (m, TH) & 3.460 ~ 3.418(t, J = 6. 2Hz,6H) & 3. 365 ~ 3. 134 (m, 10H)
[0630]  2- ML —8-(3" - &AE FBLAEICR —3- 2L 3k ) -6- (4- FR2E WAk ) -4, 7- —5R
FONEMEETF [2,1-c] [1,2,4] =W —1- K F B

[0631]
Os_NH O
\/\N,N\‘/\N O NH,
N o 0

OH

[0632] 'H NMR(CDC1,) : 8 8.043 ~ 8.018(d, J = 7. 6Hz, 1H), §7.802(s, 1H), 6 7.737 ~
7.711(d, J = 78Hz,1H), 87.621 ~ 7.536 (m,2H), &7.492 ~ 7.345(m,4H), & 7. 260 (s,
TH), 67.142 ~7.118(d,J = 7. 1Hz,2H), 6 7. 075 (s, IH) , 6 6.921 ~ 6.893(d, J = 8. 4Hz,
2H), 6 6.651 ~6.611(t,J = 6.0Hz,1H), 6 6.450 ~ 6.422(d, ] = 8. 4Hz, 2H), 6 6. 257 (s,
1H), 65.819 ~ 5.765(d, J = 16. 1Hz,2H), 6 5.697 ~ 5.638 (m, 1H), 65.251 ~ 5. 201 (m,
3H), 65.050(s,1H), 64.398 ~ 4.170(dd” dd, J = 6.6Hz, J = 6.6Hz, J] = 5.9Hz, J =
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5.9Hz,2H), 63.929 ~ 3.875(d, J = 16. 1Hz, 1H), & 3.647 ~ 3. 381 (m, 8H)
[0633]  6-[2- M N2k —1- "FIE 23 LSS —6- (4- Fdkwdt ) —4, 7- —5UAC AL It [2,
1=c][1,2,4] =W -8~ FLH3L ] e —2- FIR 4B

[0634]
i
ngVCUA

OH
[0635] 'H NMR(CDCl,) : 88.030 ~ 8.005(d, J = 7. 1Hz,1H), §7.842 ~ 7.791(t, J =
7.THz, I1H), 67.393 ~ 7.237(m,8H), 67.013 ~ 6.986(d, ] = 8.4Hz,2H), 6.744 ~
6.705(t, ] = 5.9Hz, 1H), 6 6.652 ~ 6.624(d, ] = 8. 4lz, 2H), § 6. 096 (s, 1H), § 5. 705 ~
5.539 (m, 2H) , 65.350 ~ 5.312(t, J = 5.6Hz, 1H), 65.209 ~ 5.152(m,2H), & 4.890 ~
4.720(dd, J = 15. 4Hz, J = 15. 4Hz, 2H), 4. 472 ~ 4. 307 (m,4H) , § 3.900 ~ 3. 825 (t, J
= 11.4Hz, 1H), 6 3.617 ~ 3. 300 (m, 7TH), 6 2. 171(s,2H), 6 1. 424 ~ 1. 377 (t, ] = 3. 3Hz,
3H)
[0636]  2—Jfi ATk —8— (5— 2 2k I MEZENLRE —3— FE I ) —6- (4- FRIL Ik ) -4, 7- % AN
SMEEIF (2, 1-c][1,2,4] =W —1- R PRz
[0637]

e N X NH

N
o) z

Q.

[0638] 'H NMR(CDCl,) : 88.977 (s, 1H), 68.634(s,1H), 67.623(s,1H), 67.419 ~
7.304 (m,4H), 87.262(s,2H), 67.216 ~ 7.193(d, ] = 7. 0Hz, 2H) , 5 6. 884 ~ 6. 856 (d, J
= 8.4Hz, 2H), §6.695 ~ 6.667(d, ] = 8. 4Hz,2H), §6.619 ~ 6.578(t, ] = 6. 0Hz, 1H),
6. 406 (s, 1H), 85.775 ~ 5.720(d, J = 16. 4Hz, 1H), §5.709 ~ 5. 596 (m, 1H), &5. 240 ~
5. 185 (m, 3H) , 4. 808 ~ 4. 764 (dd, J = 6. 8Hz, ] = 6. 8Hz, 1H), §4.421 ~ 4. 155(dd” dd, J
= 5.8Hz, ] = 5.8Hz, ] = 5.8Hz, ] = 5.8Hz,2H), &3.899 ~ 3.845(d, J = 16. 3Hz, 1H),
6 3.504 ~ 3.283(m, 7TH) 8 3. 232 ~ 3.183(dd, J = 3. 0Hz, ] = 3. 0Hz, 1H) ,

[0639]  2-Jf A%k —6- (4- FRIkdE ) 8- (3- AL AL AR BLAE 2k ) —4, T- AU A
eIt [2, 1-c] [1,2,4] =W —1— FFRA FBLiL

[0640]
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o
—{

z
O

\/\N,N N/\@)‘\H/O\

(0] \@\
OH

[0641] 'H NMR(CDCl,) : 68.845 ~ 8.819(d, J = 7.6Hz, 1H), 67.504 ~ 7. 208 (m,5H),
§7.261 ~ 7.233(m,4H) , 66.925 ~ 6.897(d, J = 8.4Hz,3H), 66.777 ~6.749(d, J =
8. 4Hz,2H), 66.636 ~ 6.595(t, J = 6. IHz, 1H), 85.849 ~ 5.794(d, J = 16. 6Hz, 1H),
§5.697 ~ 5. 584 (m, IH) , 85. 226 (s, 1H), 65.190 ~ 5. 172(d, ] = 5. 6Hz, 2H) , 6 4. 647 ~
4.603(dd, J = 2. THz, ] = 2. THz, 1H), 6 4.507 ~ 4. 124(dd’ dd, ] = 6. 9Hz, ] = 6. 9Hz, J
= 6.9Hz, ] = 6. 9Hz, 2H) , 3. 789 (s, 3H) , 6 3. 680 ~ 3.243(dd’ dd, J = 2. 9Hz, ] = 2. 9Hz,
J = 2.9Hz, ] = 2.9Hz,2H), 8 3.547 (s, 1H), 8 3.503 ~ 3. 404 (m, 5H)

[0642]  2-JATAZE —6- (- FRAEEFE) 8- (3- AR FE ) -4, T- “H A A%
I [2,1-c][1,2,4] =M —1- I PELZ

[0643]

O NH o

\/\N,N N u,OH
N (o]

T QL
OH

[0644]  'H NMR(CDCl,) : 6 7.714(s,1H), 6 7.365 ~ 7.318(t,J = 6. THz, 3H) , & 7. 260 (m,
10H), 86.910 ~ 6. 778 (m,4H) , 6. 708(s, 1H), §6.543 (s, 1H), §5.847 ~5.792(d, J =
16. 6Hz, 1H), 85.701 ~5.579(m, 1H), 85.213 ~5.174(d, J = 11. THz,4H), §4.846 ~
4.814(d, J = 8. 2Hz, 1), 84.436 ~ 4. 147(dd, J = 12.5Hz, J = 12. 5Hz,2H), § 3. 771 ~
3.713(d, J = 17. 5Hz, 2H) , 6 3. 645 ~ 3.210(dd, ] = 16.5Hz, ] = 16. 5Hz,4H), 8 3. 484 ~
3. 216 (m, 7H)

[0645] 2 M N2k —6- (4- FRILR3L ) -8-[3- (2- FRAE LAEAE WAL ) F2k 14, 7- =5
FONEREE T [2, 1-c] [1,2,4] =W —1- B L

[0646]

O\©\
OH

[0647] 'H NMR(CDCI,) : 67.883 ~ 7.868(d, J = 8.5Hz,1H), §7.465 ~ 7.269 (m,
6H), 67.225(s,4H), 67.176 ~ 7.152(d, J = 8.5Hz,2H), &7.049(s,1H), 66.660 ~
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6.502(dd, J = 2. THz, J = 2. THz,4H), §5.704 ~ 5.570 (m, 1H), 85.503 ~ 5.451(d, J =
6. 1Hz, 1H), 65.262(s, 1H), 85.221 ~5.089(dd, J = 2. THz, ] = 2. THz,2H), 8 4.817 ~
4.772(dd, ] = 2. THz, J = 2. THz, 1), 8 4. 376 ~ 4.199(dd’ dd, J = 6. 9Hz, ] = 6. 9Hz, ]
= 6.9Hz, ] = 6.9Hz,2H), §4.159(s, 1H), §3.816 ~ 3. 178 (m, 13H)

