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I B e el
SRR AR B e ¥ &L (Vinca alkaloid)
Fook g ¥ % (vinblastine, VLB)
KT A ¥ &Frex (vineristing)
B E T KA
R et KA+

Taxotere ( $ HERER) ® (2§
T SR 4% (docetaxel) )
£ 3 &4 (BCNU) We 3 8] i
%328 iT (CONU) BB R ] T
8 F 8T (7 A-CONU)
#.7~ (chlormethine) ARG EE
b fk 2 R0 3
R

Tl I e - 2 58 Bk
# 4 i (TEM) RAETE
Z AR ER (triethylene A E ED (actimomycin D)
thiophosphoramide) ks (akE L)

(v % ik (thiotepa) ) S E (MEE)
5 i = 22 gk # & B #F 3% b £
#  (hexamethylmelamine) (mitoxantroneidarubicin)

( HMM , = ¥ % R HhREE

(altretamine) ) #-F %% (splicamycin) (&

89



CN 103562202 B 'IH,

I
+

51/167 T

[0162]

I AR iR
vy i
Wk v R 4

2k
#*k-F ek (DTIC)

R M E

v R
BV Bk
R
BEWE

( % Yoot B )

U R4

5~ FARIE R

RN BARAF

&l

B o T4 9
(AraC, [TA8H0.35)

5- RAMAF

2,2~ = BB
RS

W& AT (pentostatine)

e RAk4h

O3, AR v

6-BRAR, By vk

B vk
2-pLAh A A R %

("% & kT (pentostatin) )
AL AR % (EHNA)
B Rk R
RSV L
(%40 %, 2-CdA)

1A 45 4b 54 B ) A

b
#3
G
N

i

s

]

)

& #-C (mitromyein-C)
Ak A &
AFRILE
Frim b E
FEFE
HAET &
P o) R

IR
P

2

ik
L-F 17 L HBE R B
L4 & 0% 8%

B R
7 A ek

B B
TR SR
AR A B vl

Je 3
RSUT 1069
E09

RB 6145

E 5 RS 5 2
SR4233

RN

T B

STUE S A S
( 5-bromodeozyuridine)
5-2k B R A

R MRS

K b 35 A
MBS 8 o
5L 48

K40

LR
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Rk Rt ]
Fe30 5 Foge B A
R 3
L SAIRS
) B A M 5B
G-CSF
GM-CSFE kil }‘Q}Iﬁ/’!’i‘? Z 4
S N AR (MIE)
B SR

ML BEAT

ek R A4 &
B EAR R R R E L E/4E BN

B AR B A A R

HANEAT R €]
B R by
A& R4 (ainoglutethimide)

shke
uf:‘le’-

[0163] BEER W £ yftlﬂ]
BEER W M 2

llfilﬁi &
b o By
B B/ S A4

FMHT Y

e R %
7 B 5

FA fi é%"( 2

AR

YRR B A 2
ok d £
7 i

K432 (o,p-DDD)
.8k 4 (ainoglutethimide)

MM E T
F4EE (o, B y)
& 4w LA F-2

T

seeboak £t Eoy

A E®

KIFehukdr £

Fnehess (SnET2)

Bi4ket 4k Er-a (pheoboride-a)
mEvtik-a

FBk

BE&

BRH

X-4t £,
9,
YA

T LK
Srob AT
TR A AT

[0164]  SZMARUE I 29 0TI ANRAT 229328, I HLIOC T e ATI A0 200 M 235 Tk A2 A s 2 24
RI o AEAR 5 W] Hh A7 R 52 R 3l (10 285 750 R AR AEASBR T« B RKOK A (NSC406042)  BRE 4
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ZB(NSC609395) K A ALK (NSCT57 )  RK A ALB AT A 40 (B AINSC33410) « £ b w4 YT 10
(NSC376128) .35 B 2 (NSC153858) I 2 3 (NSC332598) EAZEE (NSC125973) 45 8™ (
TAXOL®) i A4 (51 01, NSC608832) HRAR KA AHH (NSC361792) « = 2 Jk 2 ik L 1R
(NSC83265) fit i I B H (NSCA9842) B I K B BBl (NSCOTHT4) R AR AT A IR M 85 31
(AR EAR TR ERA R FERB LR (discodermolide) (Z W, Service,
(1996)Science ({BF£) ), 274 :2009) WEZLF]TT 5 5 1518 \MAP4 , 5555 o 1% FEIK 2 711 (1) 52 41
IR T Bulinski(1997)J.Cell Sci. (K4HAIZRED)110: 30553064 ;Panda (1K) (1997)
Proc.Natl.Acad.Sci.USA({SE H B ZBFHEFE b T )94 : 10560-10564 sMuh1rad t (CK /R HifF)
(1997)Cancer Res.({HEHRERTF))57:3344-3346;Nicolaou(JERH ) (1997 )Nature({H
SR9)397:268-272; Vasquez (FLET 7T H) (1997)Mol .Biol.Cell. ({F4MuAEN))8:973-
985 ; fllPanda (%14 ) (1996) J.Biol . Chem. ({ AW L 2 2 E)) 271 : 29807-29812+H ,

