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[ VR L BN B2 e B B i PR (1) (T L (TTT) L (IV) (VB (VI B4k A ek Hi 252 bl
ZIEE .

[0082]  7E 55— 51, &R (T)~ (T1)(TT1)(IV) (V) BL(VD) AL A B L 25 % 852
(1) Eh 75 il & 25 0 RL AT A 254 FH T30 97 e rb IR 52 AR R Mt e s BRCIR B 1) g 21
R/ BEREAR B RREBCIR G o 76— N5 TH 5 1R BRI AR AT B AR SCH 2 A PR BRI -
[0083]  FEAE— bBIRT I, 2e 3t — BRI )7 58, b R A R &R (1) L (1D)  (T11) .
(IV) (B B4 E B 2527 Bl 4252 1) 3k (a) 2 B il FH T L3040 s A/ 850 (b) 1 ik
Jiti T8 FLEh 4 s R0 /B (e ) bk A e FE T Ve L 3420 5 /B85 () Bt v St it R T 03 L 3040
F1/8% (e) Jay it FH T L3040 s R0 /85 (F) A 4 B Ml Jy 350 1 it FH TR AL 340 o

[0084]  {EAT— L3R5 I, A& B4 B — il AT R E B4 & W 33— 2D I Sl 7 %8, A48 DA
TR PR &, Hodh (O i —RZ A A s (L) 75— H N 2R AR 2L 3h Pt %4k
A i i) SUEHLE FH s 3 (i) E S it FH

[0085]  FEAT— IR J5TH , & A6 2 it A =AW 3 — P 1 sLit )7 %, A5 DA
T — P &, Hod (1) d s a B i Az AL A, e R E s (1) 20
Z )R (0] 2 RE R 6 /NS 5 (11 1) BR8N A1 LA iz A &4 s (v ) BERE 127N ] U
FLEhite A AW s (v) BERG 247N 131 0 FLBh it AL A1) o 723 — D I BT B AR 5
B 7 S, 1% I AR R Z e p B A A A Y R e R e R 2D e AR A 7
B ERZG IS TR, W E AL SV T o 28— D2 T R, RZG IR KB M2 R B AE A

L

[0086]  fRAlL T yak /il FL AN R I ERIEE 1 77 %, 045 my v FL sh it 22 2D — R B X
(I (ID) W (ITD)(IV) (B (VD) B S A A B e H 245 %7 AT H252 10 3k o 78— LL STt Ty
RP %A RE Y DR L S A LR A M B 4 B O SR A 5 i 4 B L BT P R A A L T
B A LB T = 40 R R ERBUE o 7E — LE ST T R, U7 A AR R D L B L
S0 M G S A0 L 45 B 40 B L T P IR AR A L S IR A i BT 4 I ERIBU o 7 — LE 5K
J7 &, Yk /DR FL B B ERIEE 1 77 1 A RE R AR LB B e R S MER R S AR 45
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Ao AE— UGSt T R rp , Yk /D FLAh P ERS 1) 77 v B FE R AR FLah P BRI
[0087]  FE—ANJ5 M, A2 (1)(T1) S (TTD) (IV) (VB (VD) A E H 245 % a2
() ERAEIE T BCART I FLE Y 5 B R BCIR DG B B o AE — S8 SET T B, ik 5
[R5 BOIR LA T VR 5 IR UE 8 BG4 B 5 I S E o £E— L8 SL i
i, TR E R BOIR DL 5 BE B R BOIR DL AE — S e SEE Ty b, rid F 5
(R B R BCR DL 5 B HERE E R R ECIR I .

[0088]  7E— AN, /23 (1)(T1) (TT1) (IV) (VB (VD) A ek K252 b rl a7
(1) 8 7E i1l 25 FH T V6 77 B R UK MBS 52 A M 1) BROME SR 3R 52 4 A R B i BCIR DL I
25 & AE— S T P IR BCIR O 2 L e | BN SR 4 e L RS R
i E WIEREE B AL SESLE T B SR BCIR OUAE AR SO A

[0089]  7E—2iE LT, ASCAH TR (ID) L (TTD)  (IV) (VB (VD) AL & P E H 2
2 bR R AT I SR AE VAT T TR R R SRR T2 AT AR A ) TS R A AR A S O
BORGUH 1) IS A2 — BE STl 7 P 2R BOIR GUAE AR SO R

[0090]  FEAFARTASCA TR SEHE T 2, ik FLah e N o

[0091]  FE—LesLhti )y B rh , AR SCHRAL I AL F R 55 B AR B e B R S AR IRV T
[0092] &AL T il &, HAHE AL R AR R D (TD (TTT)(1V) L (V) B
(VD) B A a2 % E Rl 2 10 3 S AR R 258024 5 b mT 2 (KA A A B H
HEW) s NARZE  ZbR 2 Fa 78 TR A a2 5 B mT 82 (9 8 R PEAR Y w2582
2 LTS VA LB L A, s A, TR AR ) 55 SO BR MR S AR T 2L
R, B TR 97 TS B 5 52 o T I 28 S2 AR TS VR IR B B 1 B i BOIR 2 ) —
B 2 PRI

[0093] I8 DA R PELNREIR , A SCRTR AL &4 T3 A A He e B VR AE AR S50
ARG T WL o AF , S ER i, R UL B T BARSE Ty 2, AHU T 4 R 5L A S it 4] AN A
Ut B2 S DRI B I TR AR , A T P2 RS RS R P AR A AME SO0 AR 4
AR N Tk U1 A2 15 211 5 L

[0094] ﬁ@ﬂﬁ@

[0095] MR 32 Mca (ER—a s NR3AL ) AT R 52 1B (ER-B; NR3A2 ) A& S [H| B 22 5244, ‘e AT
T KAZ AR ZR I 8 R o 1% S AR B A R I AR S5 44, 1245 7 &2 /A0 FEDNALS 5 480 (DBD)
AR 25 635 (LBD) o 288 [ BB 25 52 A4 =2 P VA PR 40 B 8 B ) o, AR DA Te A4 18 7 110 % S 1A
FREAE A HMESN Y A 5 R0 S UIAH O 1) 288 ] B 328 52 A4 (MESRER 248 HE I ER 32 A4 52l 52
A R 7 TR 2R SR S R TSR S AR B AT R O 1 AR A AR R R B PR L il A
F5178-#E B FIREER AL PN 1 P DR PEREECR 1 45 AR I HIER VS M

[0096]  ER-a kDA T-6425. 1 [ JF HL4i5595 1 ZUE W 1) £ 11 /7 - ER B DA 0 T e € 145
14923. 3 91 H = 45302 L R 1 8 11 5T SR 1M1, ] T~ 1) AR BU B2 AN R PR AR AR o5, , X e S [A]
W AN A] AR 2 AN RV O T DNAZS & 38 (FR o Cl) AL A 25 5 3 (B0 B4, IX 2657
I B AN-A iy (A/B) 3k 328 H2 CIANE S BB (D) 38k A 2 C— R o 2B 1 (F3EL) (Gronemeyer Fl
Laudet;Protein Profile 2:1173-1308,1995) ER—aFIER-BA CIe FEL IF 5 1755 (43 1] B
95% 155 % MR EBR R — PR ) , A /B DICRF I8 ) AR =5 M A 22 (K T30 %6 [ & 2L PR 1R —
TE) A2 A H S 5 LA TEIE R TR G He e P IRME Ra O Ra g
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AU R R FEA R AR o

[0097] [l Bt 25 32 AR R FCAR 45 A SR R AE AR 45 A 3N 7R 45 & 5, BOAR AR Bz 35k )
B 7K AZ O — 3843 o DT O350 49 2 [ B 3R S AR AEANAFAE B S L A, R T
IRFFEER 45 5 B 7175 205 11 20+ WiHs p9O 1) 75 By o S5 HspQO ) AH FLAE F 49 42 1l iX 6 52 AR 1) 7%
A ARG B RROE T SR I HLR B SR Bk A RARREIE £ o IR
ANBZ AR 5 e 35 2 8] 6 AH ELAE FH 9 25 28 o VPR S S2 AR S A B AZ N 10 & (A SR AR R , 45
A DNAJEZ 5 [F) e 0 5t 5 22 52 S W00 FH LA ARG SRpL A o LT ERBE 8 S Hsp 9O AH BLAE A
HRB RS AAT L P EAE N, IF HE T 40 IR 5T , apo—EREE AT LA A2 41 i J53 1) , 49, 7]
DL 4O AZ I o A Y 2 R I REDNAGE & 1) AS S BC AR &5 A ok 32 A4 1) B v PEAE HE BTk
(Greenfield®E A ,Biochemistry 40:6646-6652,2001).

[0098]  ERGEHSIE I 454 B4 FRONBER R N2 To 4 (ERE ) 145 58 DNAJE 7 1y EL#Hh S5 DNAKH
AR (&SRR, tn] BLd i & A 585 1 5 AH B A A i () 422 5 DNAAE LA FH (FE &t
i 4%) (WelborenZE A\ ,Endocrine—Related Cancer 16:1073-1089,2009)./E3F & HLiRE
W, EAIE A BRAE &R B8 HESP—1 . AP—1 FINF—xBAE P (1) He B 56 eI | o i B8 A0 T A AT
ERVE 7 41 Mo 388 58 A1 7310 1) 88 77 AR DG B E

[0099]  PHFHZEALIER DNAAHFLAE A AT LA 5 S0 DR 30s B i, 1 B T B 45 F I ER -
EREE & W 5E 8 1 56 5 415 7 (K1 inge, Steroid 65:227-251,2000) . 3 I35 71 34 3
BLEH AP A B T AE AR I RIAF2 AR LR A T AP0, TER E-3eHb , oA % e Ak B 22
P (BrzozowskiZs A, Nature 389:753-758,1997) . 58 4 B &) 7L {12 33 L 0800 77 1 3
£, 10 95BN TR AT S B ) MR BE DB 1B 45 A o 9% T- AR LA 8 [ B 1 7 o /b {H 2
B DL I 22 S R R R Ak ke 45 il (Ward FiWeigel ,Biofactors 35:528-536,2009) . — &
RV RAAT i (STI8) LT AEFE BU it 5 5 25 I A7 AE T 48 HIERI 4 S i Ve, ‘B AE FL IR
(36 7 kS BB o SE A BB AL T K ERBE 3 T B 26 by 42, 1 95 38 sh 7 1) T fF ER7EAS
[ P 5 2 (AR FRF P18, AT Ao Vo 87 7500 B A 2L s e o v 9066 T 440 1) 22 30 DA 5 T 44
(175 2T ERIE 2k (Tamraz %5 A Mol .Endocrinol . 17:2593-2602,2003) . ER5DNAKI AH
AR RSN, AFEA R T & A BE X ER B fif (ReidSE A Mol Cell 11:695-707,
2003) o FCARXTERIE B B2 AE T —Fh HA TR 51 7716 At X eI 28 U A/ 300 nT B S
FIOIT B AU R ECIR LR VR TT 3R

[0100]  ER{E 5% 55X TEFEA G BESN A5 W IS JE 7R 1 L PEAR RS B 1 R & AR
FRXRELERFESE TR E I JBESE P A EH. KAT0% 1AL ERIA
ER—a (ER—a 1% ) , L AR K RIA7IE #8583 - L e e 1 A KAV A A A A e
TER-af5 54 5, a0 5 S 98 M5 W B ER-aFE B b 35 8 25 O & TR 7 4e L wi Al
A 2% FE 4 L o 1) S RN G B ER—aBH T LR o 4 R T (Faslodex™) , — Fhd T35 [F B2 (1 ER
KPR, TR R B 2 8 25y r B SR i R i i b AL - S R AR S R &
B AR B T YR 7 N SRR E o A — LB STl 77 S8, 8 AN 8 248 55 7 410 il 571 L o 48
28 i U e el AR R S A R ER AT REL BT ) P B ERFROR 1 AR G o B T I
PO FICAAL , 70 Lo O T 38 FH 2 Bl e A7 571, 4, RO 2 VB VR e 28, SRIGTT
BEAT PRI ERBH 1 LR o 7E — S B0 5 A 8050 PR A il 2 Bk 3 47 (Herceptin™) B/ F
4= —ERB-BHII 1l 771147 04 5 JE ¥4 77 EL A ERB-B/HER 2% 2 1 T iy 52 425 1) L A 47 189 (X ER P 12 2L M
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I o RE AT T IX— RIPUBER AR KT /N F RSUE R EE RV, (H 2 VF 2 ER—a
BH ML 1 L 75 e AT PR e P , DR i /5 2T I 7k o BRI 2, 0 TR 2 307
AP E DL e R y7 TR 3 R ERBH P i , A R H AR KRG AR A T ER~
a.o DRI , 75 BEAE e B MR I ASRAFHUME IR 0 T HA T PR BT I ER—aE A1) 77 o £E—ANJ7 100
SRR T A R B MR B2 A2 ARV R (SERM) FIAL A o 7E 45 SE SEHE T S 7R, A SCHEIR
(1 SERM A2 32 16 1 fE 8 2R 52 A4 B i 77 (SERD) o £ — ML S it 77 Z8 7, AR T4 e il 38 , AR 3¢
iRtk &) 'F B ASER—ark I B AR (RIERFEAA) » 3 EL AT -T-¥697 ME 328 U 1) 2 13 B
RGUAN/ B K& Tt BB R Ia T I ST R B R BRI

[0101] %5 TER-afEFL M K& e Ak e vp A% O AR FE RSO A AL & 0 mT DL S it B S5
HE Re e 1 7 AL S BB A I 25 R B At B T LI eI T B A R AR E
ASPR F-#E 5] IGF 1R \EGFR . erB-B2#113 . PT3K/AKT /mTOR%t . HSP90 . PARPEY 41 25 9 i 7. R B 11 24
o

[0102] %5 TER—afEFL M K At e vh A2 O AR FE R SC A AL & VT DL S i B S5
Hoe Akia T AU R 25 7B &t T U v T S H B 2R B R A R T 55 A i
HlFR IR VS VBT AR B A bR S RV FLE B R B R A R R AR T4
FZE ] TS e vt A4 P S 4 PR IR G R bk 2 L AR RO Rl | At | it 2Bk b
Bk a) 5 AEAG A5 AR B IR L 2 A R FTEOK ST KR R B APV TR DA AR
SCHTR R HE 2555

[0103]  ER—AHICZ P BCIR O A4S SmaE (e  FLE e &5 B 5 W e L /i 771
R U9 S0 A5 ) A R I ER—a D BEFRAG . HR AR M 42 2 4t (ONS) BB GRS H 55 Ik
Ji) O U RSBk I (kR O WUBEBE 5y 8k = kA AL | O & 9 el IR Bl Tk e
I~ R L ) MLV R G b (ORI AR TR 1) s B 98 S (R B8 M s R T R W 2K
PEAEAL (BEAY) VG 5 SR (Z B 58 B PRI ) AU S bE OB 26 B IRV AR R TE 2L
REERE B 997 28 B B> i BRBEAAAE ) PPl b (B 7R IR B0 00 6 A% Sk R B
72 ) K PRER R (R 2 PR IR v 778 2 3RS (ADHD ) i o/ 7™ 35 A B A5 S K s ) A
A TEERRE ( H VTS 5 WIE S ADE A EAE) .

[0104]  fE-—SEsLjia 77 e, A SCA FFHIAA W -T-160 97 1 2L 3 A ) B 2 S AR ARt 1)
BUMER R SR S IRBCIR O

[0105]  7F—LLsL Ty S , HEWEER 52 A4 OB BSOME I8 3R S A T 10 5 i BCIR B e B o
IiE R PHES R4 (ONS) BRI O U RS ERIE L LV RS Eh I L )% S RIE i e 5 Ik
PE ACETEREE S 0 RS B Ra A0 AR R B A o

[0106] 7Ly S , MEWEER S2 AR OB I BORE SR 2 AR N I R m BCIR e B &
g FLIE e 45 e . B RS BT P e O e L R e R R R RR R
SR O UREZE 55 I8P 32 3 A, O T8 2 97 el PR Bl JBK P75 i I Y e ik L A
TR 8 R0 I 48 L 2 R MR AL AL L 2 TR 58 1 e B S IR AR IR IE
B RE LB IS R B Bk D B BB AARE BT R PR B L H 4 AR S ISk R B =
ZEME IR VR ST 8 2 B RS (ADHD ) S &R ™ B HIAR B S RE i - H ETIaE RS . 75
W A E A B E -

[0107]  #F—ULsLyifi /7 R, AR S A ) R R VG T IR LB v K JehE o 7F — 2850 i
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T3 G Az AL P L U0 S L N R P R BT B R o AL RS T R,
T RE AL AL e BN S0 5 N B BT B IR B B e o A ST R iR
Fee FLMR e o AE— B SEHE T S, IR A WO MUV R o £ — LS T S 7 5 i E A HfE
B SEARMNEAEAE o A — LESEJE Ty S5 5 TR E A IR SR i E o 72— BB STl Ty 58
o AZFERER T IURR IR T BT PP A8 — BESEfE ) b, AR 0 T JUR I T A I
T 1R 2 B 1 e E EOE BBk S AR O e o £ — BB ST 7 S, i E A2 T Ik
BT BT DUVE 803 BRI J8E B S ARV B AE o £ — S8 S5 b, JUlf
I AL 2 /D Pt A 5 S5 SRR W R (5 2 57 A A A SR AN AR ES 255 A A 5
K25 RIEAT IR IT

[0108]  7E—LSCi Ty S P, A SO H AL S W) HDRIR T AE U VB 7 a0 2 FRe 1) 4
2R I TP N BE S AR B PE S RS TP SR o

[0109] AL LS Ty S oh , A SO H RIS W HRIG i SLsh W0 2L 53 B SEIE R
HORE B PEBOER PO o 78— 25L i 7 SR P, i R MEBCER RO 2 FUIE -

[0110] 78— Se szt )y 22 of , A SCHT IR B AT — Bl v o 4 000 A0 2 00 2 I 08 2 5 AR B i
7R s FE MR SEARSE U s BAT S IR B ] 220 g SR S Ak Bshnlis v SO AL 5
0111 B85 Ty S, RIASOITIR AL S AT VR I T i B B 3 i 2Lah it
RIS ARG T T %

[0112]  fE— B8y S , RSO AL S0 EAT IR T I A B AE TR Z AT A
it iz 51

[0113] L85 Ty S , RIAS SO IR AL S 0 EAT VR 7 1K) 3 i B4k e vl L sh W i P &2
R SIHMR U o

[0114] 5 — S8y S8vh , A SCA AL & 90 FIR VG ST W S 30 b (K AE , 2 v i 7L
R ENITHT o

[0118]  fE— Mo Sy &b, A SCA T AL & W F T SLSh P b g A i VR T o 7L 18
Jr S AR ST A S RERAG T FLEh A P VR AE , b R ey L34 AL &
FOGURE NG THEAE o ££—NSERETT S I EAE A2 W VR VEREAE -

[0116]  FE— L85y S , A SCA TR &P FI TR 7 B Wy AL 3h P v 5 & A BRI B
RO o AE— B85 T S 0, BTk 8 B POmBCIR DL TR VUR 8 I IVE 55 W R
BT E R SR o £ BESEHETT SR, iR 8 R BCIR DL S T E K PR ECIR
Do A BB St 7 S P, Ind 58 I PORBCIR Dl 58 AR TE DR BRI .

(01171 fE Mo Sy Ty &b, A SCAFFRAL S T 5L 3 i 58 A R R S0 7R
J7o

[0118]  fE-— oSy S, AL AL &Y T 2L s i 1 DUR R VR T o A —
SESLt S b, Bk I WUR & 5 I WUR B8 T LR R LR B/ i~ UL
Jo o AL BESEHE T S, A SCA I S W ] T Sl A TR T o AL — LU SE T 5
H, AR SCA RISV T SL sl b 18 SR 4R R T

[0119]  fb&

[0120] (1) (T (TTD) S (IV) (V) BV AL G, 55 252 Bl A2 1 2 AT 24
W VEACH I ANZ 2 B n] 52 IR TR 5 A& MEBCE S AR 79 70 o A2 58 SEME DT S o, AR SO
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A A B W) A MEBCER S AR T o AERF B SEHETT S AN SO IR AL A5 0 72 ME R 52 495
T o FERF 5 S i 75 58 5 A SCHITI B A A W) A28 BT BRAELAT S R ) 32 B2 A B 03 Tk
P BHE T80 2R 52 A e it 79 AE SRS R 2 AR 1 o

(01211 72— MBS Jy S oh S AR ST T KA B 400 o S 2 52 42 B 8 79 R BEE BB 3K 32 AR 5 4
7 EATIR I - Fo RSB S A Bl s A1/ SO FLIRAE S OIS 75 B ' e 4 R
TUEBE I TR s A1/ BRAEAR S0 FUIRIE « OR S 75 N A 5 0040 L AR 1) i KT B A% 7 5
AN/ BRAENSETE PR (Tshikawa) 40 22 P ) S ISl s 1/ BAE NS B W iR (Tshikawa)
M AR P T BEh s AN/ BRAE R B BR 5 e P AE AR A TRl s A/ BRAE R R BR 18
6 T 7 A Py R (1 sl s AN/ B AR A S R RS A B Y B 3 S e 1Y) e R A B AR
R FEFLIE BN S S A B B S A AR B TR T

[0122]  fE— R8Ty S0, ASCHTR AL G4 S hERG (N ZEE ther—a—go—go—H I Ak [ ) i
TEH A I 0 B N AR LA Y A/ B 7 B AR A QTRE KPR R BE PR/ B R AR Y = PR BR
IR TRV L G R e L A P R ) KU

[0123] A8 Me Sy S b, AR SCHT IR (1 A6 510 B A B AR B /N (R 28 N T o 11 ] B
T, A/ BCR A PR AR B A/ P R 9 i — 3 44— B S5 (HPO) il ) m] BB T, AT/ B0 7 B A 10
51 BN S R ] BEE AT/ B R B O SRR VR R R RE T

[0124]  fE—R85C 7 S, RIF IR 4R 40l H 20 M Bm BOIR DR AR SCP ik AL S 0 A
A AR B /N B BEN T o i ] BE M, A0/ B A e AR AR B /)N R T - 44—
SL(HPO) FH i) m] BT , A1/ B S 73 B AR 5162 B 58 Ay A ) ] B P T/ 7 e AR B B
PR AT RETE o AL BRSKHE T S, PR 4 42 T 10 2 O BOIR DL e 18 A B B AE o £E—
SESLE T SR, PR A 28 B U0 2 I OR BCIR DL 1 B IR BRI o

[0125]  #E—Jy i, A SCRr IR i 2 s (D B 1 BRH 2457 BT 3252 (0 SR BA AL -

[0126]
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[0128]  RYEH.Ci—CobE REBCI—Cofb I 5
[0129]  R*JEH.Ci-Cobr LBl C1-CofbE L 5
[0130] RngéCrCsﬁi)iﬁ% ;

[0131]  BRR*AIR’ 5 EAIPTIER NI IR K/NC}(RZB)‘ .
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AR K] 75 5 L BUAR B A BAR ) 2% 55 3 L —Ca—Co TV 4 3k — (CBUAR B R BUAR I Ca—CroFR ) .-
C1—Cao . f58 2~ (CEUARBUAR BUAR I Coa—CroZ BR 52 2 )  —Cr—Co MV e 28 — (AR B B 1 75 2 ) Fil-
C1—Co MV e 28— (AR BUR BUA R 28 05 52 )

[0142]  BANR™MS7 I B BUFCEAR B Ci—Colie J5 B ERR B Cr—Co 24 e 2  BUAR
B AR BRI C1—Cofiube 52  BUAR B AR BUAR I Ca—CroFR e 45 L BUA R AR BUAR K] Co—CroZ& B i L B
RREAR B 75 5 L BRI AR BUAR ) 2% 75 3 . —Ci—Co P J5e 8 — (B B R BUAR AR Ca—Crod R e
5 \—Cr=Co e 2 — CHUAR B AR AR Y Co—CroZ PR BEIE ) \—C1—Co V. fit s — (AU BUR B 5
5 FH-Cr—Co P bE o — (R B BUAR I 24 5 45 ) 5
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[0145]  p/E0.18K2;
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[0147] X} T A SCHTIR BIATAT B A E it 77 48 , BRI IE B B 7t 1) 236 M 4 - ol
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[0148] 7 —UESLiE T &K, W NO J2 HLIRCo—Cro R IR BE L 5 25 AR b2 Cr—Co FR T

s t21.2.3804,
[0149] 7 — e sz jfi 5y &b ,RZHMR°E BT EZEBNEF — & B WK
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[0151]  fF — 86 s i 7 £, RPRIR 5 & A Br & BN JE +F — & B &
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{5 FADIBAL-H. 75 A 3d R A 25 A T AT B IR 28 A A5 2 25 A XXX T T LI o s 19 PRI A A S5 1B
FEH I S TS /b7 (Dess—Martin periodinane) . #3044k (Swern oxidation)B%PDC.
[0466] {3 F 38 1) 980 A 77 Ak B2 435 Mg XXXT TP T4 280 &5 A XXX TV ) B34k 5 ) o 7 — BE S i
TTEF, WEAER R F M ORFHALN-T8C T & F b = 2 2 = /AR
(DAST) , AR Z = . vl G AH, A& AR N A& B FEE2)-78°C M AE & F b fif
X (2-F 4 FE 2 5L ) Z 3 = AL iR (Deoxo—fluor) , T E R EE AL X —A 1] FACH LG
TR, A B Ak S R 2 A AL AR A I SFa HF o £E 3 — AL 5 b, A 38 B Ak s R 4% 1
BFELELI0C I S F el R R BES = 2 e, Bl S 4 A DY T 2 A

[0467]  YE—ULsL iy & v, 1 FH 465 R4 XXX T T AR I ) 46 45 B XXXV T = AL & o 76— BesK
Jit 7 B, K 45 M XXX T (¥ B FHPDCEY =y i R 1 484K , S8 J5 138 FH SPa HF AT AL 2, 15 21 45 44
XXXVI =& A.
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[0468]  7E—HEsLii /7 S, A% FH A5 A XXXT T TR P | % 45 A XXXVI T T b &4 72— 28
SETTT R AL -T8 CAE SR b R ] . & B 2 A = AR (DAST) 4b 38 25 M XXX T T T
W R E iR AR — e sy Brh , fEA-T8°CHE A b R X (2-H 4 3 2,38 )
A = FHALER (Deoxo—Ff luor ) AbFR A5 XXX T T TS FHE E =R .