[0648]  2-Jfi A% —8- (3— WAL HE ) —6- (4- FRILR L) —4, T- ZHAUNAMLERE It [2, 1]
[1,2,4] =& -1- FRIK T B

[0649]
Oy NH

\/\N,N N/\©/CN
N\/&O

RSN
OH

[0650] 'H NMR(CDCL,) : 6 7.603 ~ 7.568 (m, 1H), &7.436(s,1H), 67.376 ~ 7.352(d,
J = 8.4Hz,2H), 87.326 ~ 7.303(d, J = 6.8Hz,1H), 87.260(s,3H), 87.237(s,1H),
§6.991 ~ 6.963(d, J = 10. 3Hz,2H), 86.712~ 6.684(d, J = 17. 1Hz,2H), §5.659 ~
5.637 (m, 1H), §5.332 ~ 5.280(m,2H),5.211 ~ 5.177(d, J] = 15. 1Hz, 1H), 65.116 ~
5.059(d, J = 5.4Hz, 1H), 64.784 ~ 4.734(d, ] = 5.9Hz, 1H), &4.486 ~ 4.382(dd, J
= 7.1Hz, ] = 7. 1Hz,2H), 84.158 ~ 4.086(dd, J = 6. 6Hz, J = 6. 6Hz, 1H), §3.534 ~
3.334(m, 7H) , 83.226 ~ 3.174(dd, J = 3.9Hz, ] = 3. 9Hz, 1H)

[0651]  6-[2- K N2k —1- "R a5 23 LSS —6- (4- FRdkdt ) —4, 7- —4UAC AL It [2,
1=c][1,2,4] =Wz -8~ FLFIL ] mthe -2- FiR

[0652]

[0653] 'H NMR(CDCl,) : 88.065 ~ 8.041(d, J = 7.4Hz,1H), §7.973 ~ 7.922(t, J =
7.8Hz,1H), §7.415 ~ 7.389(d, J = 7.6Hz,1H), 67.344 ~ 7.201 (m,5H), §6.940 ~
6.912(d, J = 8.4Hz,2H), 66.657 ~ 6.629(d, ] = 8. 4Hz,2H), 85.853 ~ 5.762(m, LH),
§5.466 ~ 5.418(dd, J = 3.8Hz, ] = 3.8Hz,1H), §5.253 ~ 5.102(m,3H), &4.921 ~
4.619(dd, J = 15.8Hz, ] = 15. 8Hz,2H) ,4. 317 (s,2H), § 4. 129 ~ 4.057(dd, ] = 7. 2Hz, ]
= 7.2Hz, 1H), 63.995 ~ 3.919(t, J = 11.5Hz, I1H), 8§ 3.679 ~ 3.552(m, 3H), &3.391 ~
3. 223 (m, 7TH)

[0654]  (6S,9aS) —6-(4- FRIE R IE) —2— M PN 3 -N- 3k —8— ((6— &5 e 2Lt g —2-3%)
L) -4, T- Z8ASE —2H- bR [2, 1] [1,2,4] =Mk -1 (6H) - FBE

[0655]

130



CN 101896485 A WO B 116/176 T1

[0656] 'H NMR(CDCI,) : 68.190 ~ 8.165(d, J] = 7.5Hz, 1H),8. 055 (m, 1H),7. 900 ~
7.849(t, ] = 7.5Hz, IH), 7. 472 ~ 7.447(d, J = 7. 5Hz, 1H) , 7. 397 ~ 7. 372(d, J = 7. 5Hz,
1H),7. 335 ~ 7.311(d, 7. 5Hz, 1H) , 7. 271 ~ 7. 247 (m, 4H) , 6. 636 ~ 6. 596 (t, J = 6. OHz,
1H) ,6. 575 ~ 6.547(d, J = 8. 4Hz,2H),6. 477 ~ 6.449(d, J = 8. 4Hz, 2H) , 5. 897 (m, 1H) ,
5.724 ~ 5.666 (m, 1H) ,5. 264 ~ 5. 145 (m, 4H) , 4. 973 ~ 4. 926 (dd, J = 3.6, 10. 5Hz, 1H),
4.46 ~ 4.39(dd, ] = 6. 0Hz, 1H) ,4. 34 ~ 4. 27 (dd, ] = 6. OHz, 1H) ,4. 030 ~ 4.021(d, ] =
3. 6Hz, 1H) , 3. 996 ~ 3. 928 (m, 1H) , 3. 778 ~ 3. 705 (t, J = 11. 1Hz, 1H), 3. 705 ~ 3. 383 (m,
5H), 3. 302 ~ 3.238(dd, J = 5.4, 13. 5Hz, 1H)

[0657]  (6S,9aS) -8~ (3-(6- GMLME —3- 2k ) ¥ ) -6-(4- FREEFIHE ) -2- I INEE -N-F
3k -4, T- ZEAONE 2= WS [2, 1-c] [1,2,4] =Wz -1 (6H) - FBELIL

[0658]

[0659] 'H NMR(CDCL,) : 68.632 ~ 8.624(d, J = 2.4Hz,1H),7.888 ~ 7.852(dd, J] =
2.4,8. 11z, 1H), 7. 461 ~ 7.252(m, 12H),7. 10 (s, 1H) ,6. 956 ~ 6.928(d, J = 8. 4Hz, 2H),
6. 607 ~ 6.579 (m, 3H) ,5. 671 ~ 5. 580 (m, 1H) , 5. 288 ~ 5. 256 (¢, ] = 5. 4Hz, 1H) , 5. 188 ~
5.024 (m, 4H) , 4. 474 ~ 4. 403 (dd, ] = 6. 3, 14. THz, 1H) , 4. 353 ~ 4. 302 (d, J = 15. 3Hz, 1H),
4.251 ~4.202(dd, J = 6. 3, 14. THz, 1H) , 3. 530 ~ 3. 217 (m, 8H)

[0660]  (6S,9aS) -8~ (3 ~ Ik —4- U FEE ) -6-(4- FREETFIE ) -2- M N2 N- "3k 4,
T- ZEAONE 20 MEEIE [2,1-c] [1,2,4] =B -1 (6H) - FBEHL

[0661]

H
©\/N Y
\,/\N,N N/\C[CN
N (o] F

OH

[0662] 'H NMR(CDCI,) : 67.465 ~ 7.146(m,13H),6.960 ~ 6.938(d, J = 6. 6Hz, 2H),
6. 725 ~ 6. 668 (m, 4H) , 6. 371 ~ 6. 338 (m, 1H) , 4. 786 ~ 4. 736 (d, ] = 1. 5Hz, 1H) , 4. 437 ~
4. 341 (m, 3H) , 3. 554 ~ 3. 299 (m, 8H) , 3. 232 ~ 3. 167 (tt, J = 3.9, 8. 1Hz, 1H)
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[0663]  (6S,9aS)-8—(3—(1H- PUM: —5- 3L ) FFIL ) -6- (- FE K ) -2- G N FE -N-F
e —4, T HARNE —2H- MR IE [2, 1-c][1,2,4] =8 1 (6H) - FEL%

[0664]
©\/H
N _O N'N\
S N I N
\/\ - N N
N O

(e} :\O\
OH

[0665] 'H NMR(CDCl,) : 8§ 7.953 ~ 7.927(d, J = 7.8Hz,1H),7.890 (m, 1H),7. 502 ~
7.451(t,J=7.8Hz, 1), 7. 321 ~ 7. 183 (m, 6H) , 6. 890 ~ 6. 862 (d, ] = 7. 8Hz, 2H) , 6. 569 ~
6. 541 (d, J = 7. 8Hz, 2H) , 5. 797 ~ 5. 663 (m, 1H) , 5. 315 ~ 5. 266 (dd, J = 3. 9, 10. 8Hz, 1H),
5.228 ~ 5.194(t, ] = 4. 8Hz, 1H) ,5. 035 ~ 4. 964 (m, 2H) , 4. 808 ~ 4. 759 (d, J = 14. THz,
1H) ;4. 604 ~ 4. 554 (d, J = 14. THz, 1H) , 4. 270 (m, 2H) , 3. 720 ~ 3. 644 (t, ] = 11. 4Hz, 1H)
3.560 ~ 3.504 (m, 3H) , 3. 344 ~ 3. 209 (m, 4H)

[0666]  (6S,9a8) -8~ (3-(2- I S JE ML e —3- &) F ) -6-(U-FR R FH)2- &N
B N-RHE 4, T- AN 20 IEEEIF (2, 1-c] [1,2,4] =WE -1 (61) - FHLH%

[0667]

Oy NH
Y |
\/\N-N\(\N N
0

Z

=z
Ny

N (0] OMe

.,

[0668] 'H NMR(CDCl,) : 68.180 ~ 8.157(dd, J = 1.8,5. 1Hz, 2H), 7. 626 ~ 7.595 (dd,
J = 1.8,5. 1Hz,2H) , 7. 514 ~ 7. 141 (m, L3H),7. 001 ~ 7. 960 (m, 3H)m,6. 711 ~ 6.671(t,
J = 6.0Hz, 1H),6.598 ~ 6.570 (m,2H),6. 481 (m, 1H) ,5.676 ~ 5.519(m, 1) ,5. 424 ~
5.375(dd, J = 4.2,10.5Hz, 1H),5.336 ~ 5.299(t, J = 5. 7Hz, 1H),5. 110 ~ 5.074(d,
J = 10.5Hz, 1H) ,4. 980 ~ 4.915 (m, 2H) , 4. 469 ~ 4. 286 (m, 4H) , 3. 947 (s, 3H) , 3. 470 ~
3. 246 (m, 9H)

[0669]  (6S,9aS) ~6- (4- FRIEFI ) —2- M N2k —8-((3- @HEEATF [d] AVEME —5- 3L ) H
B ) -N= TR 4, T- ZRAUNE 20 BRI [2, 1] [1,2,4] =& -1 (6H) - T HH%

[0670]
(o] NH
NH,
Q§b/A\N/N\T/’\N/”\T:::]:T£N
N\/go d

OH

132



CN 101896485 A WO B 118/176 T1

[0671] 'H NMR(CDCI,) : 8 7.442 ~ 7.225(m,9H),6.827 ~ 6.800(d, J = 8. 1Hz,2H),
6. 777 ~ 6.739(t, J = 8. 1Hz, 1H), 6. 608 ~ 6.580 (d, J = 8. 1Hz,2H), 5. 733 ~ 5. 568 (m,
1H) , 5. 228 ~ 5. 019 (m, 5H) , 4. 432 ~ 4. 251 (m, 3H) , 4. 159 ~ 4. 088(dd, J = 7.2, 14. 4Hz,
1H) ,3. 582 ~ 3. 272 (m, 9H)

[0672]  (6S,9aS) —8—(3— (N-Boc— JFFEIRIAL )) F3E ) -6-(4- FREETEE ) 2- & -N-7F
B -4, 7- THEARANE 20 RS [2, 1-c] [1,2,4] =8 -1 (6H) - P

[0673]

[06741  'H NMR(CDCl,) : 8 9.446 (s, 1H),7.910 (m, 1H) , 7. 492 ~ 7. 245(m,5H),7. 010 (s,
1H) , 6. 708 ~ 6.624 (m, 3H) ,6.589 ~ 6.528(t, J = 6. 3MHz, 1H),5. 734 ~ 5.578(m, 2H),
5. 236 ~ 5. 127 (m, 3H) , 4. 830 ~ 4. 799 (d, J = 6. 3Hz, 1), 4. 531 ~ 4. 457 (g, J = 7. 2Hz,
1H) ;4. 143 ~ 4. 081 (dd, J = 3.9, 14. 4Hz, 1H) , 3. 820 ~ 3. 767 (d, J = 15. 9Hz, 1H) , 3. 585 ~
3. 299 (m, 7H) , 1. 384 (s, 9H)

[0675]  (6S,9aS) -8~ (3— (WRME —1-Jk ) "Nk ) -6- (4-FRILTREE) -2- SN2 -N=-"R3k 4,
7= ZEAONE 20 HE I [2,1-c] [1,2,4] = —1 (6H) - FBER

[0676]
QL

CngH o
. -N
ppesacas
° L
OH

[0677] 'H NMR(CDCI,) : 6 7.407 ~ 7.178(m, 10H),6. 949 ~ 6.921(d, J = 8. 4Hz, 2H),
6.854 (m, 1H),6. 680 ~ 6.633(m,3H),5.669 ~ 5.578(m, 1H),5.298 ~ 5.050(m,4H),
4.705 ~ 4. 580 (m, 2H) , 4. 440 ~ 4. 369 (dd, ] = 6. 3, 15. 3Hz, 1H) ,4. 350 ~ 4.280(dd, ] =
6.3,15. 3Hz, 1H) ,3. 749 ~ 3.360(m,2H),3.500 ~ 3.169(m, 10H),1.778(m, 3H), 1. 669 (m,
4H) , 1. 492 (m, 2H)
[0678]  (6S,9aS) —8— (3 (MEMEHE —1- FR3E ) FIL ) -6-(4- FEFER ) 2- N ZE N-F
F -4, 7- ZEARINE -2H- mEMEFF (2, 1-c][1,2,4] =M -1 (6H) - FIlERZ
[0679]
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[0680] 'H NMR(CDCI,) :87.389 ~ 7.195(m,12H),6.920 ~ 6.892(d, J = 8. 4Hz, 2H),
6. 663 ~ 6.635(d, ] = 8.4Hz,2H),5.635 ~ 5.579 (m, LH),5. 271 ~ 5. 240 (t, J = 4. 8Hz,
1H),5. 175 ~ 5. 058 (m, 3H) , 4. 842 ~ 4.792(d, J = 1.5Hz, 1H),4. 466 ~ 4.272(m,3H),
3.675 ~ 3.632(t, ] = 6.3Hz,2H),3.506 ~ 3.168(m, 11H), 1. 928 (m, 2H) , 1. 846 (m, 2H) ,
1. 669 (m, 4H)

[0681]  (6S,9aS) -8—(3—(2— FRMEAE —3- %5 ) ¥ ) -6-(4- BEFE ) 2-HmNE N-F
5 -4, 7T ZEAONE 2H- bR [2, 1] [1,2,4] =M —1 (6H) - F %

[0682]
Os_NH =
|
\/\N,N N N
mo F

o=\©\
OH

[0683]  'H NMR(CDCL,) : 88.201 ~ 8.185(d, J = 4.8Hz,1H),7.909 ~ 7.845(m, 1H),
7.512 ~ 7.223(m, 10H) ,6. 983 ~ 6. 955(d, J = 8. 4Hz,2H),6. 742 ~ 6. 702(t, ] = 6. OHz,
1H),6.634 ~ 6.606(d, ] = 8.4Hz,2H),5.666 ~ 5.419(m,2H),5. 351 ~ 5.315(t, ] =
4. 8Hz, 1H) , 5. 127 ~5. 092 (d, J = 10. 5Hz, 1H) , 4. 999 ~ 4. 946 (d, J = 10. 5Hz, 1H) , 4. 463 ~
4. 291 (m, 3H) , 3. 490 ~ 3. 278 (m, 7H)

[0684]  (9aS) 8- (2- (1H- DMk —1- 3% ) “FIE ) —6- (4- FRIEWIE ) -2 I A EE N- 7R3 4,
T- ZEANE 20 I [2, 1-c] [1,2,4] =8 -1 (6H) - W

[0685]