(04691 7 £3d ) AR 7 S 245 1 B s 22 R0 o 78— Bo Sz i 7 2 b, 24RO EMsEL T, &
T AR S N A% A A AL R K L i, 78— BB S b, 4R Chz v, ]
AIE I R R R SEAFFE AT FH A SR BT

[0470]  7F—UBSEjfi s b, AR AR FT A 5I ATRALHIR™ FE ]

[0471]  JFE9:
S gY
R3007 R300’N !

XXXX

[0472] o 9_{
—_—
rao0-N_ ’ — .

XXXXI

200K XXXXI
0 d) F e) N P
R300 OH R3007 N E R300 H
XXXXIV XAXXV XXXXII

(04731 FEAIE 1) S RLZ& AT A5 FH A 365 110 30 A 7] Ak 388 45 A4 XXX e 4 380 465 ) XXX T T 4 9
B AL — B SEiE 5 b, A IE I FAL I 2 R = FALAR (DAST) HAE ) [ v 4%
PFAEAEL-T8S C IMEH & 4 HFHR E R A — Sy S &, A& 1 JAL 72
SFaHF o 7E A BRI SE i 77 7P, 7E£90°C R AE &0 Jog A 41 FH R T 0 RN = 2 i Adh P 45 4
XXXX[EE , Bl J5 VY T S A e AT Ab B, 79 2 S5 M XXXX T B AL A0

[0474] 25 FXXXX ) B () A0 73 B 25 M XXXXT T % , SR JE AE 20 -T8 CAE & R b A H —
L HERAFE = HFALFR (DAST) BEAT A ¥R H FHE 2 =95, 15 BN Z MIXXXXT TR ey . /£ — L 1
BCHE T R, AE L -T8CAE AR e AT A (2 B AR L 2 B ) EE = AL (Deoxo—
fluor) AR £5 MIXXXXT T RS T FHE 2 =l , 15 B3I 45 M XXXXT T 8 AL

[0475] g 25 FIXXXX TV B B 45 14 XXXX T T I 7 ] 4% &85 X XXXV =34k 54 o 7E — 2L 5L i
7 & AEL)-T8 CAE & Je AT — 2, B4 S 2 = AR (DAST ) &b 2 25 M XXXX TV BRI
FHRE = 15 BN S HIXXXXV =R A A — S sty R, R4 -T8°CAE & #¢
WA X (2-FR 4 0 2 08 ) A 3 = F AL R (Deoxo—TTuor ) AbFR 45 MIXXXX TV R FF FHE B =
1813 BN S XXXXVE =/ &Y A8 — sty b, 72 @ P e A L, 3-TA BB
BF3~O0F t24th 38 25 # XXXXT T 1% , B J5 760°C &0 FF e b 38 ALk e VU (1:9) . iR —H
S R AT A0 ER , 453 B S XXXXVI = FAL &9
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[0476]  fE—RLSHETT S TP, QIR AR 10 FIroas 7 45 FIXXXXT () B30 AL 55 0 45 BN £5 I XXXXV T T
BXXXXIXHAE S5 - AR o 1 AL & ) (E R ER A A I 7 e Akt m] AL i e A

aWe
[0477]  JFE10:
[0478]
RZO',\OO/\_/L@
~ F , F > XX Vi
Y e (Y A e
; 4 _N_
ra00" Ny _ N o/\r
XXXXI XXXXVI Ry 00Kxvill

| |
ey oy

| R, XXXXIX
FXXKVN

[0479]  YE—ULsLjiE R, HRPOSE t-Bocl , WAL = I N 7E S 43R O e b Al A B iR Ak
R 25 R XXXX T HR AL 51, 43 21 5 A XXXX VIR i o S8 J5 1 45 A XXXX VI i 5 45 M XXk &
YA, LR AR T FTid bR 2R OR Y3 A8 — sty e vh , 75 2 v i AR 20 B R IR 44
Ab 3 25 R XXXXVII i 5O 22 2980 °C o A H B 5Lt g S8, 78 £ T AT YR & T A i i 4
AL S5 R XXXXVI i HoInFR 2= £180°C .

[0480]  7E—ANJ7 I , S A6 o i ik B A ST R AL A4

[0481]  7EBEAN UL B A5 ep , R A e FEAUAC I B A SR AR N SR 6, DA AR o 1358 43 A
tE.

[0482]  SCT R4 LM G S L 5 R d BRI PE AR IR 7EGreene filWuts , Protective
Groups in Organic Synthesis,3rd Ed.,John Wiley&Sons,New York,NY, 1999l &z
Kocienski,Protective Groups,Thieme Verlag,New York,NY,1994-F iR "B 1AL
USHIXEANFHNE.

[0483] fEWKHERA

[0484]  FE—AT5 I, ASCHTAAL S RA — A Z Dl 3F &AL 0t
SLH ARBUSHY BUAEAE o AR ST R AL S0 B 58 BT A A A il e 4 o il e Al FH 22 1) e il T 2K
Fe HIE YR B« A UM AL A A 7 AR B A i X (syn) s s (anti) .
entgegen(E) fMlzusammen (Z) 514 S HO& YR A - AE R L8 St 7 b, @i ik &4
1AM EHETR A5 e 6 R 79 79 S ST Bl — XS AE XS B AL &4/ £ 0 B AEXS i S pa A
F RIS 27 2 R X e S A A 1 A SC il AL G 1 1] 4 FL SR R I STAR S A A o A — B S
JiE 77 G, AR AR ST AL A W AT AR A il S A4 A3 AR ) 13 AT 06Tl e A AR (R % 9 o 7E
— AR T S, T T R ZE R A B /AR R a3 B AR e e A A o AE B SE T
ZErh et B, B A T AR R A ) R I T A R B A B R S A AR
S8 AT AR AR B . Jean Jacques,Andre Collet,Samuel H.Wilen,
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“Enantiomers,Racemates and Resolutions”,John Wiley And Sons,Inc.,1981.7F—L&
SEE T G R ARG BN B AR AR A A

[0485]  ASCHITIA ) 512 AL WA 45 T8 2 T B 20 i A T8 X (PR A 22 e A4 i A H
— 7, AR SCFTR A AV A Z 5 RIS R T S AR, X S A B A R A
T PR A Y A HEAE A & T N B VSR o 54k, AR SC TR AL T DL RAAE VA )
WA TE AR AL, AT DL LA 525 % bR 952 BE IV WK L & B S T O AL M0 B T XA
TE o« R SCFTIR AL B IR E R T A A FE AR SO A T

[0486]  7E—LLsji Jy S , AR ST IR I A W i & AT 2 o “HI 257 AR AEAR N B A Rl B
RZIII 257 BT 2900 2 R, U AE— 2805 N e T etk BHAZI MR S i H - &
ArvaEE s 1 At FH T B 2 491 ] AR PR R IR, T BEAR WIAS 52 o BT 25 9 7] e AE 25 A A P b B
A L B2 IO VA TR A2 — S8 SK T S BT 29 Bt B 1A R KB T - BT 1
— AN AERR 1 1 S e AR SRR AL S, AR lE (R 2™ ) i 5 H 2 B J5 2 AR K A
T S PESEAR o £E— BB ST 5 Ze v, 100 M SEAR S A SR K By 2840 540 - i 2451 — A4
BB IS AT DA 45 S AR IR T B A BRI IR CRZEEIR ) i IR AE I A (A1 4 A AT 22
P8 43 o AE S RS SR 7 R, AEAR it i 5 125 DA 7 s AL GG A i A
P BORITIE TEIE X AR LS 7 2, Wl — A e AN P BREGE AR B 25 AR 2
AR A SR 5 2 BRI TR .

[0487]  ARSCHTR AL & V0 HI 25 AR E AR T B8 L TBE B R B B ARk PR B NI B A AR
V) N-BE A S e ST AR W BRI ZR AT AR 400 N2 JE A Tl il SRk 0 2 R AR B4 ok R
TG EREE .2 UL, @1, Design of Prodrugs,Bundgaard,A.Ed. ,Elseview,1985FIMethod
in Enzymology,Widder,K.ZE A ,Ed. ;Academic,1985,vol.42,p.309-396;Bundgaard,H.
“Design and Application of Prodrugs” ,A Textbook of Drug Design and
Development ,Krosgaard-Larsen and H.Bundgaard,Ed.,1991,Chapter 5,p.113-191; 1
Bundgaard,H. ,Advanced Drug Delivery Review,1992,8,1-38, H.h&— id it 51 H It
AR AE— BTt T7 2, B AR SCA TGSV B 52 BT it 2, Hod iz i ik 6 Nk
AT LR | Jon A A B A SR e SR I B AR IR O R TR R I R R

[0488] U EESK 1) Y Rl P LG AR ST (146 S W0 w24 T8 3K, R w25 7 40 P AR AR i
A TR R (D) (T (TTD) S (IV) (M ER(VD AL G ) o AE— A5 DL R, — EAS frid
AL ST L2 5 — T AE B AL S RT 2

[0489]  FE—RLSEja 7 i, AR SCHTR KA S 75 FR 88 4 B AL moar & P AR s BL R
JB AT IR G R b 5] NI 2 1 BRI B AR StV BT B 1 AR IR 12 o AR s S i 7 &
AN 28 1], B AIRESL I 5 5 PR AR s B2 P e Je e ) 5 0 P A R A i 2R S B e 2 o
[0490] 78 55— NSEHt T B, A SR AL & 52 A Ar 2 (B sess P 1R 22) AR 10 i B
I s — M S T BhR e, AR EA R T8 Kt BIECR G ER 7 ARV RO R B
Rothrid.

[0491]  ARICFrR AL S EFER AL = ARSI &Y, B 1 LT FESERLAE A5 AR S0
(R 25 e AN 45 A8 P 1) IR 6 Ak 5 e AH R S  — B AN S5 B i e B AT 1) J
S B iR A S AR Sl R I R PR B E AN R A R T AT A SR RIS
e I AT 25 1) S A BB A B 28 R SRR TR 2, 00 °HL P HL e M e PN oL o,
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PSR OCT S AE— AN, R AR T A SCATA AL A a0 BIN 1 805 1R 7 2 491
APHATCHIAL S, AE 29 R/ SR Z 53 A1 AR 56 P2 A7 PG o A6 — AN 5 T, FH IR A7 22 491
W b it 7 B (0 AU AR e MR B S I — 58 VR TT AR 2, 0 Ak 1A~ 3 S I e B
I E T RE D AE— LS T R AT AR S — NN A4 —
ANEZ AN URF TSR

[0492] 7 F3 4R B — P R SE T S, AR SCHTIR A A W AE 18] 75 £ 00 A Wit FH s AR
W P AR A AR G FR A T RO S BT R IR 7 2R

[0493]  ARSCAE FH “245% L nl 832 (107 & Ae AN T BR AL S 00 AR P03E PEBURE VR IF BAE X 8
BRI L B A AR SR R R, B S iR AT DA R AT S i A 2 SR A A BB I AR RN
LA EN T REGEH A AW ATAT R EAE

[0494]  RiE “Zy2 L nlH252 (0 #87 & e xS Bt FH 09 AE AN 51 I 25 3008, FF AN BRI &
WG A s e R M SR A S R L5 o A S SR T o rp B AR SCAT IR L A 5 1R
RBLIT RIS 24557 bl 8252 19 £ o B n] DU DB A ST IR (14 &) S50 SLE 56 T 3R 15 2
2 LRI ISR .

[0495]  ACHTR 4L AW m] DIAE N EG 2 B rl 8252 (9 S0 R /ol . 252 B Rl 52 1
AR EARR T (O BRI S, & 2B A i i S o X 5 252 Ll 8252 (1)
P S LT T G > BTk BR 45 TEHLER , FH AT Al 3, 19 G 3 R 3 S VR PR & L I IR 6 L Tl 7R
i IR S5 BUE HLER , FHLATE L, Bt 20 BR 2h TR R 2 . CURR 2k IR IR TR R 2 3
CPREL I BAER £ FLER £ TH IR £ VDR HAER #h L S R IR £ Dok IR VB IR . MR
AR SRR AL R IR E 3 (A- SR A R B ) K R L R EE IR £ L bk ER 2h L
WEPR L TR Eh 1, 2- 2 IR £k . 2 ¥R JE 2 AR Eh T R B L I R £ L 2- 25T R 2
A-FEEXOR-[2.2. 2] 20— 1 R IR EE VHI PERR IR #h .4, 47— R X - (3R -2 JA -1 %
BR)Eh 3-IRIETAIR 2 = B AR EE T R Eh e AR IR B TR R 3 S &R
PRI LR R ER K IR SE VIR IR £ R B RRER LT R ER R R SR R T R B TR R R £h
555 (2) Y RHERAA Y P AZAE R BRI T4 8 4 4 S S 0 N B R (49 o R
EREEPER) B4 R B (e B B £ ) SRR (AR R ) I R ) £ o AR — e
T AR SR AL A T UL 5 A HLBRECAL AT Sk , Bl H AN R T 2 B R 3k . — 2 B Rk
ZEERER R T SRR N-F AR L L RO R B = R ) R R AR e A O
T AR SCHTR AL A P mT UL 52 BR T A EE , B A PR TRS R #h L i = BR 2R 55 R 5
A0 F B TR I A A T B 1 ] 42232 ) LA AR E A IR T A A S5 VA A
A R ER AN R BN

[0496] N MR i, 13 1) 25 % 1 m] 352 1 S A 5 JL VA 7 s e 20 B L a8 AL 2= it
SHEARMLEIFEREMIE R, BT CAE S 2552 L2 I Aok | 2 SR 45 1) it
PRI B o 2495 S KA, TERROK A1, B A R BERT , T2 B AR SRR AL &
1R AR AE AR ST 3 R AT DA {5 b 1) 48 BB o 53 71 » AR SCER AR AL A 4 Pl DA
PLAEVE AL RS A ) T A7 AE

[0497]  FELLRE

[0498]  BRAR S Ui, 2EAS R CEL G U0 I B ABCRZE R 5 ) A8 ATRG LA N REEEA T i
25 H ) Lo AR B AR BT SC S AR TR AN 5 A5 i BH AR BT B R BRI SR A A A A
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BHEOE A M MR R R B AR R B AE Sy a4 A B ONMR VHPLC
B E P EY A A DNATE AR RN 2 28 2 S5 W TV AR AR HAE H, BRAE 34 U, AT
FH B B R /B AL ARE “BL T DA R e A A a0 s e
AT A TS BRI o AR ST AR 3 19 AR RN 2 T 202300 B 1, T AS REARE 0t i
A 1R = R PR A1

[0499]  “Wek” JLIH & 45 I8 Wy e et 2 o e 2 A2 A RN B AN AT o BE 2350 4, AN R RN 8
SEALAN, 7T DU SCRER B EL R o “Bedt” mT LR AT 1-6M ik IR (RS 7E AR SO tH IR
BB T 01 “1-67 A 4 4 e Y P 1 R AN ol s “1-6AN Ik I 7 SRR b S mT DA 1A
W R 2 S 3N B H2| H AR R4k, BAAAR T TG R iE T
B G ] AR “Be " AR AE) o AE— AT, e B e B A\ LB VTR R R L IR T
ST AT ERUT A AR e R AR R A R TR LR AR R VT R RT
HE AT R BUT AR R B U TR A SR T 2 A T 3 R R A
— RS B SRR AN AN AR TR AN E AR AR

[0500] R4 WLt B Je 45 i) fedk o AR AAT _Ead (1) S be el o M e B RS AR
AT LA RSCA Ve 2 o 3 AR ) I e B AL R AH AR T~ CH2— . —CH(CH3) - ~C(CHs ) 2= =CH2CH2— -
CH2CH2CHo—25

[0501]  “Besd 2" JE 2 4 (b2t ) 0-JE [, Horb e R A SR o

[0502]  RiE “Br e A" & e -NChe k) xHy B2 7], Hx My ik Hx=1.y=1Hlx=2.y=0.
[0503]  ARiE “FEE fa B AT i+ 2 il 10 9E & ol F 48 RE-P I, K
B T B RV M B o ARTE “O5 B i BRI o5 i (95 37, N o ) A2 B
77 2 (B “IR 75 A7 BTSR[] (5 IRE g ) o 12 A VB0, 4% BR R B 21 22 B0 (R A
AR X R ) A

[0504]  A4E “BrPR Y7 B TRIN” A2 15 H A BB 2R 0 S A0 i R I PR B R o 1%
ARTER X 23 FERR IR R ZR IR, Z IR B B B 5 & /D — AR TR I 5

[0505] A SCAHE A ATE “05 257 & 45 FL ip A A I B I AR R o i 1 5 BR o 5 AT 3k
A HAR o AE— AT 1, 75 3 A8 IR B 2R AR — DN, 5 3R PR e — Ny I, 5
Co—Cro75 2 o HU R T4 44 , 75 25 AT DL SRy B BORA 2 A (RONE 5 38 ) o fE—RL Ll 77 S
FHER—ADBEANEE D EEZ NIRRT

[0506]  RiE “FRbe ™ & §5 IR 2 B TR W i Ak 05 & e 2L A, oA A il 30 19 B A i+ (H
BRI E T IR B EE T LU M AN B o AN  BRbe 25 7T BL 5 55 3 &, 9 B
P AL T A2 75 B 5 1Bk b e R R B 310D 3R R 1 2 A o 7E— L STt 7 22
SENEZ VB SvA S EZNvAE: 2 NI RE- I Z 957 7 9374 7 B T N N7 RV 7 N5 8- 7 T IEZ Neae 2
fie ] DL BACERCR BRI o Bk T 254 , B4 Je B ] DA By 2 ] B0 22 [ (RIIE B b
e, BIEAIR TIRA-1,1- "3 R T -1, 1 -1, - 3 e -1, 1- 3 -
1, 4= IR BE-1, 1 - 58 o fE— T H, PR e 2 A2 Ca—Co IR e 2t

[0507]  R3E “pi A7 B “pi 27 B A 2 dE R (F) V&U(CL) VIR (Br) B (T) o 7F— 285K
T, X 2 AAFEC] o AE— ST S, i 2 AF .

[0508] R “Fle " e 45 P ) — DM DNER 3 Sl m R I e e — AT
[, e 25 e Cr—Co TR 425 o £E — LESLE 7 S, Jobe ke Fh e 2, Horp e i — MU 7
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B BT B AR A B S e, JRUGT A e U, o R R AN U R T
P A AE— B8 S 7 S, ek e = ket , Ferh ek i) = AN SR R 5 B AR
FE— LB SEHfE 7 FE T, ST L BT, L b AR B = R e o A ST T R, B
F & ~CHaF . —CHF 2 —CF3—~CHFCH3 . —CH2CHaF . ~CH2CHF2 « ~CH2CF3 —CH2CH2CF3 . —CH2CH2 CH2CF 3, —
CHCH3CF3~CH(CF3) 23 ~CF (CHz )2

[0509]  RUE “FV K" & 48 A FbE L o AT AT b a1 — Ay i Joe 2 ] i A A e 2 | < B
5 AN EUE T I RO T e = o L2 (31 58 A 5 AHAN IR T —CFo— . CHF = . —CH(CF3) -, =C
(CF3)2—,—CHFCH2—.—CH2CHF—. —CF2CH2—,—CH2CF2—, —CH2CH(CF3) - —CH2CH(CHF2) -, —CH2CH
(CFH2)-%%.

[0510]  R¥E “Jebe A" e R IX ke ity bt , Hop e R i — N ER AN B R IR 1 1de ik PA AN SR
+, B4 B (B -NH=- -N OB ) —) IRBCH A A o /E— DN JT I, Zbe 2 Ci—Ce 2R bt 2k o £
—BE ST R, FRGE IR Cr-CaZi ot o AR — BB T S, R A X R e, o i
B — DB A 2R IR TR R (B Fe i e B e S R e ) .

[0511]  RiE “FRIF” B HREIR” iR & A 1-41 R JE 10 55 B 4 30 (HRRAE J 05 22 ) A
IR I (PR AR 2R T AR ), L 0 b i) % 2 S 538 5 O LSRN, Hep AN R 3R ]
FEHIE RPEHA-10D R T, I B RATAT A S P A B EJ 0B S IR 1 o Al 75 B R A%
AR ] (AR E AR R e ) B4 78 HEHR SR e A5 A 3 L B R A i 57 7 Mk 2 A R A £ L
W RS A 25 R R R AR 2R R A B FR R 3TT AR IR R A 1 — A 2
WY PRIE 25 o 470 ZR 1 L A () — A8 2 1Y T e 2% o 5 70 R R ik [ 1) — A 9] 7 A R e L o 6 T 2%
L B ) — A T Fe MU WE S 5 1117 1070 A% 8k [ ) — M9 - Je M bk i o AF 75 B iR e A R T 1Y
51—~ WL e | DU S0 g i — SR g i | DY S Iy i | R A Je R | U S g i L S
R % DU S P MR L IR g e | P R | AP R s | MR URE e L IRV s | WY AT L YT g R LA
TR T e R AR T e A L R I S | SRR P B AR B U S L R
PR AL, 2,3,6- DU E L UG -2k L g -3k L IR AL 21
AL AL G IR L1, - GURFT AL LRI, ML RIRIRIE S
Weg it | SR Iy i | T SR I | L T e | IDK AR BRI K T e L 3- R [3. 1. 0] L e
FE 3G R4, 1.0 ] PEJ5e S  3H-Rg gk St R s i . 75 5 I 2 A 21 A1 1140 491 A e o 3 L ok
A L W i e | kA | = R R kg | D R | R DR Wy | SRR L | MR B IR |
S U N N7 N B NG (18 S N 14487 I 5 S U B S 117 8 N 248 SN
Mok | TORNZS 5L | Ik Ngs R | =R R | S|P | MR B WD SRR IR TR RL (TR TR RL IRAH L R
FEIR I s L O IR Wy DR R R | O IR A e | W R R e | e W R s | B W R NI g L
WE 5= o R EIA] BRI U, BA L] AT DL e CRERERY (BRC-TR 45 1) ) BIN-TE 42 () o 4911201, F AL g 17 A2
) 1 AT DA e L — 1 - J (N-E R ) AL g —3 -2 (CREHE IR ) o JHh A, FH K PR YT AR 1 2 141 AT BA
Fe R I — 1 — B BIOIK P -3 5 (38 JN-TE B2 ) ) BIOWK P -2 J5 | IR ek —4— L B K IR —5 -5 (5 9 -3
PR ) o AR IR TR B AR RIS 0 22 o AR 55 B R AR IA ] LU — DB EAR (= 0) il 7 BY
A Btk g e -2 o

[0512]  RAE “Jo5 2" B “H 05 TIRA” R fR A& — A B ANk H &L AR O P00 5 1
) 577 5k o 2 75 FE Y UL PR B LA R
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[0513]
Nz//,\

Soloel ©:i}> 3 _7
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U@ \?@Nj “\’N/ \O/ :\'

SN %%‘%%ﬁ%@%ﬂtmﬁ‘%\%%%\%%%\nttﬂiﬁ\zﬂiﬁ\ﬂttﬂ%%\ﬂﬂi%\ﬂ%ﬂﬁi%\ﬂg%
S A WA R AR R | S0 Ak B p i B kR R | R R I e R e L AT
M AE— BB SEE T Rrp , Z 35 AR IR TP S A5 0-3PNJE 1 AE —BBSE il R, 2455 FEAE 3R
H S -3 o AR — R STl 7 R, 24 05 AL & A 0-3NJEF . 0- 1410 JiFF10-1
SR F AL — LSl T S, R 05 R B IR BB 2k 75 i AR — BB ST T R, 405 SR
Ci—CoZR 75 5  7E — RS /7 S, B PR JR 75 A Ci—Co IR 75 2  7E — U SE i 7 R, L PR 2R 55
FerEbTTE6 TU AR T s o fE S SEE T ZR , AU AR 05 At Co—Co e 05 i o HU AR T 45 40y , 2 05 2
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0)2=) BT B o 22 B A] LA 5 55 BB R 07 B & o A — BUSE 7 S8 h , R e Bk 0k ) M e
P bt e | DY Sk g s | DU S Wy s | DU bl g S DY R M e IR W R | P R L A A
N b s | WK W e AR PO bk s o A 5 2 IR B 048 B A3 IR R B K AL 54 R AEAN R T 5
W L R RN SR AE N T Z IR S AL Co—Cro 2R FRBE L o 76 53— D7 T » 2R 58 A2 Ca—Cro 2%
INBE S o AE— L SEHf T S, JIRBE SR AEFR R B 0-2 NG o 7E— RSl 7 S, 43R be
FEAEFR P EHO-2PNEF L 0-21 0 FFI0-14SJE T

[05156]  RiE “8” B “HLeg” AR R 2 A1k 225 , B0 Fe S e 1 SR B AR B K
(1) 3 25 RA) ) — 30 B, SR RS0 4 Z TR R AL 228 o — D9 T > 24 A SC R 11 22 ] — A B
Tmﬁﬂﬁﬁlfﬁf Mﬁﬁf&ﬁfﬂﬂ?ﬂﬁﬁﬁ*ﬁlz@ﬁ,ﬁk M.