OH
[0686] 'H NMR(CDCl,) : 6 7.623 ~7.573(t,]J=7.5Hz, 1H),7.518 ~7.470(t,] =7. 5Hz,
1H),7.392 ~ 7.230(m, 7TH),6. 930 ~ 6.902(d, J = 8.4Hz,2H),6.779 ~ 6.739(t, ] =
6. OHz, 1H) ,6. 676 ~ 6. 658 (d, J = 8. 4Hz, 2H) , 5. 659 ~ 5. 602 (m, 1H) , 5. 407 ~ 5. 359 (dd,
J = 6.3,10.5Hz, 1H) , 5. 237 ~ 5. 113 (m, 3H) , 4. 694 ~ 4. 641 (d, ] = 15. 9Hz, 1H) , 4. 397 ~
4. 293 (m, 3H) , 3. 552 ~ 3. 155 (m, 7H)
[0687]  (6S,9aS) 8- (3-( FHEZI FBLEE ) NIk ) -6-(4- T ) 2- MINEE -N-F
3k -4, T- ZEAUNE 20 WS [2, 1-c] [1,2,4] =Wz 1 (6H) - FBELIL
[0688]
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[0689] 'H NMR(CDCI,) :87.830 ~ 7.805(d, J] = 7.5Hz,1H),7.760 ~ 7.714 (m, 1H),
7.447 ~ 7.014 (m, 12H) , 6. 847 ~ 6.817(dd, J = 2.7,6. 3Hz, 2H) ,6. 629 ~ 6. 601 (m, 2H) ,
6.553 ~ 6.512(t, ] = 6. 0Hz, 1H) ,5. 700 ~ 5. 582 (m, 1H) , 5. 534 ~ 5.480(d, ] = 16. 2Hz,
1H) , 5. 205 ~ 5. 024 (m, 4H) , 4. 279 ~ 4.212(dd, J = 4.5, 16. 3Hz, 1H) ,4. 070 ~ 3. 879 (m,
3H) , 3. 636 ~ 3. 311 (m, TH)

[0690]  (6S,9aS) —8—(3—(2— %A -1, 2- Z&MERE -3- 3% ) T ) -6-U-RHEFE) 2- 44
L -N= 83 4, T- ZHEARNE —20- LB (2, 1] [1,2,4] =#: ~1 (6H) ~ L%

[0691]

OYNH /\@/@

N,N N NH
LU 8

" L
OH

[0692] 'H NMR(CDCl,) : 8 7.620 ~ 7.555(m,2H),7. 504 (m, 1H),7.390 ~ 7. 166 (m,6H),
6. 905 ~ 6.878(d, J] = 8. 1Hz, 2H) ,6. 698 ~ 6. 659 (t, ] = 6. OHz, 1H) ,6. 599 ~ 6.571(d, J
= 8. 1Hz, 2H) , 6. 334 ~ 6. 289 (t, ] = 6. OHz, 1H) , 5. 667 ~ 5. 533 (m, 1H) , 5. 295 ~ 5. 024 (m,
4H),4.828 ~ 4.779(d, J] = 14.THz, 1H),4.486 ~ 4.437(d, ] = 14. THz, 1H) ,4. 332 ~
4. 290 (t, J = 6. 3Hz, 2H)

[0693]  2-JATAZE —6— (4- FRFEFIE ) -8 (6— FH L2 2L ML NLnE —2- 3L ) -4, 7- 4K
KNG I [2, 1-c][1,2,4] =& -1- IR LI

[0694]
©\/ 0 o)
n~py-N Ny ~
YNy N
H(N 0 A

0

§

ZI

z

OH

[0695] 'H NMR(CDCI,) : 68.205 ~ 8.180(d, J = 7.7Hz,11),7.892 ~ 7.840(t, J =
7.8Hz,1H),7.469 ~ 7. 271 (m, 7TH) , 6. 646 ~ 6.604(t, J = 6. 1Hz, 1H) ,6. 481 ~ 6. 453 (d,
J = 8.5Hz, 2H),6. 381 ~ 6.352(d, J = 8.5Hz,2H),5.813 ~ 5.701(td, J = 10.2Hz, J =
6. 5Hz, 1H) , 5. 679 ~ 5. 119 (m, 4H) , 4. 961 ~ 4. 914 (dd, J = 3. THz, ] = 10. 6Hz, 1H) , 4. 498 ~
4.317(qd, J = 15. 0Hz, J = 6. 2Hz,2H) ,4. 167 ~ 4. 117(dd, J = 3. 7THz, J = 11. 1Hz, 1H),
3.927 ~ 3.222(m, 9H) , 2. 983 ~ 2. 966 (d, J = 4. 3Hz, 3H)

[0696]  2- Jfi N HE -6 (4- FRAEWIL ) -8 (3— AL ZAE FBLAL W45 ) -4, 7- 4 AU NS EE
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ij [27 l_C] [1’274] EH% -1- Eﬁ@f?%‘;ﬁ@;ﬁﬂﬁ
[0697]

OYNH 0

§§/\NNT/\NAW::TJ\N/
SrNeAo H
(0] —\Q
OH

[0698] 'H NMR(CDCl,) :87.796 ~ 7.770(d, J = 7.6Hz,1H),7. 444 ~ 7.221 (m,9H),
6.911 (s, 1H),6. 827 ~6.799 (d, ] = 8. 5Hz, 2H) , 6. 648 ~ 6. 620 (d, ] = 8. 5Hz, 2H) , 5. 813 ~
5.701(td, J = 11.0Hz, J = 6. 3Hz, 1H),5.623 ~ 5.569(d, ] = 16. 1Hz, 1H) ,5. 246 ~
5.191 (m, 4H) , 5. 050 ~ 5. 006 (dd, J = 3.0Hz, J] = 10. 3Hz, 1H) , 4. 461 ~ 4. 236 (qd, ] =
15. 1Hz, J = 6. 5Hz, 2H) , 3. 938 ~ 3. 884 (d, ] = 16. 1Hz, 1H) , 3. 686 ~ 3. 314 (m, 8H) , 2. 949 ~
2.934(d, ] = 4. THz, 3H)

[0699]  2- J&NZE —8—[3-(2,5— &Mk —1- BiAEE ) W3k 1-6-(4- R WH ) -4, 7- =5
RANEMEIH [2, 1-c] [1,2,4] =W —1- IR Pl

[0700]
L

Oy NH o)

g
MESACRD
(0]

\CLOH
[0701]  'H NMR(CDCl,) :87.421 ~ 7.193(m, 11H),6.909 ~ 6.881(d, J = 8. 4Hz, 2H),
6. 652 ~ 6. 624 (d, J = 8. 5Hz, 2H) , 6. 624 ~ 6.582(t, J = 6. 1Hz, 1H),5. 623 ~ 5. 836 (dd,
J = 2.0Hz, ] = 4.4Hz,1H),5. 673 ~ 5.645 (m, 2H) ,5. 254 ~ 5.222(t, J = 4. 8Hz, 1),
5. 168 ~ 5. 035 (m, 3H) , 4. 898 ~ 4. 848 (d, ] = 15. 1Hz, 1H) , 4. 455 ~ 4. 053 (m, TH) , 3. 492 ~
3. 150 (m, 8H)
[0702]  2-Jfi A%k —8— (3— — LA FBLAE N 2L ) —6- (4- FRIE N ) -4, 7- ZEATUNENL
eIt [2, 1-c] [1,2,4] =Wz —1- R P B
[0703]

[0704] 'H NMR(CDCI,) : &6 7.402 ~ 7.235(m,9H),7.168(s,1H),6.931 ~ 6.914(d, J
= 8.4Hz, 2H),6. 658 ~ 6.642(d, J = 8.4Hz,2H),5.698 ~ 5.589(td, J = 16.6Hz, ] =
6. 2Hz, 1H) , 5. 278 ~ 5. 259(t, J = 4. 8Hz, IH) ,5. 180 ~ 5. 078 (m, 3H) , 4. 806 ~ 4. 777 (d,
J = 15.0Hz, 1H) ,4. 510 ~ 4.480(d, J = 15. 0Hz, 1H) ,4. 418 ~ 4. 282 (qd, J = 15. 0Hz, J
= 2. THz,2H), 3. 530 ~ 3. 300 (m, 7H) , 3. 204 ~ 3.173(dd, J = 3.8Hz, J = 11. 7THz, 1H),
3. 123 (s, 3H),2. 923 (s, 3H)

[0705]  3-[2-J AL —1- "FAE AL T ELAL —6- (4- Fedk Wk ) -4, 7- ZSAUNEMEITF (2,
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1-c][1,2,4] =Mz -8 FEHZHL 1-2- igFE X IR F 5
[0706]

z

N N/\©)k0/
Ny

OH

[0707]  'H NMR(CDCL,) : 6 7. 961 ~7.945(d, J =7. 6Hz, 1H) , 7. 584 ~ 7. 552 (t, ] = 7. 8Hz,
1H),7.480 ~ 7.465(d, J] = 7.6Hz, 1H),7.386 ~ 7.238(m,6H),6.986 ~ 6.969(d, ] =
8. 3Hz, 2H) ,6. 738 ~ 6. 714 (t, ] = 5. 9Hz, 1H) , 6. 665 ~ 6. 648 (d, J] = 8. 3Hz, 2H) , 5. 673 ~
5.618(td, J = 10. 2Hz, J = 4. OHz, IH) ,5. 430 ~ 5. 401 (dd, J = 3. 8Hz, J = 10. 8Hz, LH) ,
5.332 ~5.312(t, ] = 5. 2Hz, 1H) ,5. 223 ~ 5. 149(d, J = 10. 3Hz, 1H) ,5. 183 ~ 5. 149(d,
J = 17. Hz, 1H) , 4. 826 ~ 4. 795 (d, ] = 15. THz, 1H) , 4. 442 ~ 4. 306 (m, 3H) , 3. 900 (s, 3H) ,
3.583 ~ 3. 474 (m, 4H) , 3. 403 ~ 3. 314 (m, 3H) , 3. 191 ~ 3. 159(dd, ] = 3. 9Hz, ] = 11. THz,
1H)

[0708]  2- 4% N2 —8—(1— 2 2% L 2% A 25 —1H- < JF ke —4- L AL ) -6-(4- Jo 26 %
5 ) -4, 7- ZEARNEMETE [2, 1-c] [1,2,4] =W -1- PR Pl

[0709]

[0710] 'H NMR(CDCl,) : 87.610(s, 1H),7.321 ~ 7.220(m,5H),7. 132 ~ 7.117(d, ] =
7.4Hz,2H),6. 878 (s, 1H) , 6. 685 ~ 6. 662 (t, ] = 5. 6Hz, 1H) , 6. 635 ~ 6.619(d, ] = 7. 9Hz,
2H),6. 328 ~ 6.313(d, J = 7. 9Hz, 2H) , 6. 223 (s, 1H) , 5. 698 ~ 5.619(td, ] = 16. THz, J
= 6. 3Hz, 1H),5. 391 ~ 5.363(d, J = 14. 2Hz, 1), 5. 211 ~ 5. 154 (m, 3H) , 4. 543 (s, 2H) ,
4.455 ~ 4.427(d, ] = 14. 3Hz, 1) ,4. 262 ~ 4.153(qd, J = 15.3Hz, ] = 6. lHz,2H),
3.912 ~ 3.894(d, ] = 9. OHz, 1H) ,6. 635 ~ 6. 619 (t, J = 11. OHz, 1H) , 3. 486 ~ 3. 345 (m,
4H), 3. 201 ~ 3. 345(dd, J = 5. 3Hz, J = 13. 3Hz, 1H)

[0711] 2= I 8- (3- ZIE I BLAE —2- AL TF3E ) —6- (4- Ak ) -4, T- Z5fUNER
MEREIE (2, 1=c][1,2,4] = —1- FERA T B

[0712]

g8
N0 NO, O
\/\N,N N/\@/kNHZ
N [¢]

o] i\[:::l\
OH

[0713]  'H NMR(CDCl,) : 8 7. 655 ~ 7.565 (m,2H),7. 348 ~ 7.565(m,6H),6.939 ~
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6.911(d, J] = 8.5Hz,2H),6.691 ~ 6.663(d, ] = 8.5Hz,2H),5.861 ~ 5.726(td, J] =
16. 8Hz, ] = 6. 4Hz, 1H) , 5. 436 ~ 5. 388 (dd, ] = 3. THz, J = 10. THz, 1H) , 5. 225 ~ 4. 976 (m,
4H) , 4. 342 ~ 4. 289 (m, 3H) , 3. 767 ~ 3.692(t, ] = 11. 5Hz, 1H)

[0714]  {4-[2- BN ZE —1- FREEFWER -6 (4- FFRIEFTE) -4, 7- 48 A\ &tz I
[2,1-c][1,2,4] =Mz -8-FLFIZE ] 3L | whiR

[0715]
A PN -N N le)
CLOU ks,

OH

[0716] 'H NMR(DMSO-D6) : & 8. 176 (s, 3H),7.805 ~ 7.769(t, J = 5. 6Hz, IH),7. 362 ~
7.189 (m, TH) , 7. 031 ~ 7. 005 (d, ] = 7. 5Hz, 2H) , 6. 829 ~ 6. 801 (d, ] = 8. 2Hz, 2H) , 6. 551 ~
6. 525 (d, ] = 8. 2Hz, 2H) , 5. 887 ~ 5. 751 (m, LH) , 5. 267 ~ 5. 092 (m, 3H) , 5. 024 ~ 4. 992 (¢, ]
= 4. 8Hz, 2H) ,4. 910 ~ 4. 859 (d, ] = 15. 4Hz, 1H) , 4. 282 ~ 4. 152 (m, 2H) , 4. 038 ~ 3. 975 (m,
1H) , 3. 691 ~ 3. 487 (m, 4H) , 3. 286 ~ 2. 814 (m, 6H)

[0717] 38 ik 25 Fh B AR5 VRN A & B 0 22 1R AT A2 000 T 0k T8, B SE R T
AT « (V) A4S FE BRI 5 BT OG0 2B W) B bR W2 AR SR 42 il LAE 1S FE MBS A 5 B i)
ghGr, T (2) I A B B, Lam 25 23 1 (1 & 24 0 MTAS I 25 & F 1 (Nature 354
82-84,1991) 5k Griminski % (Biotechnology 12 :1008-1011,1994) ( P4 i3 scikisLLa| A
(177 RGINARICH ) o AEPLLE I STy A, R SRR D, BRI & T EAET . 5
Ah—F 75 2, FERT LA 52 T AH 8 S i A 0 B AR Bl 2R o

[0718] @it TopFlash &5 I E EH X Wnt 155 HFMHIEE . B 1C50 {HR R I
POHIEPE. G0 1C50 2 10 M BUR, WZAL B4V BTG . 1C50 A 5uM~ 10uM
INF, A AT LIAE e 254 . iR 1050 Sk 1 u M ~ 10 u M, WK AL-S PR 5, 40 5 1C50
LM LR, WAk A0 00 A A5

[0719]  AKFAK KZEAL AW BRI 1C50 5 u MULUR, XK AT R A IR E X Wnt
15 5 B 2 o

[0720] R 3 SoRik B A K U PE R T A0S TR R AL A B 3L TC50 18, 8 i S5
1] 2 Fp R P 2 25 RS D 52

[0721] %3

[0722] Sk EMEAL A YIF) TopFlash 45 756 PRI U0 2 ¥ TC50 (1 M)

[0723]

ZI

(o)

z
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[0782]
[0783]
[0784]
[0785]

[0786]
[0787]

[0788]

HARRR P S A T AR I RIAL S LA

4051 1
(N-Fmoc—N'

H
N
HZN/ ~

HCL/ZRAI/0C proe
Fmoc_ / \/“\ /I< \H/

(1)N-Fmoc—-N" - FJEEf ) 4%

21, P 200 [ i B R e T A B FE AL

—R,— ) - LR %

1. DIBOC/NaHCO,/THF

Rs 2. Fmoc-Cl/THF/0°C

3. HCI/MeOH/0°C

_ Fmoc
~N

H

N
H

PN

Fmoc N
DN N

H

4

ALK

Cs,C03/ F X /Nal/elif

Ry 0
LA
N

OH

* (Ry = -CH)

j:”])\ R4_ H)J:[: (208, 13911]11101, /E\:EFI R4 XEéEFl

A5 ) AE THF (300mL) " KV AR J5 I\ DiBoc (33g, 153mmol) 7F THE A H ¥ . 7 AT ik
BN/ (500mL) FHR VR S48 2 /NP NN, RIS R ZApERE . 6 /NI i, 218 A
Fmoc—C1 (39g, 153mmo1) ££ THF *H ¥ 1521 BFRAE OCHEFE 6 /Mt IREVIA LR