[0516]  RiE “HE 77" /& f6 0TI A BEBUE B A oAb 2380 78 i A RN 7 B
Bt A 4> F Bk 2R sk
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Cryptophycin 52.Vitilevuamide.Tubulysin A.Canadensol.&Z% 1 % .Oncocidin Al
Fijianolide B.Laulimalide.i% &) (Narcosine) Nascapine M AR . 2 BETA BE — %
. Indanocine Eleutherobin(f|#iDesmethyleleutherobin.Desaetyleleutherobin.
Isoeleutherobin AF1Z-Eleutherobin).Caribaeoside.Caribaeolin. K H ¥ ¥ 4% 2B
(Halichondrin B).Diazonamide A.#RZHiHNlEADiozostatin.(~)-Phenylahistin.
Myoseverin B.Resverastatinfifffig4H .

[0617]  FE—AJ5 1,20 (1) (T1)V(I11) (IV) . (V) B (VD) AL BB L 2525 B Rl 252 1)
£ 5 MR A e 91 A1) G B 535 1 B JE 5 Il S BB PR Tl B 2R A VA B IR B ) =
AU = VR VIS TG IR () s b i B ER D L B Xa 00 ) () Ak R
draparinux. Ff%¥>BE . DX-9065a BK VP BELYS177175LYM150) BB ST & UL A% & L CS—
TAT (ALK H \LY640315) Ay S INFFEBIBR 1048154524

[0618]  fE—esijiy Zrh, A (1) (T (T1D) (IV) (V) B (VI B4k A M Ek H 252 [ a]
B2 1) 8 5 1k SRS A A AV YT AT BE FH A AR (D) L (TD) L (TTT) L (IV) (V) B (VI 14k
BB 25 TS I L L U AN/ BRUBC T T 51 AR R O B R

[0619]  JEREFVELFEAHASPR T« MR IR — 1 52 AR5 B SHT 32 A5 30 77 (451 & P 70 B
w5 FEBE W) B R U W BR AL AT W B L GABARSZ A4 38 5 751 (1 2 55 ) B2 Joa 28 [
B (] on kb ZE K P IR JE RS VIR JERa TR 55 L 22 T e 35 B0 (ol anE AN BR T 22 3% 37 B - FU VR
2 TIRNE BT SRR AR SRR L B ) (P R (LA I S AR RS B ), 1 E A
PR TR FR B R B L SR R B L SUOR AR L SR TR L ERIR ) L KRR R (M {ELAS PR TR L 1Y
SRR i KRR ) S e (B EANR T 38 i s 22 gt 7* (emetrol ) S I )
[0620]  #E-—desijf iy S, (1) L (T1)(I1D) . (IV) (V) B (VI) 4k A ek H 252 F ]
B2 5 H TR T 3 LR 25 7B A8 o 38 MLVR Y7 72, 91 T3 8 41 40 i A e 52 1A 8
JE A (B L A A R )

[0621]  FE—2esjf )y Zrp, (1) L (T1)(I1D) . (IV) (V) B (VI) 4k A e H 252 F ]
L2 #h 5 H TR YT b PR 20 A 8 RE ) 24 70K S 15 o BT VR 7 8 v PR 4 e ek 2D i
(R 243 700K S A5, HEAELAN R T30 7 b P RS 40 ) 7 A AN T B R e 1 AR TR, 481 n A RZ 40 e
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HE YK R (G—CSF) o« G—CSFI S 440, 35 JEA% 7] 52

[0622]  FE—esji 75, (1) (TD) (TTD (V) (V) BV AL A s 252 F]
FESZ R R 5 R o S B — g e FH o B2 SIS [ B L R ARSI T« R AOK AR IR JE A BT KA
PR ] T 2 PG S 7 L R SUOR A A A KA A A3 78 PR R ARl Ut 2R S A AR L &P HE
T SR JEE P OAR AT R AR Ll SR mT R A R O L 2R S L 2 R Ry L 2 A o
HhZE KA UL AT 2 IR B R R A S RE T I VA FOR R VAR
JE4ikn RN EE BRI  BE R A VAR T VR R EOK TR VR R RIR B E VR R
FE SR A I 8 A3 KA VA AT IR / 57 T T T AL P B RA TR T BREAL AT RIS T
FREA T HI R VR R R VB IR B RA S B R JE T B TR FR R S T R ER K A K
PR Je REE VIR Jers /IR Je ks e FISE &I B T I « il 2 P e A S i fih 2R

[0623]  FE—ANsLj 75 e, AR LB & i AR (1D S (T S (TTD S (IV) (VB (VID) Y
AW 255 b 8252 19 Eh 5 AR 8 850 28 25 (NSATD) o NSATD AL FEAEASR T« B J] UL AR L 7K
W 8 ~ e MR KA I 56 LR 7K A I LR 7K 49 8 8 ML RE 7K A% B HELRE, 7K A B 8% /K 1
By RJEH . RS SE ARV AR AR VS IR A VAR EL VS 2T AR SR VRS 25 L 25T SRR L B
PR BRI R ] B R AR BRI B OSSR IR K FE R IR SR S RV ARER SRS TV
UK FF &K RN F 25 AR L 27 8 B 55 388 JBE L COX— 245 S P 1 7t 3770 (9] U {ELAS R T 28
S A B AR AT AR AR A A AR A B SR A . CS-502. JTE-522,1.-745,337
FINS398) .

[0624]  FE—esja 75, (1) (TD L (TTD (V) V(M BU(VD LA s 252 ]
Besz 1 #6510 IR L R i A

[0625]  7E—esja 75 &, (1) (T (TTD)(IV) (V) BV LA s 25 % F]
FES2 0 8 5 TR T (BUBUT ) A3 o TR 7325 2 VR T2 8 SR V8 9 R A LB 5 0 o I
SHT T DL RRIR YT R S SEAARIR A 5 kL I i LD S R BUIR S S s R/ B
BB REE o & AR AT DA R SRYA T IR R C R (43 ) 2 1 M40 B AT S R )T iE ) o
[0626] i) ez 4 e i3 325 88 S5 1) — el AR L 7 Pl B A I v T30 B U PR AL N0 o 3 U il
P JTBCE 97 925 Rt B 38 TS 9 < 1) 5 A B R s A B A A 7 Y R 28 A8 ) o A P P 0
7V TR RIS A TP AN X8, 9 HLAR R RAERL LR . W7k 5 75 VRigl
Ji 45 W 0¥ B SR RERE

[0627]  RAE “HS 72 B M B AR AT AT A RS, B AR T-a. B, v Fa5 1
AL

[0628] &/l it

[0629] SRy [ AEA ST AR (36 7 VR R F A AT A, AR SCIE AR 1 3770 6 A0 il i o 2870 2
AT DM FER A A B A A R A X S DB — A Ol /N GRS, %
A RBE G AR AR ST (9 77 72 A8 A B SR TR R i — b A TG B 2R A AR B R /)
R AR RV S 28 AT R T2 A RLIE A L8 ] a3 T B I R

[0630] 401, 2548 Al LA — PhER 2 M A SCRT IR AL & W) AT AR S B 57—
PR AR SCH A FF 25 R A o 25 S ARt B TR T N 1 (191 T 255 245 7T DL 70 ik P9 VTR 4R B
A AR R VST SR ZE TN o IE R ST S A, DL R PE
FHBARAS , B T HAE AR SCHTIA B 7712 A 1 VAR Ui B 15
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(06311 ARG E—BEE —DEE A AR, 2575 4 5 A R A T 1 A1 R A
S T A SCAnA RIAL S PR — P el 2 BiAS R AL (B0, AR oA i 4 2 2K, /B
) o LEIEARE A0 AR BR 1 Tk S 4 A S5 A ASBR T 2 s MR AR e A B Sk RS AR 3T
IR AR AR NRR/ BV R B —— 12 AR RS P T A AR/ B T S B R A
FIUL B B AR AP . — B ARG — B UL 15

[0632]  FR&Em] AL T2 4% L BE ZR 28 AHOCHK o 298 Jin 28 1) 7 B B0 7 B & AT I
TEYI B 80 2 T R A A B LI, bR2E Al UG T2 45 b s 2 7 AL T SO R 2 M FT PR BT 2R
WIS, ARZE AT LA 25 25 AHOCIEG, B anA e o B A Al AN . b2 T LA RIR W A 00 T e
(K337 PR o RZE I AT LAFE Y A B 00 08 P UL B 0 A2 A ST K D75 v R A U B

SEHE 1)
[0633] 3 &5 i N Ay 1 1k AR 4k 1 i 4 4L, g AS 2 B i AR ST 4 AR R BRI B3R P 1 3
Bl o
[0634]  HhjE) {41
[0635] N, 2,5-=FF 4 & -N-F FL 2 F
| i

[0636]

[0637]  FE=IE NIAI2,5- H A IR F R (6.00g,33.0mmol) (RIDCM( 100mL ) & ¥ H s i B
BESE(3.6mL, 41 . 3mmol) o 3R 5 [ V& A ¥R 8 JHDME (0. 2mL) o K543 21 I VA VRAE 25300 B P 270N
INF, I 76 Wi 28 R A5 L BR 2598 70 KA BB T 525 3040 1 DARR 25 5 (1) B e UM T 43
FIFABE LS K HL Y A R DM (100m1 ) H HL¥A E1E0°C o [aHZ VAR R 43 5 IIAN, 0— - FF 3
PRI ER R £ (4.03g,41.32mmo 1 ) M1 =Z. % (6.8mL,48.78mmo 1 ) . K 1S BIHIVE A /L0 C R
BEFE30 Bh, ARG 7E =R N FEHEHE30 2 BF o S L3 AHDCM(50mL ) # B , FHH H20 38 %%
(2x100mL) , FH#57K (100m1) Feisk , ZeNaoSOa T8 , 3 3 , FF7E B i 28 R A% Blk4s ol ik =
el iZ 00 5, 153 2P TE N, 2, 5- = FF AU -N-FF L S Bk (7. 32¢,99% ), HiBE
I [) HE A T 26 [ . 'H NMR(CDC13) : 67.90(m,3H),3.82(s,3H),3.79(s,3H),3.58(br s,3H),
3.32(br s,3H).

[0638] ] {42

[0639]  1-(2-F22&-5-((PYE ~2H-ME Mg -2 ) B J% ) R L ) -2 (3 ( (VYA -2H- ML Mg —2— ¢ )

AR KAL) R

(o]

ooy oo AL )
0640 U .OH 070

[0641]  SE120:1-(2,5- IR L) -2-(3-FF H LKL ) 2. 1

[0642]

116



CN 104114551 B iﬁ. EH :Fg 105/146 BT

[0643]  [n]#E(2.88g,118mmol ) A (14 & 44 ) 7E THF (30mL ) 1 (VR A W Hh 5 T — 47 SmL )
3-HAERAESA(12.8mL,88. 1mmo 1) (¥ THF (60mL ) V& ¥« P 4k S ST &) EL BB T %, FF
FEA454) i B DN 4 1) 3— FF A LR R G ML - 7260 CIMFVZIR S W L/ SR GV A1 3
0°CofE0C T T304 8 B iz AW I 8] 441 (6.65g 29.6mmol) AETHF (70mL) H1 (K] ¥
o T-0CHEFE S BB 3043 8 I H #5 7K (50mL) H K o F .12 £ B A HX (3x 100mL ) i VR A4 - K
A I BIEHLAEUY FH 27K (50m 1 ) BEVE , ZiNaoS0s -1 , i 3k, JEAE B 28 K % k4 155 2
A AR 1= (2,5 A R 2R3 —2- (3-F A R 2R L) 2L (7. 99,95 % ) o 'H NMR(CDCl3) :
67.25(m,2H),7.01(dd,1H),6.92(d,1H),6.83(m,3H),4.30(s,2H),3.90(s,3H),3.82(s,
3H),3.79(s,3H).

[0644] 25250 :1-(2,5- FRHEIRIE) -2- (3 HL IR IE) 2. T

[06451 MO

[0646]  [5]-T8°CI{1-(2,5- ~F LR ) —2-(3-F A LK) 2./ (3. 35g, 11. Tmmo1 ) [¥]
DCM(50mL ) ¥ ¥ T IZ 8 AN = IRAL A (1M, £EDCMH , 48 . 0mL , 48 . Ommo 1) o 2 SV & 475
Z0°C, fEHE300-80, FRA 2 -78°C, 48 i L F B (16mL) J K AT R MR SR B ER
TERR S 75 K A Bk4s , FF sk i i = A a4k, 19 21 2 e A bR 1 1- (2, 5- R oR gk ) —2-
(3-FFE TR 2 (1.78g,62% ) o 'H NMR(DMSO-ds) :811.24(s,1H),9.34(s,1H),9.20(s,
1H),7.26(m,1H),7.10(t,1H),6.98(dd,1H),6.83(d,1H),6.70(m,3H),4.24(s,2H).

[0647] 3. 1-(2-F2 JE-5-((PUE -2H-ME Mg —2— 2% ) 28 ) 7R 2 ) —2—(3—( (DY & —2H- it e —

2% ) ) L) 2B
o A~

[0648] E")/" O ' 0 o/(oj

e OH
[0649]  4AEDCM(6mL) H K3, 4— S —2H-ML IR (2.65g,30. 8mmo 1 ) IR A 1-(2,5- %
F)-2-(3-F R ) 2, (1.50g,6. 15mmo 1 ) FHX} B Z T 4 L E (320mg , 1. 27mmo 1 ) ZEDCM
(40mL) H VR A A N B SR A LN, 3F FHDCM(100mL ) % o 1 4 v FH 1S
FINaHCO33: ¥4 (2x50mL ) , FH #5 7K (50mL) ¥4k » ZeNa2 S04 T4 , b 3% , FAE e 28 R 2% LIk 4a .
WA E M ALY R, 15 3] B - (2- B -5 (Y & —2H-Rk Mg —2 -3 ) 48 0 ) 2%
H)-2-(3- (VY& —20-ME Mg —2-3E ) A L) K 3L ) 2. (2. 42¢,96 % ) , Feph A 1) HE B8 if i 11
NMR(CDC13):811.88(s,1H),7.60(m,1H),7.30(m,2H),7.00(m,2H),6.92(m,2H),5.42(m,
1H),5.28(m, 1H),4.25(s,2H),3.92(m,2H),3.62(m,2H) ,1.55-2.07(m, 12H) .
[0650] ] {43
[0651]  2—(4-flti e HE ) —4—FR J—6— ( (Y48 —2H-Fik i —2— 45 ) 48055 ) -3 (3— ( (DU &~ 2H-Ik IR —
23 ) S Ak ) R ) —2H- IR FF LI
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[0653]  ZE 130 2- (4-RHR L ) -6 ( (DY & —2H-HbN —2— 2 ) 40 % ) -3— (3 (VY & - 2H-HL g —2—
B L) AR AL ) TR I St e 4T

[0655]  fE [ T n# i) 44£2(2.41g,5.84mmol ) \4-FH K S (1.37¢,5.91mmo1 ) L WRIE
(166mg,1.95mmo1) FIDBU(301mg, 1.98mmo 1 ) 74 T B (10mL) F [ ¥4 /8 FiDean—Stark[f ,
22455 Pt AR — 1 (5mL) V& 71, o 75 #E— A0 R 4 A8 s BLIBAR 17 7E [ L BRI 4570 Bh o I SLTR
AW ENEIOC , TN EE (10mL) , 18 e b vd H1 8 I8 IR ol i 1 g U SE 15 3 1)
DIVEYD 13 2 & 1 Al A ) 2—- (4R 5L ) —6- ( (VU & —2H-ME g —2— 2 ) %05k ) -3 - (3- (P -
QH-HLE MR —2— 5 ) A8 3 ) 2R 3L ) R 9 — A k-4 (3. 17¢,87% ) o 'H NMR(DMSO-ds) : 87.63(d,
2H),7.42(m,1H),7.33(m,1H),7.21(d,2H),7.07(m,2H),6.79(m,3H) ,5.88(m, 1) ,5.48(m,
1H),5.31(m, 1H),4.60(d,1H),3.40-3.80(m,4H),1.55-1.90(m,12H).

[0656] 5230 : 3—(3-F&HE IR L) —2- (4R I ) —4-FR B —2H-2K -k e —6

g

[0658]  £E0°C I B R &40 5 (3M, ZETHE 1, 4. 0m1 , 1 2mmo 1 ) 3Z NN & 2— (4-f 2 3 ) —6—
( (VY & —2H-tk e —2— 3 ) 80 3k ) —3— (3—( (VU SR —2H-AHk M —2— 358 ) 4 8 ) 2R 0 ) 28 9 — kg —4—
Al (1.99g,3.18mmol ) 7ETHF (40mL ) H ()M H o T0CHEFE S BRI 1553 B, FF T 2 Al 2 =
T IR 2N I L AR VE TR YA 1 EE0°C , MG KRG 2 THE B iR NN 2
2.5 (100mL) FH20(50mL) , 373 B 45 )2 « A HLZ ZNaaS0s T8 , 75 Je i 28 R #8 L ik4s, JF&hE
W JE M alifl , 15 2 [ AR (1. 75g) A% 2L EI A FAES0 %6 £ 1R /H20(50mL) H - T-90 °C in#ivit
W TRV 2.1 2. 85 (100mL) 758 , FTH20(50m1 ) i , F FINaHCOs (50m1 ) ¥ i5% » A k7K
(50m1 ) F ik , H 2 NaoS0a 1158 , 1 8 , FFAE e 26 R 2% Lk . @ i ik i = Afr 24 ML Y o, 15
B 2K A AR 3-(3-F A R ) -2 (4R L ) —4 - H B -2H-2R FF ik i —6-F% (0. 99¢g ,
68% ) .'H NMR(DMSO-ds):89.46(s,1H),9.00(s,1H),7.62(d,2H),7.17(t,1H),7.01(d,2H),
6.70(m,4H),6.51(s,2H),5.90(s,1H),2.03(s,3H).

[0659] 5830 2- (A-fOR L ) —4-FF B-6 - ( (VU S -2H-ME g -2 28 ) S 2% ) -3-(3- (P4 & -2H-
Mg —2— 2 ) A8 L ) 2R ) —2H-2R -t e

[0661] 453 ,4-— 5 -2H-MEME (1. 1mL, 12mmo 1 ) ¥R DA 3— (32 3L R L ) —2— (4-l ok JL ) —4-
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R 2 —2H- 25 JE M I —6 -5 (990mg , 2. 19mmo 1) FH%} HY ZE i Btk g (115mg , 0. 458mmo 1 ) ZEDCM
(30mL) H RV WP 0 S BNLVRAE 254 B B B3 /i), FHDCM(100mL) 7% 8 , A4 FINaHCO3
(100mL) BEi5 » FiH203: 45 (2x50mL) , FH£R7K (50mL) BE5% » 4NaoS0s T , i Uig , I 7E fekl 7% &
A Lk s Ed iR E A AR Y T, 45 31 2 1 R AR 2- (4IRS ) —4-FR -6 - (DU & -
2H-ME R —2 -3 ) A0 Jt ) —3— (3 ( (VU - 2H-Mit i —2— 7% ) 40 % ) R 0 ) —2H-2R FF Mk g (1. 30g,
95% ) .'H NMR(DMSO-ds):67.62(d,2H),7.27(t,1H),7.10(d,2H),6.92(m,4H) ,6.81(d,1H),
6.63(d,1H),6.04(d,1H),5.43(m,1H),5.36(s, 1H),3.75(m,2H),3.55(m, 2H),2.05(s,3H),
1.50-1.99(m, 12H) .

[0662]  H[i] {44

[0663]  2-(4-(4-F H-6-( (JU S ~2H-ME M -2-2% ) S 24 ) -3 - (3- (DY & - 2H- ML ipg —2— 4% ) 44,
) R ) —2H-ZR I b IR -2 2 ) RS ) 21

[0665]  2-(4-fL IR ) -4 B -6-( (DY -2H-ME IR -2 2 ) 4 2L ) -3 (3- (VU & -2H-Hit
WRj—2 -3 ) 00 ) R R ) —2H- 2R FF ML W (R 443, 1. 0g, 1. 6mmol) \1,2-2, ¥ (0.49¢g,
8.0mmol) WAL P4 (0.03g,0. 16mmol) .1, 10-FERZMK(0.058g,0.32mmo 1) \HERERH (0. 44g,
3. 2mmo 1 ) £E T JiF IR A Wil AR/ BRI IR A=K R ONAIR S IAE 125 °C 2ok,
fFHANE R, B BB B Celiteld W% IR A N /KBRS PIIX
FHER KBRS ZeNaoSOa 15, 1k YE , FF U4 15 B4 o IR I 1 1ok i J2 A 2EA0HR P 1045 31 2
(4= (4-F JE-6-( (VU - 2H-Nb ipg —2— 3 ) S0 5 ) -3 (3 ( (DY & —2H- b e —2— 5k ) Ak ) Rk ) -
2H-Z FE R 23 ) R4 L) 0% o 'H NMR(DMSO—ds) : 87.27-7.13(m, 3H) ,6.98(t, 1H) ,6.93-
6.84(m,3H),6.80-6.76(m,3H),6.59(d, 1H),5.97(d,1H),5.43(dt,1H),5.34(br,1H),4.79
(t,1H),3.88(t,2H),3.80-3.70(m,2H),3.64(q,2H),3.54-3.50(m,2H) ,2.06(s,3H),1.86-
1.66(m,6H),1.59-1.51(m,6H).

[0666] ] {45

[0667]  2-(4-(4-H B—6—( (VU S —2H- Nt g —2— 2 ) % 5k ) —3—(3— ( (VU S —2H-Nib g —2— 2% ) 4
Fo) IRHL ) 2H-FR IR -2 ) R AR FL ) 2, F F R S I

[06691  [4]0°C [ 2—(4—(4-F J-6—( (Y5 —2H-FE i —2— 45 ) 480 JE ) -3 (3— ( (DU & —2H-FIk IR —
2— 3 ) A 2 ) DR R ) —2H- R Jf ik iR -2 ) DR A O ) B (P A 444, 0. 7g, 1. 25mmo 1) [ DCM
(25m)IEW A SN =2, 0% (0. 26m1 , 1. 87mmo1 ) Fl FF ik 52 (0. 146m1, 1.87mmol) « 7E0°C
PHE R BLVR AV Lh, SR fa FHDOMAR B o %R A4 o I K (20m 1) FOf FI S A6 4% (20m1 ) o 43
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S, BB A NLZ K EEE, FIMRINaHCOs B4k » FH b KB 5 » £6NazS0a T 158 , FF 3 46 153 3
2-(4-(4-F J-6-((PYE - 2H-ME Mg -2 ) A 08 ) -3 (3- ( (VU A —2H-ME MR —2— 2 ) B8 2 ) Rk ) -
2H-2 kL PR —2— 7 ) R 4 3k ) 2 Fi R T R B . "HNMR (DMSO—ds ) : 67.25(d, 3H) ,6.99-6.98 (m,
1H),6.93-6.87(m,3H),6.85-6.78(m,2H),6.77-6.75(dd,1H),6.61(d,1H),5.98(d, 1H),
5.43(d,1H),5.34(br,1H),4.47-4.45(m,2H) ,4.16(br,2H),3.83-3.70(m,2H) ,3.56-3.47
(m,2H),3.18(s,3H),2.05(s,3H),1.92-1.65(m,6H),1.60-1.40(m,6H).