LG (EA,500mL) ZEHL, 2R G PR FEAVLE o V8 FH ot IR Bl 1
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[0789]  LL Wy 35T 52 i )AL 2 T A7 3 3388 S A 8 . N AT — 25 TR 1% 7™ 9 7F MeOH (300mL)
PSR, WRER R (30mL, 12N) 28 pH i v U SF G212 N, [RIINF 75 UK K ¥ A B AT 1 00 B+
FPiFE— . IBAEYH EAC000mL) ZHL, PR B A AUAH. W H B R T 5, 78 L5 P 2%
Ko FREYHIE TR EA FEAT B 45 i 4k, LIS 3 N-Fmoc—N' - AN (32. 2¢,83% )«
'HNMR (DMSO-D6) & 7.90 ~ 7.88(d, ] = 6Hz,2H,), § 7.73 ~ 7.70(d, ] = 9Hz, 2H,) , 7. 44 ~
7.31 (m,4H) ,4. 52 ~ 4.50(d, ] = 6Hz,2H) ,4. 31 ~ 4.26(t, ] = 6Hz, 1H),2.69(s, 1H) »
[0790]  (2) (N-Fmoc—N' -R,— 2 ) — SPRAUT ZE MR 1 il &

[0791]
T
Fmoc N\\\J//JL\\ ///L:::
~y o

H (R4 =-CH3)
[0792] 1L Py 35 52 e e R e Py I3 SR MR e A8 () [P UAL 2 2% o M\ N-Fmoc—N" —R, Jiff
(20g, 7ommo1) 7EF A (300mL) . ZZI2 I AR LRBUT ElE (22g, 111mmol) 7
2K (50mL) I . 12NN Cs,C0, (498, 149mmol) o ZERIZUHEFE FEEM2 A Nal (11g,
Tdmmol) o S NVRAWAE ISR B 1 Ko W 3E=IR-E Y IFH EA(GOOmL) AEHL. %
WM BRAN T, FE &R YR CKE T BA =2 1 RIE T @itk aitt, S
(N-Fmoc-N" - FIJE - JFSE ) - Z M BT 5l (19.8g,70% ) o 'H-NMR(CDCl,~d) 8 7. 78 ~
7.75(d, J = 9Hz,2H, ), 67.61 ~ 7.59(d, J = 6Hz,2H, ),7.43 ~ 7.26 (m,4H) , 4. 42 ~
4.40(d, J = 6Hz, 2H) , 4. 23 (b, 1H) , 3. 57 (s, 2H) , 2. 78 (s, 3H) , 1. 50 (s, 9H) »
[0793]  (3) (N-Fmoc-N" - HIZ& - 3% ) — LRI H 4%
[0794]

R, 0

Fmoc f!l\/“\
N o

H
H (R4 =-CHa)

[0795] 1L Py 391 [ Jik 8 i e Bc A 3 5§ 28 00 B2 45 & 0 [ i A BE AR A
(N-Fmoc-N"  —R,~ i3 ) - ZEERUT ZERE (20g,52mmol) o 75 UKIK ¥ 0 I Z0 40 1k 1) 4 1F - 22
12N\ HCL (150mL, 4M, 4 NFR I ) W RIVIBSEYT RT BidE 1 R, WAL
T 40°CoEARWA . AU NaHCO, /K (100mL) , 7K /2 F = £ 26k (100mL) JE .
£ 0°C (pH2-3) WZ2MEW vk HCl. ZBGREY), IrE-ANLZ (B00mL, MC) o ¥ HH Bt IR M
T, AEES K PR IE QR GIR OB HAT B 45 aife, LAE 3] (N-Fmoc-N' -
FEWERE ) 2/ (12g,72% ) » 'H-NMR (DMSO-dg) 8 12. 38 (s, 1H), 8. 56 (b, 1H) , 7. 89 ~ 7. 86 (d,
J =9Hz,2H, ),7.70 ~ 7.67(d, ] = 9Hz,2H, ),7.43 ~ 7. 29 (m,4H) ,4. 29 ~ 4.27(d, ] =
6Hz, 2H) , 4. 25 ~ 4. 20 (t, J = 6Hz, 1H) , 3. 47 (s, 2H) , 2. 56 (s, 3H) .

[0796] [ 1| 2
[0797]  FRAELEY)
[0798]
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[0799] il a& bR UL 4, £E LA b Ui B A5 i (1 [ s sl g e 1) — it 2k C il T

G ERIAT -
[0800]
o
o -0 NHFmoc
TR H HO F ¥
Pol o)\/Br Pol o)\/ N *
o<
o)
Y
®3 /
”/Ok/fs : > ”)ovs ! j\// 2
N__~ | N__~ N.
Pol——O \g/\NHFmoc OH o Pol—0 \g/\” N H@
HOJ\/N‘HJ\H/\Q
H
N=\
FH4 \/\N'Nj/\N/\@N}NHz
N=
N\/&O =

(o]
= \)\“ NH,
™y R ?’7,\@'"
\©\0H

[0801]  FELL 7%, “Pol” KINR LHATEM R (Advanced ChemTech) , HiE4H 0 SR &

Wk

[0802] L& 1

[0803] ¥R & #i & B JiF (37mg,0.98mmol/g) 1 2-(4-( & & B & )-1H- = If [d]

K M —1- 2% ) & B 2 2& 76 DMSO(1. 4mL) P 1 % ¥ it A B 3 96 £L # [#) Robbins

block (FlexChem) 1. &NV VRAWAE FH g% [Robbins Scientific] T 60°CH#Ez) 12 /N,

P A5 FH DME  MeOH 3E3%%, 2R J5 A DCM 983 o

[0804] IR 2

[0805]  7EM IR I T & R 78 Fmoc—Tyr (0tBu) —OH (4 244 ) . PyBob (4 244 ) . HOAt (4

) A DIEA (12 45 ) 76 DMF PRI [RVIRG Y T =333 12 /N5, B8 1 DMF

MeOH $E¥, 28 J5 HI DCM P o

[oso6] IR 3

[0807]  7F J VR ik DMF T 9K I i o\ 25 %6 IWRIE 75 DMF A (KIS, IRONVIR G4

TR SN 30 73080 MR P IR RE S, WG H] DMF | FRERSETS, S8 5 FH DOM ek, B

IR (4 45 )\ HOBt (4 45 ) A DIC(4 M3 ) 7E DMF S 2 M g, RNVIEEYT

FIRFESN 12 /NI IR DMF | MeOH %, 28 J5 A DOM £

[osos] IR 4

[0809] LR 3 SRR B FFER (HE4L 1. 2mL) T =04 18 /M. L e R IRZ
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S5 » U8 HVRAE YRl 45 12F A ] SpeedVac [SAVANT ] BEAT W4 LIS B 0 IR -0 . 7= 1)
50% 7K / Z SRR, SRIG 4B %T . 'H NMR(CDCL,) : 6 7.610 (s, 1H), 7. 321 ~ 7. 220 (m,
5H),7.132 ~ 7.117(d, J = 7. 4Hz, 2H), 6. 878 (s, 1H) , 6. 685 ~ 6. 662 (t, ] = 5. 6Hz, 1H),
6.635~6.619(d, ] =7.9Hz, 2H) , 6. 328 ~ 6. 313 (d, ] = 7. 9Hz, 2H) , 6. 223 (s, 1H) , 5. 698 ~
5.619(td, ] = 16.7Hz, J = 6. 3Hz, 1H),5.391 ~ 5.363(d, ] = 14. 2Hz, 1H),5. 211 ~
5. 154 (m, 3H) , 4. 543 (s, 2H) , 4. 455 ~ 4.427(d, | = 14. 3Hz, 1H),4. 262 ~ 4. 153(qd, ] =
15. 3Hz, J = 6. 1Hz, 2H) ,3. 912 ~ 3.894 (d, ] = 9. OHz, 1H) , 6. 635 ~ 6. 619 (t, ] = 11. OHz,
1H) , 3. 486 ~ 3. 345 (m, 4H) , 3. 201 ~ 3.345(dd, J = 5. 3Hz, J = 13. 3Hz, 1H).