[0670]  rh[iT] {46

[0671]  3-(R A L) AT k2,2, 2- =R L IR

[0672] HN-/

TFA
[0673]  ZF 10 : 3—(((HR ML L ) AL ) P 38 ) S 2 FR T -1 -HF IR AU T I

R\

. i

06741 _ o ,{::7//~\() ke

o
[0675]  [A]0°CHY3- R L) BUARIA T Fe—1-H AT BE (8.8g,47mmol) AYDCM(188m1 ) VAV
IR PE A =2 & (7. 8mL, 56mmo 1) o« S8 J , £E30 7 BF Py I i IUieh e 1 A\ 200 F i ot S
(4.38ml,56mmo | ) o K153 BRI SO CHEFEL . 5/ o S N 5E B > 730 73 I K (100m 1) Al
WA A AR B (100m 1) o 73 B A HIUAH , IF R A7 HIUR FH K el IR , /K e » £2NaaS0s
TR, i 0, IR AT B 2Rt R 3-(CCRR L 2k ) 580 ) A2 ) U T B 1-FR IR T
Bg(12.5g) iz EMLF B — Dotk m BT T — DK,
[0676] 5520 : 3-(FRH 38) BURIA T be-1-F IR T B

F

[0677] :;Tzfl\”/F{:]r/ﬁ\

Q
[0678] 43— ( ((HI Tl 28 ) 4 ) FF ) B A T b -1 - AU T 5 (12.5g,47mmo 1 )
235m1 Y T AL (FETHRH B IMVE TR, 524 50 [FTR A 07 TR R IR L8/INE o S LR &
Vv HV A RIE AL RERE 78 R 2% BB e B THR B AR S VB ARAE 2.1 2.6 B AL
T FNINaHCOs 7K B M B » FHZK B s FHER /K BEk , ZeNaoSOa 18 , i U8 , HF 7L e % 28 R A ik
5153 B = o R RS S AT A P AR B BB TE I 3- (R 28 4R T -1 -F
TEEUT ES(7.5g) »'H NMR(DMSO-ds) :84.52(dd, 2H) ,3.89(br,2H),3.61(br,2H),2.92-2.77
(m,1H),1.36(s,9H).
[0679] 5835 :3-(FR M B BRI T k2,2, 2- =/ LKL

[0680]

TEA
(06811 752230 T3 (T L) UL T He - P B TS 0. 1g.0.53mmo ] ) I = 2.5/
DOMC1: 1, 5. 3m1 ) BEHE30 55 SR 5 7 HE 6 26 0 59 1 W 4 S SRR 2 W0 780 6 2 Y 7 1 T 03—
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(R BAIR T 52,2, 2- =R EE . 'H NMR(DMSO—ds ; TFAEL) : 68.74(br,2H) ,4.54(dd,
2H),4.08-3.98(m,2H),3.84-3.76(m,2H),3.20-3.06(m, LH).

[0682]  rh[a]4£7

[0683]  2-(3-(FH 2L) R T -1-3E) 4.1

7 F
oseal N

[0685]  K3—(HRLFF58) B8 IR T k2,2, 2- = 4 B £k (1 [F) 4456 , 100mg , 0. 5mmo 1) \2—VR Z,
B (60mg , 0. 5mmo 1 ) MIFKIR (0. 2¢, 1. 5mmo 1) 7E £ fiF (5m1) H TR A IR 80 Cid i . 1%
HJG NG [ A58 tH I FH S B S DRIMRAE e G 78 I 35 DIRAE1F BVRAR W 1% R V)8 I ik
BENT (H10: TR TR/ O E10:7:2: LR BR/C bt/ FBE/ = L RG v i) 24k 13 31
52mg 2 ¥k H K 2- (3— (AU 36 ) U R T - 1-3ik ) 2L . 'H NMR(DMSO—ds) : 85. 13 (¢, 1H),
4.62(d,1H),4.50(d,1H),4.06(t,2H),3.84(dd,2H),3.54(q,2H),3.11(t,2H),3.06-3.03
(m,1H).

[0686] i) 48

[0687]  (R)-3—(HAH 2 ) ML e h s 51

F
[0688] HD*’

HCI

[06891 55155 : (R)—-(COR Rt ) A2 ) FFY 3 ) It e —1 - P IR AL T B

(&)

ok
O3
Y
[0691]  F (R)-(FRH L) MEng b -1 -F ST BE (21.5g, 107mmo 1 ) M1 = Z, % (30mL ,
214mmo 1 ) 7 S % (250mL ) FH TR G0V 1220 °C o Jl ik ek 2 5 in R i e (12 5m1l
160.5mmo 1) , J¥4 FrfR IR S W E0 °C T HiHE , S8 J5 423/ N g A 22 = - NN 10 % A7 AR R
IKIE NG Z 3 B8 AL 10 %6 A BR 7K K T FINaHCOs 7K VA VRUFH 3K BR3¢ 1
WUZ RN T8, 1L U8, JRAE el 2 R 2% L FR 227 I3 230 g At i) (R) -3~ (((F
P I 3 ) 436 ) B 3 ) ML IR e — 1 - FF BRARUT lS , L 75 i — B 4tk i T . 'H NMR (400MHz,
DMSO-ds)64.17(m,2H),3.33(m,2H),3.20(m, 1H),3.18(s,3H),3.00(m, 1H),2.55(m, [H),
2.01(m,1H),1.53(m, H),1.40(s,9H).
[0692] 25235 : (R)—-3-(FHF 26 ) ML 5t -1 - BB T B

L F
[0693] XO\(\?D-‘/

(06941 3P0 T FRAk ¥ (AE THE H ) IV, 530m 1) I 22 (R) =3 - (((FP B 2k ) 2 2k ) Y
FLOMERE fE—1-F AT BR (30, K B AT P50, IR AR RIR SRR R % )5 B &
IR BRI AE L0 %6 KT R IR /KA WO — S e Z [F) 73 B o R AT AL )= FHOK Bedk » et B oM
T, I g AR RERE A A ERR LA I I AR A I S IR R (0550 % LR L B/
Cbe) 2 Z TR R Y), 15314 . 3g 25 Tl i (R)-3— (IR ) IIENE b -1 -FF R AU T I . 'H
NMR (400MHz , DMSO—ds)64.49-4 .41 (m, 1H) ,4.37-4.29(m, 1H) ,3.40-3.28(m,2H) ,3.24-3.18

[0690]
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(m,1H),3.02-2.98(m, 1H),2.58-2.52(m,1H),1.95-1.88(m,1H),1.67-1.54(m,1H),1.38

(s,9H).

[0695]  EE=7 : (R)—-3— (R J&) Mk e 6 R 1

\ F
[0696] HD‘/

HCI

[0697] G 7E1,4- A 2R PR bE (60mL) H (1 (R) -3 - (F FF L ) b ng e — 1 - 9 BR AL T IR
(14.3g,70.4mmo 1) fEUKIB HH ¥ H1 AR JG IMNHCT (4M, 7E1,4- ~H S ke, 44ml,
176mmo 1) , F-K Fr 15 B 98 (VA A IR N PR A o AEBE 3G 728 R 2 Bk 250 7109 FH 2. Tk
PETR SR R o 0 25 N R 25 T I T8k [ AR 43 2109 . 5g (R) —3— (G R 28 ) b g be 2h g 2 .
'H NMR(400MHz ,DMSO—ds s HC1£5)89.35(bs, 2H) ,4.57-4.47(m, 1H) ,4.44-4.33(m, 1H) ,3.33-

3.10(m,3H),2.95-2.87(m, 1H),2.69-2.57(m,1H),2.005-1.97(m, 1H),1.70-1.61(m, 1H) .
[0698] AR B XS h [FIAASHINA R — MBORE 7 » o 1T B3R A5 B R fhll & 2 2 (1 v ) A

[0699] %2
[0700]
¥ ] 4 24 A Arde 'H NMR 48
(S)-2-(RK ¥ £)=teB iz 3 8 2 : '"H NMR
N (DMSO-dg; HCI #£): 8 9.52 (br, 1H), 9.15 (br, 1H),
9 f«Q 4.77-4.22 (m, 2H), 3.88-3.73 (m, LH), 3.17 (t, 2H),
F
2.08-1.98 (m, 1H), 1.98-1.82 (m, 2H), 1.67-1.59
(m, 1H).
4-(RF E)%" &8 #: 'H NMR (DMSO-dg; HCI
S By, " 3 - 1.2
0 " {j/\F #k): §9.22 (br, LH), 8.90 (br, 1H), 4.30 (d.q., 2H),
HY 3.27-3.18 (m, 2H), 2.90-2.77 (m, 2H), 2.03-1.87
(m, 1H), 1.81-1.72 (m, 2H), 1.52-1.39 (m, 2H).
(R)-3-(A F X )%z &8 2 : 'H NMR (DMSO-d,:
O ) : 3 , -
. ] OVF HCI #): 8 9.11 (br, 2H), 4.49-4.24 (m, 2H), 3.21(4,
Hol 2H), 2.80-2.62 (m, 2H), 2.22-2.07 (m, 1H),
1.82-1.63 (m, 3H), 1.32-1.21 (m, 1H).

[0701]  rhjE]{£12

[0702]  (R)-3—( 3 4% ) ML % e o R 76
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g F
[0703] HD‘*F

HCI
[0704]  ZF120: (R)-3-H BEmL Mg e —1 - FR R AL ) il

5 r[:>—-.<:ch
[0705] { \\(
2"

[0706] 4 AF & H %8 (2mL) 1 AYDMSO(1 . 4mL,19.69mmol ) iZ i NN £ -78°C [ HlE &
(0.86mL,9.85mmol )] & FF Ht (10mL) ¥EWR - 103815, 7E-78 C T , B INAAE & F It
(6mL) H [ (R)—3— (4 FF AL ) e e —1 - FF R T B (1. 8g,8.95mmo 1) 445 B VR AW 7E-78
CRIFE309 505, I\ =2 5% (6. 2ml,44 . 75mmo 1) , JE RS 75 -78°C R Hic k454 #h , b
JETE IR T HEFE30 B AN 2% R MR A T 1 2 93 88 A HLZE K e, &%
FREN T8, ik 98, B 2V Al AR BRI SR ENT (0550 % LR 4R/ T kbt ) 41
LZAA Y S 200 . 6g 2B R I (R) -3 FF BRI IE b —1—FF BB T BE . 'H NMR(400MHz
DMS0-ds)89.60(s,1H),3.54(dd, 1H),3.32-3.21(m,2H),3.12(m,2H),2.04(m,2H) ,1.39(s,
9H) .

[0707] 45238 : (R)-3—( 3R FF 2L ) ML e— L - R AU T I

[0709]  H4AE G %5 (5mL) H (1) (R) —3—FF B bk i e —1 - FR iR AL T B (0. 6g 5 3. 06mmo 1 )74 4
FOCBWIMA G =F AR (DAST,0.52mL,3.98mmo 1 ) , 34 IR & WI7E E i T
PR G AN 1% R BIR SV 4 W JZE 9 B R A L= P RINaHCOs 7K VAR BE 5% »
TR AN T4, T 08 , HA SRR AE B 28 Rk 2 LR 4H B AR LI 2R EHT (HOZE50%
LR WG/ e i) A HL 5T, 43 210 . 45g 2 FIF I I (R) —3— (0 25 me s -1 -
B BT BS . 'H NMR(400MHz ,DMSO—ds)86.08(td, 1H),3.34(m,2H),3.19(m,2H),2.70(m, 1H),
1.95(m,1H),1.82(m,1H),1.39(s,9H).

[0710] 5325 : (R)-3—( 4R FF &L ) ML e #h R 6

. F
[0711] HD‘(F

HCl

[0708]

[0712]  dg7E1,4- =S ¥ e (ImL) Y (R)—3— (90 FF 28 ) ML g e — 1 - FF R AR T IR
(0.45g,2.03mmo 1 ) FESKI A HIZ15°C ARG IIHCT (AM, 721, 4- A5 2 IR e, 1. 5mL,
6.11mmol) , FFAG45 BRI IE AL = I T T  AEHE G 28 R 2% R 2295 75 H G R BE 7 B%
BV AEES £ 2B TR 300 . 31 g 4K ([ 44 (R)—3—( 50 F 55 L g b Sh g £
o'H NMR(400MHz ,DMS0-ds)89.57(bs,2H) ,6.19(td, 1H),3.34(m, 1H),3.22-3.06(m, 3H),
2.82(m,1H),2.05(m,1H),1.85(m, LH).

[0713]  vhH] 4413

[0714]  (R)—-2-(3— (5L 2L ) ML mg bi—1 -0 ) 2, 1
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| F
[0715] ND‘J

HO
[0716]  7E80°C in#A (R)—-3—(F FF 3 ) ML e R R £k (1 [A)448 , 4 . 26¢,30. 6mmo1) « 2R Z. [
(4.35mL,61.3mmol ) FIFREZH (12.7g,92mmo ) 7E 2, 5 (120mL) H VRS Wi % A H ),
[ 44 8 HH I 2 B 5% o FE TR e 2 R 2% LR A pE AR 2R R4, i i 24 (FH10: 7 2B
CLBE/ O 10:7:2: | LR/ O 5t/ F S/ = LR i) 4ib iZ 5% 15 212 . 9g BB TE N
T (R)—2—(3— (R B L& e —1-52 ) 2, 1% . 'H NMR(400MHz , DMSO-ds)84.44(t,1H) ,4.34
(dd,1H),4.22(dd,1H),3.44(q,2H),2.58-2.51(m, 1H),2.48-2.38(m,5H),2.32-2.28(m,
1H),1.85-1.74(m,1H),1.39-1.31(m, 1H).
[0717] ] {4k14
[0718]  (S)—2-((R)—3—(FRF ) ML mg br—1-3) P fe—1 -

[0719] Ho/\rN

[0720] 5170 (R)-1-( =R FF 3E4 38 ) TR b -2 1%

[0722] % —FP RL G LML IE (165mg, 1. 35mmo 1) fIANFEO0CHI(R)-TA%E—-1,2- —F¥(10.3g,
135.4mmol ) Fl =4 H FE G (38. 1g 136.7mmo 1) FEDCM(400mL ) H VA TR 1 o SR Ja 5 = 2 %
(47.2mL, 338 .4mmo 1 ) B I B %R S WP A ZIE BHE 2 ZiRIFF A = BLR
AL ONFJHCL KV ¥ (200mL ) B sk , FHER /K BE 5%, Z8NaaS0a T4, 1 98 , F sk R R 46 o 8 i
T 2 M A ALY RS 3 2 A B AR (R) -1 - (S 28 B L4008 ) TR fe—2-T%.(36. 42,84 % ) .
'H NMR(400MHz ,DMSO—ds) :87.43-7.39(m,6H)7.34-7.31 (m,6H)7.26-7.22(m,3H) ,4.70(d,
1H),3.82-3.76(m,1H),2.95-2.92(dd, 1H) ,2.70-2.67(dd, 1H),1.06(d,3H) .

[0723] %520 (R) =3-(IRF 2E) —1-((S) -1 - (=R R 40 ) TR e —2— 2% ) Ik s Joe

[0725] & =& FREERET (1.OMAEDCMH ,51.8mL,51 . 8mmol ) iIZE A E-78°CII (R)-1-( =
TR B L) TR b —2-15 (15.0g,47 . lmmo 1) 1 — P H: 2, 1% (32. 8mL, 188 . 4mmo 1 ) ZEDCM
(190mL) HH I o R NTR A AE-T8 CHEFE L. 5/ B AEDCM(20mL ) 7 () (R) -3— (G FF
HE ) ML e Eh iR £k (HR (A48, 7.9¢,56 . 5mmo 1 ) B A B -T8 C ) R MR G %R &
VIR 2 = AR IR T AR A 47K (200m] ) A FINaHCOs 7K ¥ (200m1 ) I 22 %78
G K ZIR A BN BRI B 5 S DO R K E IR A NUE S IE, &
NaoS0sT-H, i ¥8 , HAEBERE 28 R A% F 443 24 o1, 2ok ot o 75 a3 — P Al i B4
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Tr—4,
[0726] 55370 : (S)—-2-((R)—-3—(F FF &) ML i e —1 -3 ) TA e —1 -1

o_/F
N
[0727] HO/\r

[0728] fEZ T, B (R)-3-(F A L) -1-((S)-1-( =R B AR5 2 ) T e —2— 2% ) WL gt e
(19.0g,47 . 1mmo 1) AR/ 2, Tk (4:1,189mL) VR A WIS/ INI o 7E e i 78 R 4 Lk 4 1% I B
TRA W) AR AR T DO , Y ANK2COs K VA5 » T FH ER K BE ¥ o« B A ML JZ £8Na2 S04
T 198, IR AE1E 2 W IR T (10: TATR AR/ T bt 2 10:7:2: 1 4R LR/
Ot/ I/ = ) Aiz il = 1045 2 23RS BRI R (S)—2-((R) -3 (5 B 28 ) Mg e —1-
FRSE-1-82(3.9g) . '"H NMR(400MHz ,DMSO—ds) 64 .38-4.32(m,2H) ,4.22-4.20(m, LH) ,
3.49-3.44(m,1H),3.21-3.16(m,1H),2.65-2.61(m, 1H),2.58-2.53(m, 1H), 2.52-2.47 (m,
1H),2.45-2.35(m, 1H),2.34-2.30(m, 1H),2.29-2.24(m, 1H),1.83-1.75(m, 1H),1.38-1.30
(m,1H),0.98(d,3H).

[0729] —fFEFEA Friedel-Crafts®iik [z b

[0730] N 9 "5;5 ’
[0731]  FE75°C RN .8 &M 1-F AR (Fl a1, 4- = AR E B RS (1.0
M8 ) FIRBEER (1. 3-1.5M) TR 5 W5-24/N, -4 #1250 °C o I K (PPAR 1265, v/v)
HAFZIR AV H A 208 MBS K (PPARI 1-24% ,v/v) 3 FHDCM (B TBE ) 2 BUZ IR A4 o
YA HUAH 20365, FH 3R K BE 3¢, 2Na S04 (BiMgS0a) T4, 1k 3E , Hik 4645 BIML =4 . SR i
T I T R JE M A AR = 045 B A L) e A T B
[0732]  —/®FE/7B
[0733] 4510 :WeinrebBEIEIH 4 Rk

(o]

[0734] ﬂ/
(R R100
[0735] G EEE(1.259F)MAZRL. 0 ER2-Fe A R IR (a2, 5- & AR
M5 ) ZEDCM (0. 33M) IV VR o SR S5 DMF (5% v/ VIR B IR S0) I EIR-S W AE 18 T 9
FEAZIE T2/ FF 980 B 25 9 77 o AL P A 3 2 1 TR 3040 B DA BR 25 5 A () B e o
=4 (L2 E)BHMA RO CRARRYMN, 0- —F IR (1.0 %) /EDCM
(0. 33M) IR o 720 CHEFHIZ AW 30 438, SR 5 75 = I8 T 0 FE30 9% 4 I Ny
DCMARBE , FHZK BRI, T ER /K a4 » 4 NaoS0a (Mg S04 ) T4, 1 U , FH Mk 4 45 B 740 - SR
J I TR S A 2R A2 A3 B B We inreb i o
[0736] 55230 : [M{WeinrebBtf% LI (Grignard) Nk
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RS
O [0} RS
R? .0 \Rs R, I )_'(Re)m
S F CiMg. 2 m o S
®9 @ RO ©
R‘!OO R100

[0738]  £:304 B id B WA EE (1. 94 &) Ml =S 2 A E 0 CHIWeinrebB ik
(1.0 ) THF (0. 5M) &M H o 7E0°C R i 1Z R 30 81, SR G 2 2 VN AHE B =
B ZIR A H A0 CH L. OMBTHC KA K o 43 B %% 2, I FIREREHUK )2 K A5
(A HLZ FIKBES%, FEhK %, £eNasS04( BiMgS04) T , 1 g , I Ik 415 2K 71 . SR 5 1
A JE AT AR AR A5 B AH R e A O L

[0739]  — AR FEC:Pd—/ ST BRI 5 Fe ik

RS
. \A
N R | )——(Rﬁ)m
R0 C B~ 0,/ 0
( )n R_‘mn (R )n é‘mﬂ

[0741] il fF FHHE S A A EHE, BRI Pdadbas (0,015 &) \BINAP(0. 0354 &)
FINa0® Bu (1. 345 ) FVR A PHUE T-NaS N IITHE (0. 3M) , Bl S NN AH B2 75 IR Ak
P(1.0M &) Fl1. 229 &/ 2-H S LRS- 2 Bl (B 1 - (2, 5- A SR L) 4/ ) fETHF
(0. 5M) K VTR o A5 B TR S AETOC N L6 /N o I K (THRI 100 % v/v) IR A4
FIBRE B (3x) o BB FE A HLE LT K NazS0a T8, 1L 3 , JE ik 4515 B 7= 4 , il i ek e B
(A 2 AT Al A AR 045 30 AH B 1) e S 2 5 L i

[0742]  —MFE/¥D

[0743]  ZE1:0: I FF 4k

0 AL o JOH)
RY | \]—:(,RG)m HO. . 1l /:I_'(Rs)m
[0744] ﬂ\ x & - [l\ N \
Ny =z N
5340 / (0] 10 OH ,

[0745]  $54l = HALHN (324 &) BRI E-78 C 1) S Aa L 75 F [ (1. 024 8) [IDCM(0 . 25M)
TSR B Z R B A TR Z0°C, B FE30 0Bl , A H 2 -78°C, 88 fi F H B /N O HUHE K
(R G ZIR BV TR 2 =00, FK¥ES, FAINaHCOs 7K VA WRHE 5% PR IR, FH 7K B
ZENa2S04 (FiMgS04) T , TR 413 BIFE 740 o SR J5 1 ik Rk e J2 A Ak 2L 7= )45 B AH R 1)
Ko

[0746]  VEREL:AE—SHE 00T, 25 AR B K a0 SO VA IR b A B, AR 3 — 20 O 2
AN R BRI fRZ T -

[0747] 20 ORI LR
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[0748] MO A A

(r19,/ 7 on
7= 0 M
[0749] FEZRIE T, %3,4-—E 20N (5.0 &) I\ T - F05L 75 FE IR (124 & ) FIRL g %7
FFORTE TR 5 (0. 20292 ) fEDCM(0 . 25M) HH TR S Wb o RIS N A B B TR A ) i FE 224
JINEF o KR B K Bk, L AINaHCO3 /K J8 M Bt » 8NaaS04 (Mg S04) T4 , 1L 9E , FF ik
Y13 BIRL =W o S8 e W R e B A A AR = 045 21 AH N 1 THP LR 3 110 32 22 55 L B
[0750] 30 : K IR FF S Mk I B

z=0.441

[0752] g {RAF R FRHE ST HE (1. 024 &) 4-BRIF R/ (1. 0298 JWRIE (0. 35248 ) FIDBU
(0. 3524 8) AR T B (1. OM) AP ROV IBLAE [ 9 1 A4« 4 FlDean—-Starkfk , 22304070 hr 2
IR, I AT R AR DU PR % R RV BL AT A-8h o R i SRR 1 v H
90°C, IS PAEE (FR T BERI0. T-1. 01 , v/v) G2 S R 5 S8 o (TR ATREAT AT K
BT R , IF R 2 BB R (LR LAN2) o e 1 DB SR UTVE A5 B AT BRI R T
HE 1 B

(07531 VEREL AL MG UL T, ¥ M A =R S A BERER [0) A 5K (2-3K)

[0754] B2 £ —LefE UL T, LA [ AU TIE M tH I, 8 FTBOR (work up) B - %R
AW R AL R (DCMERE tOA c ) Fi B I PR Bo ik » F b 7K e i o K5 %A ML )= 4iNa2 S04 (3R
MgSO04) -1, LU , FFIk 4a15 2R 40 » SR JE il il e SR M AL 7 ) o

[0755]  —JRFEIFE

[0756] 1D A& I INE AN TR

[0757]

z=0 31
[0758] A% L) (4] FR L S A B8 5 3. 7529 5, 3M, £ETHFH ) VA VRUZ T I\ 220 °C ¥ 2R
FF LR B (1249 5 B THE (0. 25M) W H « 720 °C T it bk i e NV 15-30 43 B I8 - FHIE
& EIR I FE2-2 5/ G B Z VR RS E B0 °C I RS AL H K SR K B ZIR A
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FREZER, HOR OGERFKEREIH 2 E %2 A HLE FKEE S, £NasS04 (BiMgS04) F
P, 18, HIR AR 2 AH BLE U 2 AR 4 U8 T-80 % 1R /7K (0. 1M) H - 7E90 °C in#3-5
R o N I RLVR A VDI R R 47 T Fl 218 Z BE AR (FERE L) o K5 A LA 7K e 5% » F M AINaHCOs
IKIEM BRI PIIR , FIEE 7K BE35% , £6NaeS04 (BEMgS04) T4 , 1L 3k , IR 4r /3 2L 71 o SR Sl it
Fek s S AT Al 2R P 1043 20 A R 2R I LR

(07591 VEREL:AE—LSL1G 0T L B S NIV & W) B e KM R F FH TR CBRZE B =R I
BUZ A 35 35 FK/ R VR A W 5 PR IR, P RINaHCOs 7K VA VR B S P IR, Fl Shk Peig , &
NazSOa -4, 3L 38, FFIR A5 13 BIURL =10 o SR I T ik B JZ AT 2l A0 12 0L 7 W45 31 AH 2 G 2 FE Lk
IR

[0760]  ZE2:0 Ky LR Y

(S
Z=03

[0762]  }%3,4- " -2H-MEMRE (1.5-5215 ) NN 2 F2 Ak 55 FE IR IR IR (1. 025 ) AR I X

R 2R R 25 (0. 20-0.. 2529 5) /EDCM(0 . 26M) o VA P JF AR = N i FEA-5 /N R iR &

Yy FH V0 FINaHCOs 7K VARG I% » FHZK B , HIER /KI5, 42 Na 2S04 (BMg S04) T4 , 108 , JF i 4

13 2R o SR i B I Tk B 2 B A AL AR 7 145 2 A B Y THP— R4 B 22 1L

[0763]  —JRFRFPF: B/REMA

z =01
[0765]  HETHP—{R Y I TACIS FFMEIE (1. 0242 ) <1 .52 022 5 [ AH B Fr 2L B & (451
W AR V138 14) AL 4 (0. 1024 &) AR #1 (2. 024 =) /£ T 15 (0. 5M) H VR S 9id L
ZAZIR MR EM 50 BT IS I Z X NIR AR 25 C Nk -5 K (F 2 A A%
L, I LR CEEF R R Z IR A — ZCel i teh i H 2 TR 2 BR e G B HUAH
IKBRIETEIK » Fl R 7K B 4% , Z6Na2S04 (Mg S0a) T , i U8 , FF IR 4i 15 B4 AR I T Rk i
JE T AAZR = AR BIAE R 2 R S48 577
[0766] VB 75— LEAH LT « 1) S LA [R) AR 5 2 e 1y A [7] Gt A 22 5K 5 Jd ik LCMS e i
FE) s A1) AR R B A Ak R A
[0767]  —MFEFG
[0768]  ZE1:0: B/REMG
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[0770] ¥ THP—CRIP FIMLACRFFMEME (1,029 2 ) . (4. 04 F) ML P (0. 10 F) .1,
10—3ERE I (0. 204 5) AR R (2. 029 &) 72 T JiE (0. 5M) HH VR AW IEAT o B iz R BETR
EWIAEL25CR ISR, AT 2 v 2 2 200, 7T F G R B B o KA HLAH A /KB 8 Pk F
ERIK B, EeNaoS0a T8 , ik U8, IR 4815 2FH ™0 - SR Ja i it ek g J2= A Al A iz = 43 21 A
IMAIEE VI =Fas /R

[0771] 5520 ik

[0772]

[0773] KA EEEEA (1.3 E) B MAZ0CHIEE (1.0 )M =2 (1.524 &) /EDCM
(0. IM) B AG S BLVR A PIAEOC T e /NS, SR fa FHDCMA % , 7 F INFRHCT KV
PR A2, B A HLE B KB, F A FINaHCOs 7K ISR v4¢ » FH R /K B is , 4NaeS0s T
B, FEWR A1 B R 1 F R B

[0774]  Z53/0  keddAk,

2= 01
[0776]  FE80°C F MMM F BERES (1.0 %) & (2-3 &) MR A (2. 0 &)/ LI
(0. IM) [ BT 3 - 24/ N B 1% R TR A 074 E &8 08, IR IR 46 , 3F FHDCM(0 . 01M) #3
B PSRN DT vE I B HL 9 VR A VR - A8 S5 18 b e i J2E BT S0 A Z AL 4 B A R 1) e 2
=4 .
[0777]  — M2 7 H : 75 4 B 1 UL FI THP 2 A 1 2
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[0778]

z=0or1
[0779] W55 FLIRAL M (1.0 8) (1 T JEBkME (20,024 &) (ML WA (1,024 &) . WL F AL
BR=K AW (2.0 %) Ffa] —FF 250 M) FVRE A Pnid it 3Tk B2 / S SR PR BEAT i /<. 76 140
C R INIZ IR A1 -3K iz St — FCel i teid #E I H 2. R 2L Bg Wk i5 - 45 1% D€
WK B, FHER KB, 8Na2S04 (Mg S0a) 58 , 1L B8 , 3 980 e 4 o S8 S il il Rk s J2 A 4
A ZARL ) A BIAH BRI 75 S5 (VERE L) AR T, 7680 % £ 18 /H20(0. 25M) b FigFk i 4tk
9 5T (1. 0245 ) 3-24 /NI o Yol R i 259 571, 85 I AHHPLCAAL i R W) (TERE2) « A FF 4l
RTG53 IR IR AR 2R =5 2 — AR, I 2R L EE A HL 5 A L= FH FINaHCOs 7K
TGRSR, R KB, e Na2 S04 (BIMgS04) T4, 198 , FH- 98 He e 4 o 15453 B 1T [ AR 15 R T <
B2 2,5 (0.05M) o 3 FIHCL (2N, fE Z Bk rh , 2. 02450 ) A 38 5 25 VA 7S 2 FH B 1) £ R & .
[0780]  yEREL: tHA]f3 H AT B AR RE 7 o o5 Bk ) (B B k) (1. 05 &) B0k
(0.7249%) [1,17-BRZE ]2 U T 2B (0. 30 &) JFULE (2. 129 &) M R L 2 B i
(0.12-0. 14M) FVR-& Wit 3Tk B2 / B ASABFA BEAT I o I =R IRAE (0. 1334 5) I
L3R FAMOE S ) F G M 1% BLIR A AR5 C R NS . 5-5/Nif , 2 A HI B =
I, 5 4B OB RE R A MU FHZK BRI PRIR , £8Na S04 (BMgS04) -5 , 1 98 , HH ik 415 2
K™= 4 o 98 i i ik ik B S B A A ok = A3 B A R 75 R 0
[0781]  yERE2: AT — ek &4, St S MHHPLCAEAY 5 , 45 2% 43 Yol B MR 445 , 45 B AH B2 ) = 7
CBRER , M FTATAT i — P A
[0782]  — e/ 1 :N-Je itk

7 =051
[0784] Rz (1.0 ) he2Emifb (1.5 95 ) FIRERE 81 (2. 024 5 ) fEDMA VR S ) 7E
50 °CnFe /N, i 2 A3 22 =R T FH 4R L B R R 1 A HLAE B FK B 6%, FHER KB %%
£:NaoS04 (EiMgS04) T4 , U8 , W it , JE B 1 Tk iR E Mt Ak, , M T 45 380 FH B2 ) B AL 720
[0785]  JEREL :AE L1550 , 7E80 CINF s SR A 46 56 s B2 A ]
[0786]  VEBE2: /E 2450 T , IIANES M) e LAk ) A IR S AN DA AR 33 S S 58 18 o
[0787]  — AT THPIR 47 2 1) B
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z=0 %1
[0789]  ZE 20T WG THPAR B (K 2E FEIL IR (1. 0248 ) 7680 % Z. 12 /H20(0 . 25M) H Fit +1: 324
AN o PR B VR I S AHHPLCAEAL 7R R W) (VERELRI2) o B AL 20 43, ol 94 4
BRA =52 — B, OB 4 B 2B I A L2 FIE AINaHCOs K ¥ B 35 » FHER K
7 #2Na2S04 (BIMgS04) 452, 1t 8 , FFRIRUR I 4 o 15453 B [F AR V5 i T £ R £ B (0. 06M) HR FF
FHHCT (2N, 7E Tk, 2. 024 &) EAT A0 38 o R Bk 25 VA A3 BIAH RIS Eh IR £
[0790]  yEREL:XT—2efb & ¥, i xd SAHHPLCAE AL 5 , 5 4% 43V e 45 5 A 1T 45 3810 AF S )
=ROBREL M TH AT P R ERAE
[0791] VB2 AE—S4E UL T R R B M T £ 18 £ BE I F MU AINaHCOs 7K I VR BE 3¢
FHER /KB 5  ZeNaoS04 (BiMg S04) -4, 3 38 , Ik He R 4 , A 753 2™ 4 o T ik B JE A 4
Az =4 .
[0792]  SEjidhi1
[0793]  2-(4-(2-(3-(F L) B LI T —1-4L) L) AL ) -3 (3-FFL 3t ) —4-F Ft -
2H-ZR FEIL I -6 1%

[0795] & [a)4£5(0.11g,0.17mmol) H [E]4£6(0.32mg,0.25mmo ) KR (70mg,
0.51mmo 1 )7E Z & (1. 7TmL) *f (TR A WAES0 C R INdRe /NI , 18 2 ¥4 H1 & =38, F7K (10mL ) #
BB BEREE (3x 10m]) A A FF 1A HLZ KBS, F K Pe% , &Na2 S04 T8, 75
e 2Kk 25 LIRAAAF BIRL3- (B 3E) —1-(2- (4~ (4-F 36— ( (DY S —2H-THL I 23 ) A5 3 ) -
3—(3—( (VYA —2H-RHE R —2— 52 ) 480 2 ) 8 L ) —2H— 2R JRnb I —2— 3 ) R4 ) 2 B WA FR T 8t
RN B Z M R AE80% 2B /Ho0(5mL) it 3 /NI o 76 e i 28 0k 8 1P L VA 77 Fa ik
YRR T B 5 A LR FI L AINaHCOs 7K VA VR 15 8% » FER /K e 5% » £eNaaS0a -1, 1t
JE, IR R IR 45 2 B P AR S W L S AHCL8ENT (30-40% Z. )15 /7K /0. 1 % TFA) Ak 1% 4
W A B RGBT LR LB WA L2 B S FINaHCOs 7K VA L BE % » A £
TP, ZeNazSOs T4, 1L , FF Uk R I 4 13 21) 2 9 2 £ [ AR 1) 2 (4 (2 (3- (U 38 ) S8 24 3R
T 1) ) ) -3 (3R AL I ) —4-FF - 2H- 2R IR -6 . 'H NMR(DMSO—de) : 6
9.40(s,1H),8.94(s,1H),7.18(d,2H),7.12(t,1H),6.75(d,2H),6.73(m, 1H) ,6.68-6.57
(m,2H),6.60(s,br,1H),6.47(m,2H),5.82(s, 1H),4.53(d, 1H),4.41(d,1H),3.81(t,2H),
3.26(dd,2H),2.94(t,2H),2.76-2.64(m, 1H),2.63(t,2H),2.02(s,3H) . ; LCMS: 462(M+H) .
[0796] st fhi2

131



CN 104114551 B iﬁ. EH :Fg 120/146 5T

(07971 2-(4-(2-((R)-3—(FH L) ML fE— 1 -3 ) 228 ) ROk ) -3 - (3 B IR Ak ) —4-H
Fe—2H-2R I It e —6 -1

[0799]  BE10: (3R)-3- (A &) —1-(2-(4-(4-F H-6-( (VY H -2H-Mk I —2—Jk ) %3k ) -3~
(3—( (VY R —2H-RE i -2k ) S0k ) R ) —2H-R It e —2 -3k ) IR 28 2k ) 2 32k ) I e

p-O~
[0800]

[0801] g H(E]4A&3(2.1g,3.35mmol) 44 13(738mg,5.02mmol ) AL V4] (127mg,
0.67mmo | ) FHRERH (925mg ,6 . Tmmo 1 ) 7 T i (7mL) H RIVEA IR S =K AR m#i2125°C
2R AHG, A LR ERAIK FFAG N E 708 A HLZE I ShKBe 5% AR T i uE
FeEER B AR AR EN (208100% 4B 288/ 2 k) diib iz R W18 3
1.87g 2 BN (3R)-3-(FR A L) -1-(2-(4-(4-F 2E-6-((PYE -2H-ME Mg -2 ) 5 5 ) -
3-(3-((PYZ —2H-M i -2 ) 20k ) AL ) —2H- A R —2— 0% ) A4 0 ) & 28 ) ML g £t o LCMS -
644(M+H)".

[0802] %5230 : (R)—2-(4-(2-(3— (G H: ) ML g ft— 14k ) £ %0 ) IR0 ) —3- (3R B ok ) -
4—F - 2H-2R FF: Ak e —6 -

[0804] 4 (3R)-3-(FH 2k ) —1 - (2- (4 (4-H H-6-((JY A —-20-HE i —2—2E ) A Ik ) -3-(3-
(DY S -2H-MEIR -2 -3 ) S0 5 ) IR ) —2H-ZR FF L I -2 -85 ) DR A A ) 2.2 ) g e (1. 87¢g
2.9mmo 1) ££ £, TR (80 % 7KV » 30mL ) P (K1 S A1 Sl T 1L B & L RIFRAR AR
FEZ IR B FINaHCO 7K VA VR Z 7] 73 L o K ALz TP ATINaHCO K VA VR I4% » ZE R B T
1ok, 3 g, FFRR 25 7 B I AERE R F I SR Z T (0-59% F B/ U e ) 4iAe iz R4S 2
L. g2 B OIEIRIN (R)-2-(4-(2-(3-CRF 2L ) MEME K -1 -2k ) 250 ) R 3k ) -3 (3 L %
H)—A-F B -2H- 2R F Mg 6% . 'H NMR(DMSO-ds) : 69.43(s, 1H),8.94(s, 1H),7.18(d, 2H),
7.14(t,1H),6.78(d,2H),6.73(s,1H),6.67-6.65(m,2H) ,6.65(s, 1H) ,6.49-6.45(m,2H),
5.83(s, 1H),4.35-4.30(m, 1H),4.23-4.19(m, 1H),3.96(t,2H),2.71(t,2H),2.60(t, 1H),
2.46-2.40(m,3H),2.36-2.31(m, 1H),2.02(s,3H),1.83-1.76(m, 1H),1.39-1.30(m, 1H) ;
LCMS: 476 (M+H) "

[0805]  SLjifi fil2a
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[0806]  (R)-2-(4-(2-((R)-3— (R 3k ) MEng be—1 -5 ) 258 Ak ) Rk ) -3-(3-F1 A IR k) -4~
212K I It e —6 -1

; E

[0808]  *YffRegisCell(250x 4.6mm,5um) [ CikE/ LlE/ =% (75/25/0.1% ) ] E43 5
SR 20, bR AEAL A WA B — UK T R AR R e S R A o AR R SRR EE 22099 1, NMR
(DMSO-ds; HC1#£8):610.61(br,1H),9.47(s,1H),8.98(s,1H),7.23(d,2H),7.12(t,1H),
6.86(d,2H),6.74(br,1H),6.70-6.57(m,3H),6.47-6.45(m,2H) ,5.86 (s, 1H) ,4.53-4.47
(m,1H),4.46-4.36(m, 1H),4.25(br,2H),3.73-3.49(m,3H) ,3.34-3.22(m, 1H),3.18-3.06
(m,1H),2.98-2.86(m,H),2.20-2.11(m, 1H),2.02(s,3H),1.87-1.75(m, H),1.67-1.55
(m, 1H).LCMS:476.1(M+H)".

[0809]  SEjiifsi2b

[0810]  (S)-2-(4-(2-((R)—3—(HH J& ) b be—1 -k ) 2 5 0 ) R ) —3- (3 L oR 0 ) -4
FR J—2H-2R F ke —6 -

[0812]  4fFRegisCell(250x 4.6mm,5um) [ Cike/ LW/ =% (75/25/0.1% ) 1 38
SR 2 0, BR A A R B R e I I S e S A AR T R A B 26599 1. TH NMR
(DMSO-ds; HC1#8):610.61(br,1H),9.48(s,1H),8.98(s,1H),7.24(d,2H),7.12(t,1H),
6.86(d,2H),6.75(d,1H),6.70-6.57(m,3H) ,6.48-6.45(m,2H) ,5.86(s,1H) ,4.57-4.47 (m,
1H),4.45-4.35(m, 1H),4.30~-4.22(m,2H),3.75-3.50(m,3H) ,3.33-3.21(m, 1H),3.18-3.08
(m,1H),2.97-2.86(m, 1H),2.20-2.09(m, 1H),2.03(s,3H),1.86-1.74(m, 1H),1.66-1.58
(m, 1H).LCMS:476. 1 (M+H)".

[0813]  SEjififs3

[0814]  2-(4-((S)—2—((R)—3—(H H J& ) b g be— 1 - ) PRI A 2 ) R ) —3- (3 ok 0 ) -4
FR J—2H-2R F Ik e —6 -

[0815]

[o816]  BE1:0: (3R)—-3-(F A %) -1-((28)-1-(4—(4-FF H—6-( (DY -2H-ME I —2 -3 ) 24
H)=3-(3- (MU 20— -2 -3 ) S0k ) IR 3k ) —2H-2R JF Ik e —2—2k ) IR 42k ) T -2 ) ik
& Joe
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O/TD-/

[0818] “RAEZ /&SGR [H4A3(1.0g,1.6mmol) (A {414 (388mg, 2. 4mmo1 ) AL fL,
W4 (61mg,0.32mmo 1) FIBRELZ 2 (443g, 3. 2mmo 1 ) 7E T JiE (3. 2mL) H VR & W I S 3K o 5 .
MR AYAE125C R IR, 2 A HE =i, 3 LR CERF R B It Cel i tedd JEA AT ¥
Y5t FH B8 £ BRI %1% Ce L i te oK SRV FH /K e UK, Fl 67K e3¢, ZeNaeS0a T4, 1t €
FEU S e 48 o 1 RS2 (0-100 % B t0Ac/ O bE ) ZEALZFA A A3 3] £ K i IR 1K (3R ) -3-
(R 2) -1-((29)-1-(4-(4-F A6 ((PU & - 2H-ME Mg -2 -3 ) 4 5 ) -3- (3- (Y& —2H-TiE
Mg —2-3 ) S 3 ) R 3L ) —2H- R b g 23 ) FR AL ) TR B —2- 36 ) LR 5 (785mg 74 % ) o 'H
NMR (400MHz , DMSO—ds) : 67.27-7.19(m,3H) ,6.99(t, 1H),6.93-6.88(m,3H) ,6.81-6.76(m,
3H),6.59(d, 1H),5.97(d, 1H),5.43-5.38(dt, 1H),5.34(m, 1H) ,4.32-4.30(m, 1H) ,4.20-
4.19(m,1H),3.99-3.93(m, 1H),3.73-3.69(m,3H),3.58-3.47(m, 2H) ,2.69-2.60(m, 2H)
2.59-2.52(m,2H) ,2.45-2.30(m,2H) ,2.06(s,3H),1.90-1.65(m,7H) ,1.64-1.47(m,6H),
1.40-1.30(m, 1H),1.06(d,3H) ;LCMS:658. 3(M+H) "

(08191 2525 : 2-(4-((S)-2-((R) -3~ (HH L ) ME g br—1 - ) P 482 ) R 5k ) -3- (3-F8 A 0K
5 ) —4-F B -2H- 2R I ML g -6 -

|

[0820]

[0821]  FEZ LT , K (3R)-3— (TR A ) -1-((2S)-1-(4-(4-F H—-6-( (DY -2H-ML I -2
HE) A AL ) -3 (3~ ((PU S~ 2H-ME Mg —2— 3 ) 4k ) R AL ) —2H- 2R FR b g —2- 3 ) 2R 4008 ) TR e -2
Fo % 4E (785mg, 1. 19mmo 1) 7E80 % 2,8 /H20(6 . OmL ) it FE 2K AE e 4 28 K 28 LR £ IR
FIFHNG R RV IET LR GBR A VLZ R AINaHCOs 7K TR » FHZK B, R Kk
B, ZeNaoSOs T 1, 1 I8 , R IR 48 o S8 5 I L ik B JZ BT (0-4 % Me OH/DCM) 24k iZ A1) 5 15
B 2 M AR ) 2- (4-((S)=2=((R)—3— (FH 2 ) L& Joe—1 -k ) PR 2k ) R 0 ) -3 (32 Jt
TR ) —4—FR 22K L —6 % (410mg, 70% ) « "HNMR (DMSO-ds ) : 69.43 (s, 1H),8.94 (s,
1H),7.18(d,2H),7.12(t,1H),6.79(d,2H),6.73(m, LH) ,6.68(dt,1H),6.65(m,1H),6.61
(m,1H),6.49-6.45(m,2H) ,5.83(s,1H),4.35-4.30(m, 1H),4.23-4.18(m, 1H),3.99-3.93
(m,1H),3.74-3.70(m, 1H),2.69-2.60(m,2H) ,2.58-2.52(m,2H) ,2.45-2.32(m,2H) ,2.02
(s,3H),1.82-1.75(m, 1H),1.36-1.30(m, 1H),1.07(d,3H) ;LCMS:490.2(M+H)".

[0822]  SEjifhl3a

[0823]  (R)-2-(4-((S)—-2-((R)-3—(F AL ) ML br—1 -0 ) PR A 2L ) Rk ) -3 (32 oK
5 ) —4-F B -2H-TR FE L g -6
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[0824]

[0825]  Y{fRegisCell(250x 4.6mm,5um) [ CikE/ LlE/ =% (75/25/0.1%) ] 45
S B S, AR AAL A WA B — U T A AR e e S R AR L AR R SRR EE Z 0099 1, NMR
(DMSO-ds; HC1#£8):610.60(br, 1H),9.47(s, 1H),8.98(s,1H),7.24(d,2H),7.12(t,1H),
6.87(d,2H),6.74(d, 1H),6.70-6.60(m,3H) ,6.48-6.45(m,2H) ,5.86(s, 1H) ,4.56-4.47 (m,
1H),4.47-4.36(m, 1H),4.20-4.15(m,2H),3.74-3.66(m, 1H),3.62-3.49(m, 2H) ,3.28-3.12
(m,1H),3.03-2.90(m, 1H),2.15-2.07(m, 1H),2.03(s,3H),1.84-1.73(m, 1H),1.66-1.55
(m,1H),1.35(d,3H) ;LCMS:490. L (M+H) "

[0826]  SEjiif53b

[0827]  (S)-2-(4-((S)~2-((R)-3-(HF 5 ) Mbmg i —1 -2 ) R4 AL ) R L ) -3 (3-8 S %
3 ) —4-F FE-2H- 2R 1L g -6

[0828] H ;;'<"

[0829]  4ffRegisCell(250x 4.6mm,5um) [ Cike/ LB/ =% (75/25/0.1%) 1 &
SRt I, B R AY A R B e I I S e S A AR T R A B 26599 1. TH NMR
(DMSO-dg; HC1£E) : 610.65-10.60(br, 1H) ,9.47(s,1H),8.98(s,1H),7.24(d,2H),7.12(t,
1H),6.87(d,2H),6.74(d,1H),6.70-6.63(m,3H) ,6.48-6.45(m,2H) ,5.86(s, 1H),4.56-
4.47(m,1H),4.45-4.35(m,1H) ,4.22-4.11(m,2H),3.74-3.64(m,1H),3.62-3.49(m, 2H) ,
3.28-3.12(m,1H),3.03-2.90(m,1H),2.15-2.07(m, 1H),2.03(s,3H),1.84-1.73(m, 1H),
1.66-1.55(m,1H),1.35(d,3H) ; LCMS:490. 1 (M+H) "

[0830]  SEjifhi4

[0831]  3-(4-5 03 )-2-(4-(2-((R)—-3— (T FF AL ) ML mg be— 13 ) £, 580k ) i ) —4—FR -
2H-2K - N e —6

[0833] 41— A2 /FADEGHAIT(z=0) FBTIR A FH— AR P AR I 1, 4-— B A B oR A2
(4G ) 2.1 55— R FeGh 1 vh () A8 A e b AL A 'H NMR (400MHz ,DMSO—ds ) 88. 97
(s,1H),7.40(m,2H),7.31(m,2H),7.19(d,2H),6.78(m,2H),6.75(m,1H),6.52-6.47(m,
2H),5.91(s,1H),4.33-4.30(m, 1H),4.21-4.18(m, 1H),3.95(t,2H),2.70(t,2H),2.59(t,
1H),2.55-2.47(m, 1H),2.50-2.40(m,2H) ,2.35-2.31 (m,1H),1.98(s,3H),1.83-1.77(m,
1H),1.37-1.32(m, 1H) ; LCMS:494. 1 (M+H)".
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[0834]  SZjifsl5

[0835]  3-(3-9R—-4—F2 IR AE) -2 (4-(2-((R) -3 (U B ) LM e -1 -3 ) 2L 500k ) 3t ) -
4 FP - 2H-Z2 L I -6

[0837]  n— A2 FADEFAIT (z=1) P FriR , ff FH— MR P AP G 1, 4 A DR fn 2
(3-F-4-F A REIER) 25— B PP B A 134 bR 4L A 4. 'H NMR (400MHz
DMSO-ds)$9.95(s,1H),8.93(s,1H),7.17(d,2H),7.09(m,1H),6.93-6.86(m,2H) ,6.77(m,
20),6.71(m,1H),6.46(m,2H) ,5.89(s,1H),4.32-4.30(m, 1H) ,4.20-4.18(m,1H),3.95(t,
20),2.69(t,2H),2.59(t,1H),2.55-2.47(m,1H),2.48-2.42(m,2H),2.35-2.31(m, 1H),
2.03(s,3H),1.83-1.78(m,1H),1.37-1.34(m, 1H) ; LCMS:494. 1 (M+H)".