[0810] [ 11 3
[o811] 4@t &)
[0812]
Qe .
[0813] Ayl &b @Ak 54, 76 DL b Ui BH S rh AR i Bl 3 B A e ) — ik ik & LB
Y EEAT -
[0814]
~ 0
AN NHFmoc
Pol——O 1 o 2% Pol oJo\/H‘R £ 1 b

Pol

o
o R /© O\}/ R o 0 j 0
W

o~ N NHFmoc o "\ o Po—— 0~ \ﬂ/\ﬂk/Nﬂ N/\©

TR ~y-N N

[0815]
Wk
[0816]
[0817]

4
&
\
)
n
(o]

LELL BT, “Pol” RoniR L4alE M I (Advanced ChemTech) , JE VR4 D R IA

LI

IR OGRS (37mg, 0. 98mmol/g) N 6— (2 HE 3L ) MLIEBEML A DMSO (1. 4mL)

IS BB 96 LA Robbins block (FlexChem) Ao s N VR A48 FiE#% 47 [Robbins
Scientific] F 60°CHEZH 12 /M. B HSF DME . MeOH ¥4, 48 5 I DCM 3% .

[0818]

IR 2
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[0819]1  ZEM I I AT W Fmoc—Tyr (OtBu) —OH (4 45 ) . PyBob (4 34 & ) . HOAt (4 {4 &)
FIDIEA(12 45 ) 76 DMF I RIVIRAE W T S=ERED) 12 /e Ja, #4115 A DMF, MeOH
BV IR J5 H DOV %%

[0820] IR 3

[0821]  7F /N HTIdE i DME Tk A% JIE o\ 25 %6 [FIWRIE (1) DMF 598, VIR G T %
RSN 30 7380, FHREZZNAR DR, MR DME eSS, 2805 FH DOM ek . JHR
(495 ). HOBt (4 & ) M DIC(4 &) 7E DMF B m Mg, RNVIREY T =i
5 12 /Mo IR DMEFL MeOH $E, 28 Ji5 FH DCM Wk

[0822] DHE 4

[0823]  BIE 3 IR Hs I ER (FE4L 1. 2mL) T3 iRACTE 18 /M. e R iR
S » VB VR AE VR R 2 1F T A SpeedVac [SAVANT] EAT W45 LAR B A MR 7= . 7240
50% 7K / LIEMRE, R IG 1 IR R T o

[0824] 'H NMR(CDCL,) : 88.190 ~ 8.165(d, J] = 7.5Hz,1H),8. 055 (m, 1H),7.900 ~
7.849(t,J = 7.5Hz, 1H),7.472 ~ 7.447(d, ] = 7. 5Hz, 1H) , 7. 397 ~ 7. 372(d, ] = 7. 5Hz,
1H),7.335 ~ 7.311(d, 7. 5Hz, 1H) , 7. 271 ~ 7. 247 (m, 4H) , 6. 636 ~ 6. 596 (t, ] = 6. 0Hz,
1H) ,6. 575 ~ 6.547(d, | = 8. 4Hz, 2H) ,6. 477 ~ 6. 449(d, | = 8. 4Hz, 2H) , 5. 897 (m, 1H) ,
5.724 ~ 5. 666 (m, 1H) , 5. 264 ~ 5. 145 (m, 4H) , 4. 973 ~ 4. 926 (dd, J = 3.6, 10. 5Hz, 1H) ,
4.46 ~ 4.39(dd, ] = 6. 0Hz, 1H) , 4. 34 ~ 4.27(dd, ] = 6. OHz, 1H) , 4. 030 ~ 4. 021 (d, ] =
3. 6Hz, 1H) , 3. 996 ~ 3. 928 (m, 1H), 3. 778 ~ 3.705(t, J = 11. 1Hz, 1H), 3. 705 ~ 3. 383 (m,
5H) , 3. 302 ~ 3. 238(dd, ] = 5. 4, 13. 5Hz, 1H)

[0825] [ | 4
[0826] AL AW
[0827]

ko0

VN%?\I’;:N’;@ENHZ

\QOH

[0828] Akl &b @Ak A4, A6 LA b U BH A Fh A e [l 3T B A ) — I ik Bk R
Y PAT -
[0829]
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0
e AN NHFmoc
0 Fam1 Ln , Ho 2
Pol—0 R

Pol——0 Br
o<

L] \/\N,N N NH, .
N\/go R=
o i %n)LNHZ
: OH

[0830] FELL B A ZRH, “Pol” RINIR L4AEM G (Advanced ChemTech) , HiF41 0 B A
urr.

[o831] DR 1

[0832] IRZHAHEMNE (37mg, 0. 98mmol/g) H 3— (2 FEFAE ) 28 FIIZ 7k DMSO (1. 4mL)
RIS A 96 FLAF) Robbins block (FlexChem) H7 . J N JRA A% H g ¥4 47 [Robbins
Scientific] T 60°CH3) 12 /Mifo HHEFH DME. MeOH $E%, 4R J5 H DCM Yk .

[0833] LU 2

[0834]  {EMS R I AT Fmoc—Tyr (0tBu) —OH (4 245 ) | PyBob (4 248 ) . HOAt (4 245 )
FIDIEA (12 48 ) 76 DMF IO RNVIRA YT SEIES) 12 /5, #4158 H DMF, MeOH
BV AR5 DOM $E% o

[0835] IR 3

[0836]  7F f WV HiTidE i DMF MMk A4 JIE oI\ 25 %6 [KIWRIE () DMF Y598, R NIR G T %
WD) 30 Z38h. FRHREEZMIRY DR, MR DME . B VRS, S8 5 H DOM Peidk. HHFR
(498 ). HOBt (4 & ) M DICH &) & DMF PR M miE T, RVIREY T =i
5 12 /Mo B IR DMEF MeOH $E, 28 5 FH DCM Wk

[0837] DR 4

[0838] L& 3 S RIMIM G FFER (FF4L 1. 2mL) TR AL 18 /A, g EZ
S5 » B H VR PR S5 R AEE ] SpeedVac [SAVANT] HE4T ¥4 LI 2 0 R 8 7= 74
50% 7K / LIEMRE, IR IG 1 R R T o

[0839] 'H NMR(CDCL.,) : 8 8.506 (s, 1H), 6 7.821 ~ 7.796(d, ] = 7. 6Hz, 1H), 8 7. 604 (s,
1H), 67.469 ~ 7.379 (m,3H), 87.346 ~ 7.320 (m,2H), §7.234 ~ 7.210(d, J = 6. 9Hz,
2H), 8 7.010(s, 1H), §6.916 ~ 6.888(d, ] = 8. 5Hz, 3H), §6. 766 ~ 6.737(d, ] = 8. 5Hz,
2H), §6.570 ~ 6.530(t, ] = 6. 0Hz, 1H),5.810 ~ 5.755(d, ] = 16. 6Hz, 1H), §5.715 ~
5.581 (m, 1H), 85.213 ~ 5. 163 (m, 3H) , 8 4. 873 ~ 4.832(dd, ] = 6. 5Hz, ] = 6. 5Hz, LH),
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§3.892 ~ 3.837(d, J = 16.6Hz, 1H), &3.633 ~ 3.576(d, J] = 17. 2Hz,2H), & 3.504 ~
3. 283 (m, 6H)

[0840]  SLjfs 1

[0841]  PA50CYP3A4 HIHIvE Itk i ik

[os42] WXL ED)

[0843]
S o Que . Qto )
S Nm : lN/\ N \/\N:ﬂ ] N/\/O\ \/\N.:@(DA@,NIO\
F Q. .,
[0844] L5 A &4 B & C
[0845]
@yﬂ\fo | oy RF.
NG N._O. N..O _
SN omg\@ T v{:; @O\éw\
OH \QOH
[0s46]  fLEH)D HEWE