[0838]  sjifif5i6

[0839]  3-(3,4- “HR-5-FRFEIEH)-2-(4-(2-((R)-3-CHHF H)O Mg be-1-38) Z A ) %
5 ) —4-F - 2H- TR Mk e -6

[0841]  f— WA FPC D EFAIT(z=1) ik , ff F— R e C i 1- (2, 5- — A A R O
) A —{R-1, 2= -3 F A IR R R 1 P R A 13 AR LA THONVR
(400MHz ,DMSO—ds)810.45(br s,1H),8.97(s,1H),7.17(d,2H),6.81-6.74(m,4H) ,6.61 (m,
1H),6.51-6.46(m,2H),5.83(s, 1H),4.33-4.28(m, 1H),4.23-4.16(m, 1H),3.96(t,2H),
2.70(t,2H),2.61(t,1H),2.55-2.47(m,2H) ,2.48-2.42(m,1H),2.36-2.32(m, 1H),2.02(s,
3H),1.85-1.76(m,1H),1.39-1.31(m, 1H); LCMS:512. 1(M+H)".

[0842]  SEjiifh7

[0843]  3-(2-9R -5 IRIE ) —2-(4-(2-((R)—3—(F FF AL ) ML b — 1 -3 ) £, 580 0 ) o0 ) -
4—F B -2H-DR FE LI -6 T

[0845]  fui— ﬂﬁ?CDEFﬁﬂw4MWh_ﬁ% B P CrR i 1-(2, 5- ALK
H) LA 2R 1~ -4 AL RS — BB b iy o 1) 4 1 345 b BEAL A 4. TH O NMR
(400MHz ,DMSO-ds)89.41 (s, 1H),8.98(s, 1H),7.19(d,2H),6.99(t, 1H),6.79(d,2H) ,6.74
(d,1H),6.68-6.64(m, 1H),6.54-6.47(m,3H),5.77(s,1H),4.33-4.30(m, 1H),4.21-4.18
(m,1H),3.96(t,2H),2.70(t,2H),2.60(t,1H),2.55-2.47(m, 1H),2.48-2.42(m, 2H) , 2. 34~
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2.32(m,1H),1.92(s,3H),1.83-1.78(m, 1H),1.38~1.33(m, IH) s LCMS: 494. 1 (M+H)".

[0846] LI 5iI8

[0847]  3-(4-FR -3 IREE ) -2 (4-(2-((R)=3- (G 2 ) LI Joe—1 -3k ) 253 ) 0k ) -
A-F 20K R I -6 -8

[0849]  4n— A2 /FC D EFRJ(z=1)F Bk , fif FH— AR P Crh 1 1-(2,5- A LR
) L BRI R -1 - -2- A IR S — R P b b A 13 A bR AL A . TH NMR
(400MHz ,DMS0—-ds)89.87(s,1H),8.94(s,1H),7.17(d,2H),7.11-7.06(m,1H) ,6.79(m,3H),
6.73(m,1H),6.68-6.65(m,1H),6.48-6.45(m,2H),5.81(s,1H),4.31-4.30(m,1H),4.21-
4.18(m,1H),3.96(t,2H),2.70(t,2H),2.62(t,1H),2.55-2.47(m,1H),2.48-2.42(m,2H),

2.35-2.32(m,1H),2.01(s,3H),1.83-1.79(m,1H),1.37-1.33(m, 1H) ; LCMS:494. 1 (M+H) "
[0850]  sEZjitifs9
[0851]  3-(3,4- 95— B IR L ) —2-(4-((S)—2-((R) -3 - (HUH 2 ) mtng ke —1-28 ) R4
B ) R ) —4—HR B -2H- R I Ik e —6

F

[0853]  f1— MR P C DNEFAIT (z=1)HBrid , ff FH— R P CH ) 1- (2, 5 AU R OR
) S —R-1, 2= -3 F IR S R F R 1 P R AR 14 AR LA THONVR
(400MHz ,DMSO~ds)810.45(br s,1H),8.97(s,1H),7.17(d,2H),6.81-6.74(m,4H) ,6.61(m,
1H),6.51-6.46(m,2H),5.83(s, 1H),4.33-4.30(m, 1H),4.21-4.19(m, 1H) , 3.99-3.94 (m,
1H),3.73(m, 1H),2.69-2.53(m,4H) ,2.41-2.32(m,2H),2.02(s,3H),1.82-1.77(m, 1H),
1.36-1.32(m, 1H),1.07(d,3H) ;LCMS:526. 1 (M+H) "

[0854]  sLjifaf6i10

[0855]  3-(3-%R—H—FRAE AL ) —2-(4-(2-((R)-3- (o 2 ) MLk e — 138 ) £ 3 2 ) R L ) -
A~ R -2H-ZR J L e —6— i

[0857]  fi1— A2 FPC D BRI (7= 1) FIrids , 458 FH— MBCRE FP CHh i 1-(2, 5 F A B0
) ZUTR AL~ Y5355 B A Ok 5 — SBORE e (3 v 8 44 1345 bR AL A 4. THNMR
(400MHz ,DMSO~ds)89.95(s, 1H),8.96(s, 1H),7.18(d,2H),6.81(d,2H),6.74(d, 1H) ,6.55~
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6.52(dt,1H),6.51-6.43(m,4H),5.84(s, 1H),4.33-4.30(m, 1H),4.21-4.18(m, 1H),3.96
(t,2H),2.70(t,20),2.62(t,1H),2.55-2.47(m, 1H),2.48-2.42(m, 2H) ,2.35-2.32(m, LH)
2.03(s,3H),1.83-1.78(m, 1H),1.39-1.33(m, 1H) s LCMS:494. 1 (M+H)"

[0858]  sKjifafsilL 1

[0859]  3-(4-F-3-F2EHHE) -2-(4-((S)-2-((R)-3- (U 5 ) LI i1 -2k ) PRS2k ) %
) —4-F B -2H-ZR I MR -6

[0861]  f1— A2 P C D BRI (7= 1) FIrids , 8 FHl— ACRE FPCHR i 1-(2, 5 4B OK
) LAY -1 - -2 B AR TR 5 — SRR S o (3 v R 4 1445 b AL A5 40 TH O NMR
(400MHz ,DMSO~ds)89.87 (s, 1H),8.95(s, 1H),7.17(d,2H),7.11-7.06(m, 1H),6.79(m,3H),
6.73(m,1H),6.69-6.65(m, 1H),6.50-6.45(m,2H),5.81(s,1H),4.33-4.30(m, 1H) ,4.21-
4.18(m,1H),3.97-3.93(m, 1H),3.73-3.71(m, 1H),2.69-2.60(m, 2H) ,2.58-2.54(m,2H)
2.41-2.35(m,2H),2.01(s,3H),1.80-1.78(m, 1H),1.40-1.33(m, 1H),1.07(d,3H) ;LCMS:
508. 1(M+H)".

[o862]  SLjiifsi[12

[0863]  3-(3-Fm-5-JadkIRIE ) -2-(4-((S)—2-((R) =3~ (FH ) ML e -1 2k ) P4 ) O
B) —4-F R 202K IR LI -6 -

[0865]  f1— MR fPC D EFRIT(z=1)HFrid , ff F— AR P CHh 1 1- (2, 5- A oK
F) AR —R -3 -5 F LK 5 — BRE PP e i TR 144 bR AL &4 . 'H O NMR
(400MHz ,DMS0-d6)89.95(s, 1H),8.96(s, 1H),7.18(d,2H),6.80(d,2H) ,6.74(d,1H) ,6.55—
6.52(dt,1H),6.51-6.43(m,4H),5.84(s,1H),4.33-4.30(m, 1H),4.21-4.19(m, 1H) ,3.98-
3.94(m,1H),3.73-3.71(m,1H),2.67-2.60(m,2H) ,2.58-2.54(m,2H) ,2.38-2.35(m, 2H) ,
2.03(s,3H),1.85-1.74(m,1H),1.40-1.33(m,1H),1.07(d, 3H) ; LCMS:508. 1 (M+H)"

[0866]  SEjiifsi13

[0867]  3-(3-9R—4-F IR ) —2-(4-((S)—2-((R) -3 (TR H 5 ) ik e —1— % ) TR 40k ) o
5 ) —A-F H-2H- TR Ik e -6 — i
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[0869]  t— AR FADEFAIT (2= 1) irad , Al FH— R e AR I 1, 4- — I Al B A R 2 -
(3T —4-F A EIERL) 25— AR PP B A 145 AR AL 54 . 'H NMR (400MHz
DMS0-d6)89.95(s, 1H),8.93(s,1H),7.17(d,2H),7.10-7.07(m, 1H) ,6.93-6.86 (m, 2H) ,
6.78(d,2H),6.71(t,1H),6.46(m,2H),5.89(s,1H),4.32-4.30(m, 1H),4.20-4.18(m, 1H),
3.96-3.92(m,1H),3.74-3.70(m, 1H),2.66-2.60(m,2H),2.58-2.52(m, 2H) ,2.38-2.35(m,
2H),2.03(s,3H),1.80-1.78(m,1H),1.35-1.33(m,1H),1.06(d,3H) ;LCMS:508. 1 (M+H)".

[0870]  sLjifafs14

[0871]  3-(2--5-FR 2L KL ) —2-(4-((S)—2-((R) =3~ (F H 2 ) ML g e -1 -2 ) TR 28228 ) oK
5 ) -4 B -2H-ZR I i -6 i

 Fa

[0873]  4—MFE/FC D E-FMJ(z=1)F Bk, ff H— AR P CR I 1-(2,5- S AR
B L BRI 2R -1 - A-F AR IR S — R PR b A 145 bR AL A 4. TH NMR
(400MHz ,DMS0-ds)69.41(s,1H),8.98(s,1H),7.19(d,2H),6.99(t,1H),6.79(d,2H) ,6.74
(d,1H),6.68-6.64(m,1H),6.52-6.46(m,3H),5.76(s,1H),4.32-4.30(m,1H),4.20-4.19
(m,1H),3.96-3.93(m,1H),3.93-3.71(m,1H),2.67-2.60(m,2H) ,2.58-2.52(m,2H) ,2.48-
2.35(m,2H),1.91(s,3H),1.87-1.73(m,1H),1.38-1.33(m,1H),1.07(d,3H) ; LCMS:508.1(M
+H) "

[0874]  sLjififo]15

[0875]  3-(4-G2KZE)-2-(4-((S)=2-((R)—3— (T 2 ML i fie -1 -2 ) TR 2 ) o0t ) —4-H
HE-2H-JK F Mtk e —6 -

[0877]  4n— A2 JFADEFAIT(z=0) P iR , ff FH— MR A I 1, 4- A 2 DR N2
(A-EKH) R 5 — B RE P i rp R A4 145 Bebn AL A9« 'H NMR(400MHz , DMS0—ds)
8.97(s,1H),7.40(m,2H),7.31(m,2H),7.18(d,2H),6.78(m,2H),6.75(m,1H) ,6.51-6.47
(m,2H),5.92(s,1H),4.32-4.30(m,1H) ,4.21-4.18(m,1H),3.96-3.92(m,1H),3.74-3.69
(m,1H),2.68-2.60(m,2H),2.59-2.52(m,2H),2.48-2.35(m,2H),2.02(s,3H),1.81-1.76
(m,1H),1.36-1.31(m,1H),1.06(d,3H) ;LCMS:508.1(M+H)".

[0878]  sLififi]16

[0879]1  4-(2-(4-((S)-2-((R)-3— (L 3 ) L& b5 — 1 -3 ) TR AR L ) 28 0L ) -6 ¥R Jk—4 - Ok -
2H-ZRFF LI —3—3%) K i
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[0881]  f— A2 FADESFAIH(z=0) H BT ik , i FH— e P AR I 1, 4 R AU R DR R 2 -
(A-ERE) RS — RE R i vp R A4 144 Bbn AL A9« 'H NMR(400MHz , DMS0—ds)
9.01(s,1H),7.81(d,2H),7.50(d,2H),7.19(d,2H),6.79(d,3H),6.52-6.49(m,2H) ,5.98
(s,1H),4.31-4.30(m,1H),4.20-4.18(m, 1H),3.96-3.93(m, 1H),3.73-3.72(m, 1H) ,2.66—
2.60(m,2H),2.57-2.52(m,2H),2.41-2.35(m, 2H),2.03(s,3H),1.85-1.75(m, 1H),1.34-
1.33(m, 1H),1.06(d,3H) ;LCMS:499. 1 (M+H) "

[0882]  SLJf17

[0883]  2-(4—(2-(4-FRNRNE-1-3E) 2 3L ) k) -3 (3~ R HL L ) ~4-FF S —2H-ZR it
IR —6-%

[0885]  fyi—RE P GANT (2= 1) Hh Birids , 1 I A—9RUIRE &5 B £R AT )44 3 65 b il b 540
o'H NMR(DMSO-ds) : 89.43 (s, 1H),8.94(s,1H),7.18(d,2H),7.13(t,1H),6.79(d,2H) ,6.73
(m,1H),6.78(d,1H),6.65(dd,1H),6.62(m, 1H),6.47(m,2H),5.83(s, 1H),4.72-4.53(m,
1H),3.97(t,2H),2.63(t,2H),2.60-2.53(m,2H),2.38-2.28(m,2H),2.03(s,3H),1.88-
1.73(m,2H),1.71-1.58(m, 2H) ; LCMS:476. 2(M+H) .

[o886]  SLiifi|18

[0887]  2-(4-(2-((S)—2- (T 2 ) MM i1 -4 ) 252k ) K0 ) -3 - (3-Fa A kA ) -4-F
- 2H-2R I g -6 -1

[0888]

(08891t FFG AT (2= 1) o ik, i FET s ) S ] 450 25 B 20 H NIR
(DMSO—-de; TFAEE) :69.88(s,1H),9.43(br,1H),9.00(br,1H),7.24(d,2H),7.13(t,1H),
6.86(d,2H),6.74(m,1H),6.69(d,1H),6.65(dd,1H),6.62(m,1H),6.46(m,2H) ,5.88(s,
1H),4.88-4.59(m,2H),4.24(m,2H) ,4.00-3.84(m,1H),3.73-3.44(m,3H),3.26(m, 1H),
2.20-2.08(m,1H),2.03(s,3H),2.05-1.95(m,1H),1.90-1.79(m,1H),1.78-1.67(m, 1H) ;
LCMS:476.1(M+H)".

08901 SZififAi19

08911 2-(4—(2- (4 (S BE) RN —1 ) 2 500 ) JE 0 ) ~3— (3 B3I ) —4—FF 222
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[0893]  fy1—f&FLSFCHNT (z=1) h Birid , 5 FH o (R0 A4 ST e 1) 44 1O 45 e AL A1 o 'H NMR
(DMSO-ds) :89.44 (s, 1H),8.94(s, 1H),7.18(d,2H),7.13(t, 1H),6.78(d,2H),6.74(m, 1H),
6.69(m, 1H),6.65(m, 1H),6.62(m,1H),6.48(m,2H),5.83(s,1H),4.26(dd,2H),3.95(t,
2H),2.93-2.87(m,1H),2.61(t,2H),2.03(s,3H),2.00-1.92(m,2H),1.62-1.53(m, 3H),
1.22-1.13(m, 3H) s LCMS:490. 1 (M+H) "

[0894]  SLJiif5i]20

[0895]  2-(4-(2-((R)-3- (T F 2 )R M 1 -2 ) L300 ) R ) -3 - (3 Ja kIRt ) -4 -1 -
2H-2R L M —6 -

[0897] 1 BEARFFCAT (2= 1)t ikt , 5 P vl ) 4 3T v () 4 1 1 45 B AL 540 'H NMR
(DMSO-ds) : 69.43(s, 1H),8.94(s,1H),7.21(d,2H),7.13(t,1H),6.79(d,2H),6.73(m, 1H),
6.68(m, 1H),6.65(m,1H),6.61(m,1H),6.47(m,2H),5.83(s,1H),4.38-4.17(m,2H),3.97
(t,2H),2.87-2.82(m,1H),2.78-2.72(m, 1H),2.62(t,2H),2.03(s,3H),2.02-1.93(m, 1H),
1.90-1.80(m,2H),1.64-1.54(m,2H),1.48-1.37(m,1H),1.02-0.92(m, 1H) ;LCMS:490. 2(M+
H)".

[0898]  sKjififsi21

[0899]  (R)—-2-(4-(2-(3- (5 I ) MEME fE—1 -3k ) 25k ) 0 ) —3- (32 AL 0t ) —4-H
H—2H-ZR I b e —6 -8

[0901]  — AR FGAIT (2= 1) BTk , £ I Hp IR0 A4 ST o () A 1 26 Bebs AL 54 - 'H NMR
(400MHz , DMSO—ds)89.43(s,1H),8.94(s,1H),7.19(d,2H),7.12(t,1H),6.78(d,2H) ,6.73
(s,1H),6.69-6.60(m,3H),6.47(m,2H),5.92(td,1H),5.83(s, 1H),3.96(t,2H),2.73-2.64
(m,3H),2.54-2.44(m,4H),2.02(s,3H),1.83(m, 1H),1.61(m, 1H) ; LCMS: 494 (M+H)".

[0902] st f522

[0903]  2-(4-(2-( (3-SR TA3E) (B 3L ) & 3E) 25 FE) K3 ) -3 (3-FR HL 5 5L ) —4-H 20~
IR FEILE IR —6 i
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[0905]  4n— AR PR IR (2= 1) I FTIk , A8 F— R PP P i v () s 3 A2 (R R 28R ) &
R — SRR TR Y 13— 3BT e & b AL 54 o 'H NMR (400MHz , DMSO—dss) : 9. 44 (s,
1H),8.95(s,1H),7.19(d,2H),7.13(t,1H),6.79(d,2H),6.75-6.72(m, 1H) ,6.68(d, 1H),
6.67-6.62(m,1H),6.62-6.60(m,1H),6.48(s,2H),5.84(s,1H),4.50(t,1H),4.38(t,1H),
3.95(t,2H),2.65(t,2H),2.44(t,2H),2.19(s,3H),2.03(s,3H),1.81-1.72(m, 1H) ,1.72-
1.69(m, 1H) .LCVMS:464. 2(M+H) "

[0906]  SEjiif523

[0907]  2-(4-(2-( L (23R &3 ) AL ) LA E ) R0 ) -3 - (3-FR R ik ) —4-FF 20K
FEIE -6

[0909] 40— fARSPE IR (z=1) FETIR , A F— B P F e i v (A 3R 2—- (2 R R ) &
B 5 — AR TR I L3R —2 - 2 e & bR AL 54 . 'H NMR (400MHz , DMSO—ds) : 69. 46 (s,
1H),8.95(s,1H),7.19(d,2H),7.13(t,1H),6.78(d,2H),6.76-6.71(m,1H),6.78(d, 1H),
6.78-6.62(m,1H),6.62-6.60(m,1H),6.58(s,2H),5.83(s,1H),4.50(t,1H),4.38(t,1H),
3.92(t,2H),2.83-2.77(m,3H),2.74(t,1H),2.58(q,2H),2.03(s,3H),0.94(t,3H) .LCMS:
464. 1(M+H) ™.

[0910]  sEjififhi24

[0911]  2-(4-(2-(Z (3L ) B AL ) 580 ) AL ) -3 - (3-FR AL R AL ) —4-FF B -2H- 2K
FEIE I -6

(z=1) Tk, i F— B RE PP () ) A 3 R 2- (LR R L ) 2
B 5 — AR e T I L3R -3 R e & b AL A4 o 'H NMR (400MHz , DMSO—ds) : 9. 43 (s,
1H),8.94(s,1H),7.19(d,2H),7.13(t,1H),6.78(d,2H) ,6.76-6.72(m, 1H) ,6.68(d, [H),
6.67-6.62(m,1H),6.62-6.60(m,1H),6.48(s,2H),5.84 (s, 1H),4.50(t,1H),4.39(t, 1H),
3.91(t,2H),2.72(t,2H) ,2.58-2.45(m,4H) ,2.03(s,3H),1.80-1.71(m, 1H),1.71-1.65(m,
1H),0.93(t,3H) .LCMS:478. 1 (M+H)".

[0914]  SEJif525

[0915]  2-(4-(2-(Z. (3,3, 3- =R ) &) 2 5L ) R0 ) -3 (3R B ok 0t ) -4 - 2t~
2H-2R 1L g —6 -
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[0916]

(09171 fn— AL PR TANT (2= 1) T ads , i ) — SBORE P o (4 v TR A 3 2 - (2 R 3 ) 2
B 5 AR T L, 1, 1= =53 WA B A b AL 54 . ' NMR (400MHz , DMSO—ds) :
9.43(s,1H),8.94(s,1H),7.20(d,2H),7.13(t,1H),6.78(d,2H),6.75-6.71(m, 1H),6.68
(d,1H),6.66-6.62(m,1H),6.62-6.60(m, 1H),6.46(s,2H),5.84(s,1H),3.93(t,2H),2.76
(t,2H),2.70(t,2H),2.57-2.49(m,2H) ,2.45-2.31(m,2H) ,2.03(s,3H),0.94(t, 3H) . LCMS:
514.1(MHD) .

[0918]  SLififsi]26

(09191 2-(4-(2-((R)-3- (TR F & ) ML b~ 1 -3 ) £ 31 5E) FR 38 ) -3- (4-TR R 3t ) -4 - -
2H-2R L MR —6 -

(O~

[0921]  f— A2 PADEFAIT(z=0) F Birads , 48 F— SRR e AR 9 1, 4- = R AU R O 2 -
(A~ L) RS — AR P o 1) o ) 44 1 345 AR AL A9 o 'H NMR(400MHz , DMSO~ds) : 8
8.96(s,1H),7.35-7.29(m,2H),7.22-7.13(m,4H),6.78(d,2H),6.75(s,1H),6.49(s,2H),
5.91(s,1H),4.35-4.28(m,1H),4.25-4.16(m, 1H),3.96(t,2H),2.70(t,2H),2.60(t, 1H),
2.57-2.38(m,3H),2.37-2.30(m, 1H),2.01(s,3H),1.87-1.76(m,1H),1.41-1.30(m, 1H)
.LCMS:478.1(M+H)".

[0922]  SEjiafsi27

[0923]  2-(4-((S)—2-((R)—3—(H F J )b mg e —1 -k ) PR A i ) 2R ) -3 - (4-F o Jik ) —4 -
- 2H-ZR I I I -6 -

[0925]  4n— M2/ FADEFAIT(z=0) ik , ff FH— R A R 1, 4- A 2 OR fn2-
(A=K ) R AN — e RE PP op ) v TR 4 14 B AL A4 . 'H NMR (400MHz , DMSO—ds) = 6
8.96(s,1H),7.35-7.29(m,2H),7.22-7.14(m,4H) ,6.79(d,2H) ,6.76-6.73(m,1H) ,6.52—
6.46(m,2H),5.91(s,1H),4.36-4.28(m,1H),4.24(m,1H),3.99(m,1H),3.76-3.69(m, 1H),
2.70-2.51(m,4H),2.43-2.31(m,2H),2.02(s,3H),1.88-1.75(m,1H),1.40-1.30(m, 1H),
1.07(d,3H) .LCMS:492.2(M+H)".

[0926]  sLjififs]28
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[0927]  (R)-1-(4=(2-(3—(FF =) Mg bE—1—Hk ) 253k ) 3k ) —2-(4-F ik IR0k ) -3-Hf
F—1H-H5| -5

HO._
[0928] OH N(jj
S

[0929]  ZE140 :5-(FRE L) -2-(4-(RE L) R 3L ) -1 - (4-fil "% 38 ) -3 FF JE -1 H-15| g
BnO.,
{ |
[0930] OB"
. . ~{

[0931]  FERAAA T M5 (R AE) -2-(4-(FFH L) R AL ) -3-F -1 H-M|k (4. 2¢,
10mmo | s & 75122 WLPCT/US98/21609) JDMF (40mL ) & ¥4 1 220 °C . — X PEIMA S AL
(LEAT 403t 1160 %6 43 HU4A s 420mg , 10 5mmo 1) o4 [ SLTR A PI7E0 CHeHED 738, SR G Bk 0K
B2 FHIRERE NG B RN A NE0CIHFEE IMAN4-BE R (3.7g,
12.5mmol) o 558 i , B - UK I8 I BVR S/ = il T HidE6 /et o 7K (200ml) FITZ 2 2.
B AR B 1% RSV o P DT UE WA T R 75 A0 B, 98 T3 21 . 99 I HREEI 74 . 2. R 2,
B (50m1 ) REEUIEVR , 5 A HLE FIK Bk, FER K B3 - 118 (MgS04) , 1k 8 , e 48 1 1 1o ke e
JEHT(20%-T0%DCM, £ T fe v ) 204015 212 62g % N B L1524, 6g 2 1 A [l 4 15— (%
L) -2-(4- (AL ) R 3 ) -1 - (4 3 ) —3—FF FE— 1 H-15] W . 'H NMR (400MHz ,DMSO—ds) :
7.56(d,2H),7.51-7.46(m,4H),7.44-7.38(m,4H),7.38-7.32(m,2H),7.29(d,2H),7.16(d,
1H),7.16-7.10(m,3H),6.82(dd,1H),6.62(d,2H),5.20(s,2H),5.14(d,4H),2.17(s,3H).
F200 1 2-(4-((5-(FF5E L) —2- (4 (R4 HE ) R ) —3-FR T H-Mg -1 -0 ) FR L ) R RS ) 24

i
BnO.
[0932] OB"

[0933] 45— (FFEIE)-2-(4- (R R L) - 1-(4-T R 0t ) -3-FF JE-1H-W|P (1. 01g,
1.58mmo1) . Z (0. 44mL,7.89mmol ) HlLAL V£ (32mg, 0. 17mmo1 ) 1, 10-FERE Ik (60mg
0.33mmol ) FIHxER# (436mg, 3. 15mmo 1 ) /£ T JIF (3mL) 1 (1) 7R & 45 i 37k B2 / B Fh
AT ONETRAE 125 °C T INF26 /NN, 7 I B 58 1 a4 20 28 23 - S8 s KR . &
M L BR A HUK 2 3R 5 91 10 L 18 & B 25 B A 7K (40mL ) A ER 7K (40mL ) P, %
(MgS04) , 398 , W 4 it i 2 HT (0% -40 % 2, BE 2. B8, £E T bn v ) A4k 43 21| 554mg 2 7%
YRR 2-(4-((5-(FRE L) —2-(4- (R 5 2 ) ot ) —3—H B — 1 H-Wg e —1 k) R R ) DR 0 )
7.1 ,'H NMR(400MHz ,DMSO—ds) : 67.48(d,4H) ,7.45-7.37(m,4H) ,7.37-7.32(m,2H) ,7.30
(d,2H),7.21(d,1H),7.15-7.10(m,3H),6.81(dd,1H),6.74(s,4H),5.20-5.10(m,6H) ,4.81
(t,1H),3.87(t,2H),3.64(q,2H),2.16(s,3H).LCMS:570.0(M+H)".

[0934] 5830 2-(4-((5- (2 AEE) —2-(4-(FR% AL ) IR dL ) -3 - I H-Wg| W — 1 -4k ) FR &L )
KAL) 2. HE IR B
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BnO_ | '
[0935] OB" 0.'5’; s
[0936]  H42-(4-((5-(FFE L) —2-(4- (R 5 HE ) R HE ) -3 - HE B — T H-M Wk —1 % ) F L ) 2R A
H) B (546mg , 0. 96mmo 1) FDCM(10mL) V¥4 Z1220°C o M =% (0. 2mL, 1.43mmo1 ) Al
S (0. ImL, 1. 29mmo ) , HKg S RV AEO CHEFE: L/ING o 4 Jse B2 FHDCM (30mL ) F B , 48
Ji FIIM HC1(20mL) ik , 7K (20mL) P ik, T4 (MgS04) , ik B H7E 2% N 413 259 Tmg 2
AR 2-(4-((5- (R ) —2-(4- (R F AL ) 2R3 ) -3 H 2T H-I| Wk —1 -2 ) B L ) R4
) Z PR ES . 'H NMR(400MHz , DMSO—ds) : 87.48(d ,4H) ,7.44-7.37(m,4H) ,7.37-7.32
(m,2H),7.30(d,2H),7.21(d,1H),7.15-7.10(m,3H),6.83-6.74(m,5H) ,5.20-5.10(m,6H) ,
4.50~-4.45(m,2H) ,4.17-4.11(m,2H) ,2.16(s,3H) .LCMS:648. 1 (M+H)".
[0937] 5845 : (R)-5— (TR ) —2-(4- (R ) R ) - 1-(4-(2—-(3- (R A L ) ik g e — 1 -
5 A R AR ) -3 - 1TH- |k

[0938]

[0939]  4&2-(4-((5-(FR4&HL ) —2-(4-(F4UHE ) IR 0 ) -3 F - T H-g Wi —1 -k ) ARG ) oA
1) P TEPRER « (R)—3— (R 2 ) b g o (TR AA8) Ak BR 1 AE £ HH TR & W48 31k 5
/BRI EAT R S SLBAESO C R NI 10/NK , ¥4 50 &8 ==, S8 fa FHZK (40mL) 7
M Ba A (2x40ml) /K 2, I 6 FF I 8 £ BR A B A 7K (40mL) P, koK
(40mL) Pe i , T (MgS04) , 1k 38 , W 4 I i ik 7k s J2 B (0% —5 % MeOH , FEDCMH ) 2 445 2]
274mg ) (R) —5— (R4 JE ) -2 (4- (R AR ) R L) —1- (4 (2-(3— (IR ) ML be—1-3 ) 2%
F) AL ) -3 JE -1 H-M(E . 'H NMR (400MHz ,DMSO—ds) : 87.48(d,4H) ,7.44-7.37(m,4H) ,
7.37-7.32(m,2H),7.30(d,2H),7.21(d,1H),7.15-7.10(m,3H) ,6.81(dd, 1H),6.74(s,4H),
5.17-5.10(m,6H) ,4.33-4.30(m, 1H) ,4.22-4.18(m, 1H),3.94(t,2H),2.70(t,2H),2.56-
2.40(m,3H),2.60(t,1H),2.36-2.31(m, 1H),2.16(s,3H),1.86-1.76(m,1H),1.40-1.30(m,
1H) .LCMS:655. 3(M+H) .

[0940] %5520 : (R)—1-(4—(2-(3-(FH H ) MEIK St —1 -3k ) £ 508 ) R 28 ) —2- (4R B OR 0 ) -
3—FP R — 1 H-M5| W -5

[0942]  R; (R)-5-(REEIE ) —2- (4- (R L) R L) -1-(4-(2- (3T Z O HEME Fe-1-3 )
AL ) R L) -3 - TH-I 1L (263mg , 0. 40mmo 1 ) £E IR ZLBR/ L1 (4: 1, 6mL) Hh ) 3 VRGHE of
SIRE S/ B SAEFREAT o FZVE P N0 %6 B AL (120mg , 0. 1 Immo 1) , S8 5 K 2
BRI 10 BT3B AL SN BRI R IR SRR N 15N, R I IR B R, &
Celiteld JEIFIRAT o AL R H 2 R BE— 0 THBHZSAR 3 201 TImg 2K [ 4R 1 (R)-1-(4-
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(2= (3— (TR LML e~ 1 -3 ) 2,583 ) 3t ) -2 (4-FR S ok 3k ) —3—F - L H-M| e —5-F% . '
NMR (400MHz , DMSO—ds) : 89.67 (s, 1H),8.69(s, 1H),7.16(d,2H),7.06(d,1H),6.85(d,2H),
6.80(d,1H),6.75(s,4H),6.57(dd,1H),5.10(s,2H),4.35-4.30(m, 1H) ,4.23-4.18(m,1H),
3.94(t,2H),2.70(t,2H),2.62(t,1H),2.56-2.40(m,3H),2.38-2.31(m, 1H),2.10(s,3H),
1.87-1.76(m,1H),1.40-1.31(m, 1H) .LCMS:475. 2(M+H)".

[0943]  sLjifaf529: 3x ERE MCF-THRIE % Fikle

[0944]  MCF74HMRIRFFERN 78 10 % FCSHIRPMT 1640 o i3 1 N 12EAT 4 100nL4H i
PL250,0001~ 40 ffd /mLIT) 2 B 2 Fh 2196 FL AN B5 F= M0, TN 8 10 % 28 7 W B 1) 1 375 1)
RPMI 1640, 348 H P i #% o ffi FHLipofectin(Life Technologies) ,4# R itk i [ /7 &
(RS 4 G2 ML o 4% FIT300ng 3X ERE-TK-Luc (3RIE#i44) .50ng CMVDRL (KRifEf6 3 44) M1130ng
pCMX (JE FEDNA) — X = A AT #E % G 5L e IO A M 35 32 004, S8 )5 G AR AL 38 o 6T BRI 5l
FRRLG , LA A, I ] UL A IN50uLAL A 7+ 40 75 42 R W BT (4 L35 A RPMT 1640,
X TERFEBUANALS , S B AW, I 1 41 B A NS 0RLAL A7 BA K b 78 A7 48 7 W B 149 1
TEORPMI+178-ME % 35 7m0l 36 b 8 A 1 78-ME B 29K N0 . InML K557 24/ )5 , 7
R ¥ IR AL, 7EA0RL AR 22 PR (25mM TrisBEEREE, 2mM CDTA, 10% Hili,0.5% Triton X-
100, 2mMDTT ) H 2 fE 41l o 8 INA0RL B3 56 2R B 92 v i (20mM = (2 FF 28 ) FR R H &R, 0. 1M
EDTA, 1.07mM(MgCO3)aMg (OH)2 * 5H20,2. 67mMMgS04,33. 3mM DTT, 270uM4hEEA , 470uMEE 25,
530uM ATP) J& , 37 BT 52 8% K s Y 2BV T - I IN40uLE S 2 (colelenterazine ) Gl
(1.1M NaCl,2.2mM Na2EDTA,0.22M KxPOs(pH 5.1),0.44mg/mL BSA,1.3mM NaNs,1.43uMJ
Wiz » ZpHi 1T 225.0) )i , P i B s R -

(09451 S5 30 : FLAR g 4TS 773036

[0946]  JEMCF-7 4 ot 5 45 10 % FBSAI20mM HEPESHIRPMI 5 2220, 00044 o /mL i) ¥
JE o 1] 38AFLAR 1) 5L H 78 N 1 6 Tl 40 i A2 VR (320N 41D ) , FF 35 R Al ot 4, AASE 4t P Bt
HARH B EACE IR A s A AR BB A0 . 3-0. 00000 3uM ¥ 243Kk FE DA 161l N %2
A 5 RIS R G, M AR fn16ul CellTiter—GLo(Promega,Madison WI),Jf
158 ALK AT RGBT (RLU) o B NS 320l A3 4R M I 35 32 (1 Ce 11T ter—Glo3R 3 7Y
SO o T B RERPRE SR TS 738 B - (BESLRLU-T 5t RLU/ AR AL R 41 B U RLU-T SRLU) x
100=%%%5 77,

[0947]  {EAUFEBT474.CAMAL MDA-MB-361.ZR-75-1.T47DAE P i H B ER+ 3L IJm 40 i 25
()35 772808 ] A AL TSt 4 30 36 Hh 3R AT B O 40 BT o

[0948]  ASCAFHIARMEA GV UL AV BB T RP A H

[0949] 73
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% 34 MCF7 #& 77 83 MCF7 & 77 1836
I1Cs B K ) B

1 A ++
2 A ++
2a B ++
2b A ++
3 A ++
3a B ++
3b A ++
4 B ++
[0950] 5 A -+
6 A ++
7 A ++
8 B ++
9 A ++
10 A ++
11 A ++
12 A ++
13 A ++
14 A ++
15 B ++
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gy | MCFT #7RE | MCFT 4 it
1Cso @ O J S

16 B +

17 A o

18 B T

19 A o

20 A n
[0951] 71 A o

22 A n

23 B 4t

24 A ++

25 B N

26 B o

27 B T

28 A ++

[0952] A=FL1Cs0<<1nM;B=F51Cs50>1nM;

[0953] +=H1%{H<50% ;++=15%{H =>50%

(09541 st 531 : FLILR e A0 AL ER—a I L P We s terniak 36 (SP1)

[0955]  MEMCF-74HMoE A 10 % 28 7k I B (U FBSAT20mM  HEPESHJRPMI A i 5 22200, 000
A M /mL IR JE o 171 58 -D— 6 20 1R 38AFLAR ¥ 25 FL R 5 N 16 skt 4 i 2 v (320044 i) , I
B R A 2, LA A B & o IR H L B S5 AL S0 — s T S X SRR BRI DL O . 3
0.000003uMF £ 3 5 LA 16l N 2 40 i b o 7E IS AL A 70 e AR 24/ N, 1 4 i ] 2 (710 %
15 R AR PBS) 2043 81 . /EPBS 0.1 % Tritont & (LM i, 7 FLICORZS 41 2% vyl (50u1 /4L,
907 ) B o SR 5 B ALAEAC T SAELICORSES G2 MR /0. 1 %6 i —20 911 : LOOOR FE 1) SP1 f B
SEFE SR (Thermo Scientific) i & iAo A5k 8 T AS S5 oA i Jf P 22 bk b 35 149 FL
PET S o FHO . 1% ik -20/PBSE I &AL, SRS AE A0 1 % k3 —20F10. 01 % SDSHY
LT COR} PH 22 i vh 5 B2 1) L BT # IRDye ™800CW(LICOR Inc.;1:1000)HIDRAQ5 DNAZLk}
(1:2000,%F T 2mMfi &0 TH 5% B 609 Bh o 7E0 . 1 % 35 -20/PBSH ¥ #4% (50n1 /4L, %57 ) 4H
M. fELTCOR Odyssey4LAMif% R 40 b5 iiaEAT F15 o YUl & AE800nmy% 18 A1 700nm sz & 1) B AN
58 5 5 AT 43 790 1 52 ERFHDNAR 7K ~F o 20 B 8858 ER 1 43 b K

[0956]  (800nmAE i B AHGEE/700nmAE i SR ARG ) / (800nm A &b HE 41 i 1 B A 588 52/
700nm AR AL I AR M BRARGE A ) x 100=%ER/KF-.

[0957]  XFfufEBT474.CAMAL MDA-MB-361.ZR-75-1.T47D7E N {) H & ER+3L e 40 e Z
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IBR—a 3 A5 7K IR S0 AT AR ST SEft 9] 3 1Al Hh #EAT B Dd 7
[0958]  ASCAFFRIACRIEAL S VIR UL A PE A M)A B i /e Rh 2

[0959] 4
[0960]
5 2 ER #m8 H Western 3538 | ER #8J8 ) Western X5
(SP1); ICs (SP1); & Kf iz
1 A +++
2 A ot
2a B e
2b A +++
3 A +++
3a B -
3b A 4+
4 B +++
5 A -+
6 A et
7 A Febede
8 A -+
9 A et
10 A o
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[0961]
N ER A/ Western X432 | ER 282 Western K32
(SP1); ICso (SP1); & K*f AL

11 A -+
12 A +++
13 A +++
14 A e
15 B +++
16 B -+
17 A ++
18 A ++
19 A -
20 A +
21 A +++
22 A

23 A

24 A

25 A

26 A -+
27 A et
28 A -+

[0962] A=PAT1Cs0<<1nM;B=H1Cs0>1nM

[0963] +=FL%{H<60% ;++=F8 % {H, % =60% F£<85% ; +++=H % {H=>85%.

[0964]  SZJEH32 : Ishikawa 55 41 MBI i B A58

[0965]  7ET225H YA 1 [shikawa il il 7EAS 5 3 28 1 26l 55 77 2 (EFBM) Hr 85 55 247N
It IZEFBMEH 275 % 42 9% i B8 FE AL FR AU FBS AI20mM. HEPESF¥IDMEM: Ham” s F—1250: 50 My 4L
SRt R A R H B4 LA2. 5% 10°4N 41 /mL  16uL/FL (4000441 i/ FL ) f 34 i 48
Fh 2% B 384 FLAR I EFBM A o FEDMSOHH HEAT &40 A M0 12 5 -6 BUR6 B% , B i AEEFBM A 7
B o AN EE P S S RTINS AR AEEFBMA (R AL &4 , HE3G F2 403K o FH5 %6 48 R Sy AR [ 2
YHHE, IF FIPBSTE Y WG TR M BRI M A- RS S R A N K S InE & F
2mMMgCla IM— Z B R V8, IR 19 22 pH 9.0 4 IS IRV N 2= 40 i 355 559 vh (16uL/
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FL) > 24 FH1-30nMK Ji2 35 Bl 119 17 B — B Ab 2R 1) 40 HB 72 405nm P K AL e %5 fE 1A 31 . 0-1. 2
AR JE B 5 7F 2 FLAR 43 Y66 BE v o U 20D 405 o 1 FDMSO AL 2 (1) 41 g /F S s ot e
1R PERFE T FERE S T BT T L - % i PE = RE S 0D405,/ 178 #E — % Ab T (1) 2
[¥J0D405 f KAELx100,

[0966]  sLZiff]33 : BN S 41 ARG 7k 36

[0967]1  ¥4BG-140 Mo AE 45 10 % FBSHI20mM HEPESI{IRPMI 7 1 35 2520, 00012 i, /mL 1) ¥
J& o 171 38AFLAR 1945 FL HH AN I L 6 T 400 AR (320D ) , 45 5 7 A 1l 44, AASE &4t Bt
E IR H B EAE I L SRR LA . 3-0. 00000 3uMR 24 3k B A L6uL N &
i IS RIS R G, M4 ZR n16ul CellTiter—GLo(Promega,Madison WI),
R SE &AL X &G 87 (RLU) o F B N 2 3 2uLAS 2 40 () 1% 35 F2 1 Ce 11 Ti ter—G Lo 3R 15
B Rl W N T SRS IS 718 T - (BESLRLU-T 5t RLU/ AR AL PR 41 B U RLU-T S=RLU) x
100=%%%5 77,

[0968]  EAUKEA1847.SKOV3.SW626,A278074E A F H: & ER+ 7L I Je8 48 Bt 2 v i ik A3 R 7]
PLAE AL, T2 i 5 33 7 ik 36 o HEAT ML 43 AT

[0969]  SEZiif534 : UN S 40 BER—a ZH il A Wes ternidn

[0970]  MEBG-14H B 7E 5 A 10 % Z8 ik W Bt IFBSAI20mM HEPESHIRPMI H i 45 22 200,000
S /mL )R JE o 171 58 -D— 6 20 1R 38ALAR I 25 L P 5 I L6 Skt 1 4 i 2 v (320014 i) , I
Yol f ¥ R0 A, DL AN B 55 o IR H B S A A W B T — 3 R X R BRI LAO L 3
0.000003uMFT £ 3R B LA 16RL N 2 40 b o 7E B AL A5 70 JE A8 24/ N, K 2l i ] 2 (5710 %
16 R AR PBS) 204 8 o /EPBS 0.1 % TritonHi&E (LM i, 7 FLICORSS 141 2% phil (50u1 /4L,
907 ) B AR f5 5 ALAEAC N SFELICORE A 22 P /0 . 1 %6 iR —20H 1 LOOFR BE[KJER1DS
(Santa Cruz Biotechnology ) & i 42 o FH &S i AN 2 JuAd i) 5 P41 9 ool Ak 258 16 L FH A
H R 0. 1 % ki -20/PBSHE B &AL, A JEAE & 0.1 % ki -20F10. 01 % SDSH
LT CORZ} P 22 1y v A% B 1) 1L 2E470 /N B TRDy e ™M800CW(LICOR Inc. ;1:1000) FIDRAQS DNAZE:
BE(1:2000, X5 T 2mMfi 2980 H % B 60938 . 7E0 . 1 % I8 -20/PBSH 6k (5011 /4L , %57 ) 4H
Mo fELICOR Odyssey2L4h it R4 FXTAR AT F4 o W& AE800nmpe 38 F1700nmiE; 18 [ R AR
W SZ , LA B e ERFHDNA R 7K SF- o 01N 8 5B ER 1 43 B 7K

[0971]  (800nm#F it FARGE L /700nmAE 5 RALGE ) / (800nm A &b 28 41 i 1) T A 5% &/
700nmAR AL IR AN ML RANGERE ) x 100= % ER/KF-.

[0972]  X}{EGA1847.SKOV3.SW626 .A27807E N ) H T ER+ U S 988 1 g 2 HH ER—af& &5 7K °F
(%) 52 ] AR SACL T S e 491 34 1 38 v AT MR 3 BT

[0973]  TFRIAH T MR A ST iR B A 1 Ho e I A R A ER-FI MR8 P 4 &
(IshikawaECC1 \HEC—1.EnCa—101) FIER—[H % & 2540 1 52 (Caski HeLa.SiHa) .

[0974]  SEjif535 : PEOZHMLIE /736

[0975]  §PEO-1.PEO-4HFIPEO—6 Y 5 41 M F7E % 10 % FBSHIRPMI HH 3 55 4220, 000121
JH/mL )R JEE o 1] 384FLAR I 25 L H 48 N 16 o 2 M 2 VR (3201 4l i) , R 4l B i R 44
PAAS A 0P 25 Ik H 5 &AL S DI 10 S 4 1 5H B LA 1-0 . 0000005 MK 243K i DL 16 1L
mEgulet AET R AW ZEEE G, R AIL AR in16uL CellTiter-GLo(Promega,Madison
W1, I8 5 S LI AR &6 BAL (RLU) o R N 22 320 LA 4R ML i 85 7 24 1 Ce 1 1 Ti ter—Glo
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RAF T S8 T B8 SRS TS F7 8 bl - (BEFIRLU-TS SRLU/ R AL ER 41 fE O RLU-15 5%
RLU)x100= %% /7.