[0847] 1 FH cDNA 1A K AT CYP3A4 (supersome, BD Gentest"#456202) 7F 96 FLi i &
B 200 o L EARRR AT IR o 7- TR IE —4- Z P - FE R (BFC) HI/ER T CYP3A4
IS . TR FREY) BEC VAL 100% K L. B REW T B L IE i AR TR
T 1% (R ARRR) o BEIRERZZ M (pH 7. 4, Fr 2 FE 0. IM) MeCl, ( J 24U 8. 3mM) <
EDTA ( &R E 1. 67mM) R4 J5 9 . CYP3A4supersome FiI NADPH ( 5 U E 0. 25mM) Vs
2EALP. E3TCHURE 10 7382 G MANJRY (BFC, 2K & 30M) 51K RMN. {E37C
B 10 ez G, Wik N 75 u LI ZHE ¢ 0.5M Tris—base =4 & 1 (&R /A1) &k
RN e AT 5 6T E e E T . A 409nm UK 3 KA 530nm (1) 5 Kl 5
BEC AR, 7- 22k —4- =P E -FHEE. K 28 ~ 2E 878 TGP CYP3A4 11
HIIA I 1650, &4 A ~ E Sos AL 951 CYP3A4 B HI/EH o

[0848] F 6

[0849]  ALAWEL KT CYP3A4 JEYEIK) 1C,, {1

MR S ICs0 (UM)
A 13.1
B 34.6
[0850] C 242
D 10.2
E >10

[0851]  SLjjfs 2

[0852]  JMIX K- SWAS0 4H L 1Cy, K TopFlash R KPR ALY 46
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[0853]  MMRHtL &)

SN
\/\N'N\(\N

Br
[0854] (N o WEWF
o

\©\OH

[0855]  SWAS0 4[] Superfect™ #% Y4ik 7 (Qiagen,301307) HEATHYs. 41 M 7E# Y
| RIFAT R R IR (B, ARG EAE 6 FLAR (5X10° dlifie / FL) b, D4 50 % ~
80 % AEF Y K& o

[0856]  7E 150 1 1 [ JC I3 35 77 5 # B DU 4 5 (TopFlash) Fl—% 58 (pRL-null) [
DNA, ZRJ5 I 30 1 1 1% Superfect™ # YeikF. DNA-Superfect V&) T HIIRE 15 73-48h,
WRIG, TEAALE SR NN 1ml 1] 10% () FBS DMEM, 5 S 4MEHE 3 /DN o 8-S KIN:, T ¥
AHUAER IS T4 PBS PEd MR,

[0857]  DNA-Superfect™ % YA 4 A4 it FH T 41 f5 £ 37°C 5% 11 CO, THRE 3 /M.
BE B IHEA 10% FBS MK R B 753 ME SR A0 1. 18ml. #RF 3 /MiE, sk
M, FFE KRR T 96 FLIR (3X10° 40 / £L) . £E 37°C 5% 1) CO, NiR & A, 40 i A
& F AETE 24 /NIy S e, FIHZOCER BRI (Promega, E1960) A5 4005 74 o

[0858] & 34K TALGWF XF T SWASO 40 Mu iy 1C,, IIM5E &5 5 . 1C50 24 0. 7340. 08 u M,
[0859]  SLjiafdl 3

[0860] T AML ¥ 4 M o 4 B AL K Iva M (40 i AR KA )

[os61]  JAFHLEY) -

©\/“\fo o}
\/\N,N\(\N/\(:r‘kN/\/o\
[0862] N H WwEY B
hOW

[0863] AT 4t A=A A i Ik LA I A6 B 400 0 40 B G T i i) 22 . MV-4-11 C A,
2 BE A LI 40 OAE ) £E Tscove &M Dulbecco ¥E353L (IMDM) HPEEF, ik B 7= 35E 4
T 10% R E (FBS) 1x HaE % / BEdE 3 (10,000 H47 /ml FHHE 210, 000g/ml HiFE = 10
0.85% NaCl 1), MV-4-11 4 gL IMDM 3552353k, 3504 5X 10* 400 / FLELHRE & 96 FLE%
Fetie (Nunc, #167008) [FJ&fLH . WX HAE Y UL RS REIAT AL 38, HAE & MR ESE —
Ko AT ZRIBRE, IR AL S P HAH R TR 5 7R 2554 96 FLIA (costar, #3956) |
EEWR. WG, SRS, (EALFEIR F AL & 4 i 38 1 E B M X A
N IMDM B 2 AU FH AL S8, XS st BCdEAT I E » ERL 3 5% 11 CO, (R I3
TP EARAE 3TCIRE 3K (T2 /hiF ) o fER)G—R, % 200 L[] CellTiter 96 Aqueous
One Solution (Promega#G3581) ISR MIREFREE D, RIGIER & 5% 1) CO, e 748
W BRAE 3T CHLE JLAN/ DI, R F 5, ] EnVision (Perkinelmer, USA) £F 490nm I 5Z %%
ML . MA Prism 3.0 FEFHA G150 {8 . &5 A58 WX F AL 5 4053 v 40 i 1
FFMH AML S e A B 4 B TIHE R G4 B 11 G150 24 0. 188 1 M.
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[0s864]  fui LAk, AR WIS T S BV 8T AL &0, P AL & W Re s HI AR 2504k
0, U X AML M. O 225 A I LI St 7 A AR AT T ik . A
i AU HARN GUREAATR B, B DI IZ 28500t 75 s T AL T AN 7 B A5 B 11 Ji 2L
ARG A, A T 10 96 T E P BT ASOR 2R R LA [ M BT PR E
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o /Poi
(a) DMSO
(b) HATU/DIEA/NMP
Br (©) i) %% /DMF
OR ii) HOBT/DIC/DMF
(d) 1) %&=Z /DMF
(@) qu/\m ii) DIEA/DMF
() HCOOH/ % 38
OH Pol
Pol -~
o/ ° H o)
‘ N ¥ Fmoc” o — ™ N/\R
N R (b) 1
H OR
OR Ry H
B—AAK B AR Fmoc” o
frmoc Fmoc Rz
)l( R“\ ~ NH R NH
4
E OH n \N/

\”/ I
E OH ©)
o
X=Br,Cl]I \”/

o
Fommhi \

Rs
~N
F Pol
VIV O/P°| moco/ o
R4 NH R4 /NH
~y k\N/\R‘ @ ~ N/\R1
T ° T °
(o] R2 ) X O R2
l@ A A B
Rs
1
Ry N
\T/ \|/\N/\R1
E N
\”/ .
o) Ry
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(A) o A B) 4% B
CYP3A4 H7 it CYP3A4 47l
125+ 125+
100+ 100-
ZE 75+ ; 757
b B
8% 504 8 50+
% 25+ &E 25+
c LJ  J L} c 1 | | | L}
0.1 1 10 100 01 1 10 100
Ao A RE (UM) 4 B RE (UM)
(C) 1o C | (D) 144 D
CYP3A4 #7443 CYP3A4 # Hl A2k
125+ 125+
1004 " 100+
= =
M 754 754
;3 e
Ry 50+ g 50
S %
25+ 254
c | | o  J 1 ] | J
0.1 1 10 100 0.1 1 10 100
b4 C RE (M) 44 D RE (M)
(E) o4 E :
CYP3A4 #4455
125+
" 1004 ,
=
#, 754 .\
e
&8 50+
o
25+
c L J L 4 v ] J
0.01 0.1 1 10 100
1&4a-4 E RE (UM)
K 2
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IC50; 0.728 £ 0.095 uM

150-
100-
. |
E 50
&
of - )
-& T ] L3 ] 1
10-1.5 10-1.0 10-0.5 100.0 100-5 101.0
a4 FIRE (M)
K 3

GI50; 0188+ 0.022 uM

150-
100- )
R
o
m-
x
o-

& L 1 L§
105 10-'° 1008 10°9° 1005

WA B IRA (uWM)

4
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