[0976]  SEZjifif536:PEO ER WesternZ#fr

[0977] NG440 ZRPMT 5% CSSH48/INIY , B J7 AL A W Ab HR 4B 24/ N o 7E 2 R T
S B DT UE B2 YR (mRIPA; 10mM Tris, 150mMNaCl, 1% (v/v)NP-40,0.5% 4 G 3, ,
0.1%SDS,5mM EDTA,pH7.4) o Z&fE LM , 122 MR A 45 L 25 1 T AR Tl 1 i B ) A0 FH 401 o1
FIVEEY) (Halt Protease&Phosphatase Single—Use Inhibitor Cocktail)(Thermo
Scientific, H 3#'578442) ff FLowryil3i (Biorad DCHEE [ Bl ) & &I 1 R LI
B TS E NuPAGE® LDSHEE 22w BURTRE 53 S5 70 I N 2212 24 b I I E 70
CLO9%F . AEALT-MOPS SDSHE K 2% ¥R FRINUPAGE 4-12%Bis Tris#ei g H ik 7 15ug
(S A 5T, SR S5 FHXCell TTERZEEHUIG A1 R AR G2 i IR N I IH R A 4E R
B IR T BB AE B P 22 R (LT-COR, Lincoln,NE) ¥ & 3043 %, i 5 5#H1ERa (SP-1,
Thermo Fisher Scientific, H 3 5RM-9101).ERB(Cell Signaling Technology, H x5

5513 ) ) S F AR B A B 25 1 9 LA (Sigma, B 35 T6199) 7 &604 8. 5 IRDye ™ 18
IBEFA) L1 240N B BR# S LeG (LI-COR) 5 & /5 » il Odyssey ™ ZL A% R Gont 25 11 i AT

52 & , FiGraphpad PRISM® B % 58 4547 I T 42 1 A B8 5EERAKF: o 301 R 55 % ERAKF: »
[0978]  %GER= (£ 1R ERT — 15 5/ B fb I 2L UE B A -1 5% ) / CRAC FR AN a1 ¢
FEERTE —1 5/ AR AL F AN e s - )

(09791 SKJtf537 : FLMRAAARAYL « F PR A HE A58 (MCF-T7)

[0980] EE&H0.72mg 17-BHE BE A AER B UL S A Bnu/nu/N R H - MCF-741 i
FE S5 10 % FBSHIRPMI T F5% C02. 37 C R A K o B0 40 MY, 35 LA IX10 AN i i /mL 5 2 v T
50 % RPMI (AN LI ) F150 YeMatrige ] 1 o FEFMAEL N G 2- 3K, IGMCF-7 4t i Jz T ¥E 5+ (100m
L/ B0H0) B A5 [ o 4 5 ] 00— R SR A B I BE X B 27/ 2) o 24 R 35 31 £ 20 0mm” F) °F- 4 4
TR, 45 B PIBE WL 4L I FF AR IR 9T « K IR B S ia 7 5 FR 24 AR AN 7L
BT I — K e AR FRURTAA B, 0 Y597 45 RO, R 4 ot 2 R s 5 o 313347 254K )
FIEERNBG R T o

(09811 st f5138 : FLMRIE AR : B P S A I8 (MCP-THT4E4)

[0982] ek 28 1178 ) FH Ath 55 1 25 (R R £8 ) ¥R 97 1 A MCF =7 g (1 357 ik Jg A4 FH K
200mm” ) (7 #EPEnu/nu/N B, G #7800 1 T-BIE AL ;0. 72mg s 60K S8 ) o 5 F& I I 7k
P A AR (I P x B8 P/ 2) FIAA B o AF g A AP 38 AN A8 1) S5 25 1 70 T lB I L i, 73697 1
KA 100K T — XM L2 W] 2 10 i A2 K AEVRIT I S5 120K, B i fth w8 455 & s A
K 10 BB A A AR A B S ORI, OF FL e TR 0 AR BB 1 18 £ 30 - 1 ok E Atk
B S5 B0 R 1) PR A B (Z9100mm®/Zh4) Bz N AEN B MEnu/nu/ R (LA 17-BilfE
AL (0. 72mg s 60K ZZRE ) ) I AT 9 o A A1) Jielo 701 72 Ath 52 8 25 3 36 R4 , IR0 A Il —
VR A AR (K FEXTE ™/ 2) o 24 TR A A 1 £ 150-250mm’ ), 5 Zh A BE AL N 67 240 CF
35 R A AR R 200mm? ) , FF 28 1 Ath B 2R 36T (B T b B8 25X BRAL A AN AR AL
BVNETT B, TR B4 AT BEAHIE T2 v A JE) 1 I 2 P g A B R4 B B VR 7 BASS SRR, R
A ML 2R AN PRI AE it o B BEAT 280 1 S R 38 A
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[0983]  SEif539 . U HLJm A A . e PR A 150 (BG-1)

[0984] 5 R BEHMHL (0. 72mg 17-BIME % /60K ) ¢ N HLAMEMEnu/nu/N R . BG-141
Me/E & A 10%FBS 10mM P B B2 4 - 10mMEE 4 75 R 2L R [ DMEM Ham’s F-1250/50H T°5%
CO2.37T°CAEK o B O AL, T LASX10 AN /mL B B V% T-50 % DMEM Ham’s F—-12 (R4 L)
50 %Matrigel H o FEALAEL N 5 2-3K , K BG—1 40 i j V5% (1L00uL/ 3h4) 245 iy « B 7
0 — VR B R A A (K P x BT/ 2) o 24 IR 3 240 250mm® f - 404 RRE , 5 sh AR #4341
FHUEIRIT - B R F AR B S W0I6 T B0 » TR kA JE o 75 BRI 50 v A 790 ) A 00— 2K el
ARAR AT AE YR HH 45 SR, SR A IR0 R 56 it o3 3 3R AT 254K 80 77 22 RN 2 380 a3 W o
[0985]  SEfffi40: & P A A - S ppg A s (ECC-1)

[0986]  fFECC-1ZMMIAEL0% CO2.37°C NFE T A 10%FBS 1% AF 0 75 S LR A L00 B AL
HR /R RINDMEM(BYLL (4. 5g /LA ) M AL -5 S LA ) i AR Ko B0 il g, FFDASX 1074
Mo /mL T B V% T-50 % DMEM( FC ML iE ) M50 % Matrigel (BD, & Wk 5 )t o % 4iE I JBR 1ok AL
(0.72mg 17-BHfE —FZ/60-K )& 5 NENZMEMnu/nu/NR o ZERGLAE J52-3K , #FECC-1
YHHLLE K 5T (LOORL/ Z4) BIA5 il o M WU IR AR L, 224 IR 1 138 A RS AR K /N 5
EATEIEE oK U5 ) Brogg U/ B (Z9100mm®) I 3E Sk N (LOGEE &, Al ) B84 M —
B AL (0. 72mg 1 7-BIfE % /60K ) (I MEMEnU/nu 2-3K o W5 0 g A AR (K x TEx T8 /2) , 24
2% 21 B S (1) R ) L K S RE AL 4 ARV T R SR AL & iR TT 3h W), B 424
JE B B 3 b A Bk 31 2000mm® (LA 56 B A HE ) o 78 BEANIF 7T o AE T R I I — o A
AT  AEYR YT JH 5 SR, SR A IR0 IR 56 ot 43 T3l AT 25480 77 25 A2 3802 43 o

[0987]  SEZfafsi41 : AR B AR + 5 g -HE B

[0988]  yAyT M R B AACD-TGS K B (BIIARS FE W N2 1K ) =R BN R G, FFeE =K
IS A2 O it FH BRSO A, 1553 85 T IR0 . Img/kg & bR ME B S8 VUR , 45 445 )
24/NE] , SRAR MUK AT 25430 J1 28 0 Bt o ML R AR JG SR AR SR 504 , B 5 JF R

[0989]  SEjifafsi42 : A A+ B I - A X

[0990] vy MM R R FACD-TGS KB, (BIIAR W N21 K ) =R WM KRG A, Frei =K.
T A2 it AR B A, 16 B 545 T 38 — RN E R 8k SE VR, A4 G
24/ RAR MUK AT 254K8N F128 50 B o MUK AR S SR AL SRS ), B 5 FF AR

[0991]  SZEf43: AEFEIRE-10K

[0992]  MSZHEM:CD-TGS KB (AE# N69K ,Charles River Laboratories)If4r4H . 7E4F
W 60K, FEAE RN B (Charles River Laboratories)ZbVIRE e 1K BRI , AT ARIG2
JAFFUGRATHEFS , 0 55 2- S AR FF 5 88 o TR BAR B A 10K AE S 10N Rl B & 5 &
Jii 270N, BEAT 0 U 2 ) USCER TS 3R AT 2 AR 30 7 55 R 2 302 4 A » LIS W B S S R X 30 4)
AT 2 SR, B 5 AN S IR FR L K R T R BN+ 5 A OE S AE 10 % 1 PRS2 ph i 48
IR SRR [E 52, 338 H HEAT A0 S A ) AIHRE S £, (SDPath) o ¥ e (o I A AL IR = N
BEAT AT, SR 5 ROR 25 23 o AR ) 993 22 2% S AT B HR g A 24 R B + 5 Ao S s
AR T T 5% 350 B, B0 50 E B0 2R B2 A 8 1 1 328 s 1 — 2L A

[0993] K544 « LA e AR i 56

(09941 H I : AWFA B 2 VPAE R (DAL W B 252 T 852 1 sh VB A MER 2= 2 4k
(ER) BH % B PR 2L B (1) — 2R B 23R T 7 IO R WRBE 28 T AL &4 m] e 51 A AT AT B A
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RGBS PPz SR 2R 8h 77251

(09951 P i &6 i FH 1-50mg kg 38 (1) (TT) L (TTT) L (IV) - (V) BROVD [ 46 A Py e
2525 PRS2 B ER R — KRB — R IR

[0996] & RN EFabs : F L4 RIS TEIR - MR e LA/ B0 s 15 1l o

[0997]  JRELE B EFEHR : (a) BIFEH s (b) ZIAEN 352 1 T s () 78 58 SR I TR) st B AT 58
AETER A OB 1 R R B R I LR 5 (d) 3R R s 1) LB AR A7 3 5 R0 (e ) FRUR G PR S B2 )
Avbricds.

[0998]  PEANHIA 45 T R (D) (I1) (I11) . (IV) (V) B (VD) A &k Ho 2527 o]
B2, — R —IRE— R IR 7R RN 25 24 i B 2 B, AT S AR 2 M 3R 25 AT
fa] @ AE B PEAL - B8 1 2 J8 FHCTH IR BOMRT 3537 VP4l 28 38 B hE DU B 1% YR 7 /e i E o
LRSS 5T B3 H IR E BB nT 2 1 HE M

[0999]  BEA% : 185 M AU BRI Lo 32 il

[1000]  Nidkhwifi: 2H4UF A 2% E i R PR FLIR T , TVIHPOR s Je iR R H BT
IEIBIT B EHRECISTE SR & /b — A1) P& 1 2095 A8 s 48 28 i IR AS s ERBH 1 L 98 s HER2- 9
PEZLIRAE s BTG SHECES B2 M2 i I 238 — DN e Rl IR JTV5 s ECOGHR TR A8 0- 1 s FiLiH 75
Ao L2 s 7840 I B AT B8 L BE : AST<2 . 5XULN; IHZ1 2 <1 . 5XxULN; ANC> 1,500 /ul s IfiL /M
#>100,000/ul s IEE WIPTAIPTT ;s H S wi K FR 5 2 22 /0 2 /3T MR I 7 AR R

[1001]  HEBR brAE : HER2—FH P FLIR T 5 S0 W0 005150 4 B 1 e s IR A0 7 T 42 5 Tl % (1) 9 s
B s AT RIS IR T s ST B BB T 4B AR A s 700 25 54 A e PR IR
S, AR E S EE MR R PR TR PR VR T B SR A e s AN 2 A R TR B M
I, B 55 A LA HE A S s S Bl O B 5 7 122 2 RS R

[1002]  SEZjfaf45: F 5 PR IR R0

[1003]  EH : ARBFFH H P ZVEAEZR (D) (T (IT1) L (1V) (VB (VD) ik YL Z
5 AT SZ B SR AR MR H B B 1t A JBERE VR T R T AR W G Tz AL AT R SR
AT BIFE B B IV Z A B 258 7722 10

[1004] i : ] 63 i FH 1-50mg / kg8 (1)« (T1) (TT1) (IV) - (V) BL (VD) 4k &P B
2y ERTEZ B ER  BER —IR B R AIR

[1005] &5 PPN EFe b 32 L5 LIS FaAr - Iieg s A/ Bl g 1 1] o TR B 45 SR DU = 4R A -
(a)@IEH s (b) 2343 F322 MR 5T 5 () A8 8 SR TR) A HL AT 58 A B0 43 e R BSUHe 175 A 1) A6
FTEE A 5 () a3 R (7] RS AR A7 1 5 A Ce) TR I AR IRORE ) AR A 18420

[1006]  PEANHA : 45 T 32 (D (ID(TTD (V) (M B(VD AL A 252 ]
B2, — R—IRE— R TR 7R RN 25 24 J B 2 B, AT S AR £ | i B0k 25 AT
] @R B VEAS - B8 12 J FHCTH IR BOMRT 3537 P4l 28 38 B e DU B 1% YR 7 e i E o
LSS 5T B3 H IR E BB nT 2 1 HE

[1007]  BEA% : 185 M AU BRI L3 il

[1008] N brifE : 20 215 B Al 2 L Hi2 IBG S B B A2 M = oA e 5 S0 mr R SR R i
JPVEVRTT IR FHRECT ST g SR 22 /b — AN Al = () SE95 4% 5 3803k 32 AR FH 1+ 5 N i s ECOGAA
FPIRAO-1 s FUH A > 12 s 7843 R TR A 8 D B8 : AST<2 . 5xXULN JJHZL 2 <1 . 5xULN; ANC>
1,500/ul s f /AR THEL> 100,000/ ul s TR BIPTHIPTT s [ 56 Hif ) i %8 /2 & I M Je B )
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FARBORIT HR B EFE KA

(10091 HEBR itk 0 5% A2 1 s sk B0 3 5 JF AT I B30 25006 97+ SE 0 0 B BE BT 40 e B2
HEL s 763 25547 P A B M e s 5, AN 4R S Sl E B 68 208 R B ) VR VR YT I IR
B3 s ANSZF BRI G s VR B PR H I, B3RS % AP H O sk 3 B e o R 9 5 7™ 1) IR 2 B
A R 575 o

[1010]  SEZjifs46 : O SLE G R IR 5

[1011] B AR E B R Z VG (T (T (1V) (VB (VD b &P 2
5 AR SZ ) SR AR R SH OR SR T R 09T 80 WCR SR T A A Y RT B B B AR AT B R
55, IV Z I A R ah 15

[1012] -0« ) 3 it FH 1-50mg /kg I (1)« (TT) L (TT1) - (IV) (V) BR (VD) 4L A Pl
2yt BRI REEZ I ER  BER —IRB— R IR

[1013] & R ESabs : F 2L LIS FEIR - MR s LR/ B0 15l o

[1014]  JRE L LN ESRR : (a) BIFEH s (b) ZARBN F75 PR s (o) 7 2 LR B TR) s B A 58
A BLER A S S BR  AE E B EE  EL A8 s (d) 3 R TR RS AR A7 3 s B (e ) FRUR I PR S B2 ()
Evbricds.

[1015]  PEAHHA 45T B R (D (ID) (I1D) . (IV) (VB (VD) AL & ek Hi 2527 b o)
Bz 18, — R — IR B — R IR D IR AR A 2 JE I 2 1, 3EAT B ARG 25 M VRAS 25 (L 45
PR bR S 91, CA-125) FIATART @il B VPAl o Bk 1 2 ) FHCT 4 8 BROMR T 3 3 VA 2838 (X
E LA B IR YT R SRR H B RS 5 X T T B B IR IS BB T 2 1
PEo

[1016]  BEA% : 185 S e B R Lo 32 il

(10171 N brdk : 41 232 B4 M 2 802 19 0 JEH B9 S0 s 2 Al AR F Ry V2R y 7 B e
RECTST 5 SCH Z2 /b — /N A 0 5 f) #0955 42 s ERBH M BF 5198  ECOGHA J1RAS0-1 5 T A > 12
J& s 7893 B IE AT B B D) B8 : AST<2. 5xULN; JHZL 25 <1 . 5xULN; ANC>1,500/ul s il /MR TH50>
100,000/ul s IEFH BIPTHRIPTT 5 5 56 Hif i 5 S 52 /02 JRA A S 5 59 TR R B0G 7 FHOC 1 251
K

[1018]  HEER bRt « o % A2 1 s s B0 3 5 FRAT I 58 25006 97 s SE B & BE BT 20 e 2
R s 703 22 54F Py A e S M IR o 5, AL HE 5 Sl B 6 208 R B 1 YR PR VR YT I R
B9 s A2 3R BRI GY s VR B PR H I, B3RS S % I P H I sk 3 B 1 o R 9 5 7™ FE I IR 2 B
PR o

[1019]  SEjfif47 : ER—FH PENSCLCI PR 5

[1020]  HEY: ABFFR ERZPEAE (D) (LD (I L (IV) V() B (VD B A B L 2
o BRI ERAE N B — 2R B A B T8 97 00 I B 78 1 3 3R 52 44 (ER) BHPEEE /N4
M it (NSCLC) (97 3 W B R Tz A S Wy B — 25 50 B & 7T RE 5 I AR AT B FH I
15 B IR iz S E B — 25 B A I 25480 77 22 1

[1021] -0« ) 3 it FH 1-50mg / kg (1) L (TT) L (IT1) . (IV) (V) BR (VD) 4L A Pl H:
2y BRI RS2 B ER AN B 2 B A R — IR R R Kt H

[1022] &5 RN EFEbr : 3245 RN EFEAr « Ieg I RLAN/ B0z i il R B 45 R = Fa A -
(a)BIEH s (b) 23BN F325 VR 55 () AE 7 SRR TH) s B AT 58 A B0 43 e L B30 15 et e 1 A
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TTEE A 5 (d) a3k R [7) AL AR A7 3 s A Ce) T I R IR ) AR A 18420

[1023]  PEANHA . 25 7 B3 (D (ID(ITD (V) (M BV AL A s 252 F]
B2 AR B — B A — R — IREU IR IR o 75 AN 245 25 JE I 1l B AT SR
A LYK 25 A AT B VE VP A o B8 1 2 8 B CTH R BROMRT 8537 VA7 S8 38 10 e i LA 1 8 106
J7 e T AE M ¥ 822 5 IX U 7 B3 H IR 15 A BUAS AT 42252 [ B3k o

[1024]  GiA% - 185 S AF S TE K B3 M AL PR32

[1025] N briE : 4 24 B AN M 4 1 B2 1) e B8 4% B8 P ER—FH PENSCLC 5 2 B A R FH A
YTV I RECTSTSE S 22 /b — ANl YU & (1) #9542 s ECOGAR SR AS0-1 5 i Z5 Ay > 12
J& 5 7843 W0 BT IE AN BE Th A : AST<2. 5XULN; HZL 2 <1 . 5xULN; ANC> 1,500 /ul ; ML/ 50>
100,000/ul s IEF FIPTHRIPTT 5 1 56 A 1 58 92 32 /02 B 9 S BT B9 F AR BOG 7 #1351
R .

[1026]  HERR br A o 4 2 19 95 s B I 5 AT BRI 068 7 s SE w09 B BE BT 40 M 72
FE s 7R3 2554 A e PR R o S, AN LS ' SR B 0 2R e I VR e R VR T 1 R
738 s AN 33 R IS s VR BN PR H AL, SRR % A HH O sk 5 9 s 1 o IR 95 5 7™ B () IR 22 B
A I o

[1027]  SZjfa 48 : 5 P IR 7 AR I R0

[1028]  EH1: ABFA M E LG (T (T L (IV) (M BV L &L Z
2 BT ISR N B — A RIS A TR YT A R/ E 5 N R 1 2R 1
7850 WA R Tz AL A AE R s — 2 Bk 2 A 7T B8 SR AT AT 8 A B IR Z4k
AWNE R B — B A I AR a2 PE IR

(10291 -9 10 i A 1-50mg/ke K128 (1)« (TT) L (TTT)« (IV) (V) BR (VD) [l AL A 4Bk 4L
252 BRI I SR AR B — B A R IR E - R IRt H

[1030] 25 BLUN S FE AR « AHIFFC 1K &5 SR IS 48 A A R DR o5 2 A/ 0% 9 4 A R i A i
Al g

(10311 PEYIHEA - 457 &3 (D) (T (TTD) (IV) (V) B (VI B4k A sk H 25 % - m]
P2 AR R B — B A — R — KRB IR IR 7E RN 45 25 JE BA 2 AT BHAT Sk
2 MR 25 AT B4 R VEAG

[1032]  BE4% 185 AP WS TE K ot 52 ik 3 o

[1033]  NJEARHAE : Wi AR YE 5 N IR R A0 i 5 26 28 117 B3 268 48 IR AS s ECOGAE TR FS
0—1; 7843 P R AT B B D B8 : AST<2. 5xULN; JHZL ZK <1 . 5xULN;ANC>1,500/ul s il /MR THED
100,000/ul s IE5 BIPTFIPTT s 3 S5 I T ARBUAIT FHR B R D2 .

[1034]  HEBRbRAE « SR ORI FL s 703 25 547 P9 A e W Pk Mo o s, AN B G Sk S A
R W IR R YR T 1 SR A s TR AT RIS 26T s AS 523 IR B 5 v Bl PR O PR
Toa s 7 IR S EORE R -

[1035] sl f5i49 : 7 & P DU I RS

[1036]  EH1 : ABFF M E A VG (T (T (IV) (M B (VD A &Y L2
22 AT ISR N B — RIS A TR YT A R = P LRI B8 17 4%, UK
ERTIHNAWE RSB — LB A AT Re 5L BIEH G S, FFRM L & 1E N
B —ZG B A 2R BN T M
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[1037] -« m] B3 Jit HH 1-50me kg 20 (1) L (11) L (ITT)  (IV) - (V) BL(VI) 4k S4B H
2y BT REZ B ER AN B 2 B S R — IR R PR Kt FH

[1038] & BLINEFE A5 « ASHIF F0 I 45 S WU 5 FE A A2 i IR e 3 0 / B0 R 2% A AP0 LR Ui
bt o

[1039]  PEYHIA 45 T 8 R (1) (T (TTT)(IV) (V) B (VD) B4k &9 Es Hi 242 b a]
P2 R AR B — B A — R — IR IR R 75 RN 45 2 R 2 W, #E4T Bk
2 MRS 25 AT BIAE AR VEAG

[1040]  BEAK : 185 S U8 BRI Lo 32 il

(10411 Nhnife - W B IR M5 g NUR s 4848 5l o3 40 28 PR 25 s ECOG R 7R A450-
15 785 F B A B D B8 : AST< 2. 5XULN IHZE 20<1 . 5XULN;ANC> 1,500 /ul ; L /MR +H 50
100,000/ul s IE FIPTHIPTT s B 465 ) F ARBUGIT R B R D2 .

[1042]  HERR bRk : SEUREUH FL s 703 2548 A He BV I s sk, AR B iE R B A
FIR B R B VR PR IR T 1 SR A 8 s HAT RIS 2R TT s A 23R BRI S s VR BN RO IR
T s 7T [ R S BORS PR

[1043]  sZjff5il50: i B AN 2 A &0

[1044] R 1 il & A i 35 O HR Ik A ) e FH O B B AR 2902064 - 5 100mg 20 (1)
(IT)(IT1)(IV) (V) B (VD) B KIE AL A e L 252 BT 2 (M) ShIs iR AE R T K, 2%
JE510mL 0.9% o EhKIR G R ZIR G4 51 N B8 A 185 33 9 it FH R 55 = B a0
[1045]  7E 53— AN sEhti s 2 vh 8 A B B LB BCRT i 5 B 59« 1. 220 (T) L (TT)
(I~ (IV) (B (VD A GBI 25 2% 52 £, 2. OmL & BRAN G P ¥ (0. M)
HCL(IN) BNaOH(1M) & & , I % A& i pH) , 7K (ZEIR K, RH I ) (&, N3 20ml ) VR A5
TKCAAMA A LA B R gy, Bkl , 06 2R FH RO AR S N 2 & 1K

[1046]  sEHEHI51 « L1 ARIA W

[1047] /T il 2 DB IR I AE A, il %20 Y6 TN B KWL 3] o I N 2 &1 20
(D)~ (ID)V(TTD) (IV) (VB (VD AL A B L2y 22 bl 8252 (1 3, AR 20mg /mLIE ¥ »
[1048] syt f52: 1 AR b 28

[1049] vl L @AM 2 A1), #100-500mgz (1) . (T1) . (IT1) . (IV) (V) Bk
(VD) AL A e 2528 Erl 222 10 3k Sie iR & %18 A4 51 O A48 1 it FH G 11 R
= RALI AR .

[1050]  £F 55— SEiE T =9, 4100-500mg = (1) (TT) (T11) . (TV) (VB (VD) L &4
B2 BRI EZ I E T4 9 B 5 IR (RN 4R 4E R B ) o, I B A B
[1051]  SEZjfafs53 : [k 77

[1052] i il 44 A7) B A48 B % a0 (1) (11) (IT1) . (IV) (V) BR(VI) 4L & 4Bk
HZ2 B2 Eh A0 B % ek A 4E R, 5 & % RBURIN B T R 4F 4 5=, M2
= % 1 T R R o JH T B e I Al 4% R BT A 0 R4 S T B AR R A 250-500mg

[1053]  SEjafsl54 : Jo st i 4 &)

[1054] R 7 il & W RAE R A AW, K (D) (T (1D (IV) (VB (VD 4L &4
B 2G5 Al Eh SRR TR LA Y 2 TR I Y S R R TR R AN Al Ak K B USPYR A o SR
AR B BERIR A 5INTE & R R R A g
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(10551 ASCHA R se I Anse it /7 s O T3l B B, I HARGUEEARN 5188 21 5% Ff
TS B Re B A5 AEA H (1RS ARV BT P AR T B BOR ZESR v Y
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