(01651 W LA FH Ay 248 i AR A 170 48 AHAN R T DA R BB 2= A [ B (AR 6 & S ApA))
17-a—JR#ERE (17-a—ethinylestadiol ) O A MEN) « S2 R  SRAOAS 7 FF 2B TR IR e At A I
SHNEBERPHZ2EE. TR P EZE .G R 20, & R
(hlorotrianisene) ¥ %2l . & & KEF (aminogluthimide) JMESE ) VT W EE R B #2240 = 1A
HAR UG S FEIm KRS R

(01661 H-Ath 40 i A= K 1] 551 =2 o M A8 AE R0 491 G0 26 o 4 J i | B A0 1 57 L AT HA VEGE
4157 CANFRVEGF AR LA M2 i W17D6474 FISU668IK) /N1 ) o 38 AT LA FiFitHe r 247044 . EGFRAN
il 771 ;2 EKB—569 (AN A] ¥ 41 il 551)) o iAW FE ) A2 A T EGFRE A S 5 Fe Pt I 144 C225 IS e 411
il .

[0167]  Xd3d A 40 f AR 0 77 3 F 9 2 CASODEX™ (Lb = & Jie , Bl 7 A1 JE 2 7]
(Astra Zeneca)) , & B HER R WM S A2 g G TE PR IR o 40 A il 7RG S — A sk
B MBI 2578 2 8 45" (TAMOXIFEN™ ) , "B 10 1l M 380 2% 400 i I 7L Gt 8 £ 389 90 i
K o 2 IR A5 5 190 2 3 %0 400 ) 700 A 200 L A A o1 77 o A3 1 S 48] B i 3 B A K PR o
FHer =240 1] 771) \MEK— LISl 477 1] 751 A MAPK 5t 400 61 771 PT 3400 1) 771) « S c 411 1) 1)  FIPDGF
I o

[0168]  TAILL S5 AR EHIIBe1-2/Bel-xLAMHIFH— 25 T 1 5 40 58 3697 73 T35
LRIAFFS52007/0027135; FEH L H'57,432,304; FIZEE LR AFF52010/0278921H1, %
HEak 5| UL A A7

[0169] AR B4 Pt B2 5 20 Wik iR & 45 T 1, i8R = AE R T TS 245 1%
TR RN 148 i 247 S B TR A G R 1) o fSF FH — Pl 22 P AR T8 2 bRl 52 () s dhk (s (R st LA 45
PR () B AL A P T R 77 A B 7)) A — P $E 0 77 20 il FH TR 408 4% B A 1
AW .

(01701 W LA 45| G J ok &5 A VR & SV A S DR L B K (dragee—making) L6 03
(encapsulating) B3I (entrapping) B 7R T it 2ok fil i X e 25 W) 4 A9 - 1 4 1 e
7T e B G 255 T AR EN B A SO A /4 N4 70, %A
A R AT R0 e B G VA BRI TR 2R Y LR TR SR TR iz AT
PA S Hh A 2 — Pl A s A4, 491 an B B BsAA 5 o ) B S AR B K 290,01 %6 52 K2
95% I H AL MR 291 % 2 K 2950 % B B A S5/ (D I &) - A LLUE TR g T, 7]
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DAV I AR 85 A4 (A1 7K A v B BB R IR B ) o A AR T 2UmT DL — 2
A0 AR TR R /KA VR ) B B R VAV B B SR R LR TE S TR I AR
THEETERA)0.1% 2 K2190% I HAL K21 % 2 K250 % K B A N1 K&
.

[0171] 7 A EN R A S D LA YR Em K m Bk BOR T iES 2% TR,
A GV T R W B I8P 252 B 7K T 32X X RE I 1 1 A1 AT 4252 16 3 LI 1l
% (7 H BRI pH BV R T, 55 ) R AER YIS E AR Z P 5 T KN S 5K BU%
TESTE ER AL A S A B EN .

[0172]  HA M (1) MALE 0] LLER 5 H 5 A S50 b 300 1 25 2 bl 8252 I 4k 4l
B o X FE I BARATATE PR 77 B8 08 45 I 1 0 F T FH A RV 7 I A8 38 0 IR U v 771 ALl
PEEE I TE U B REIR RO TR BT, S8 5 o A DUIE S B 2509 (D B4 & P
iz [ AR T 7 A5 1R Fr A3 VR A 04T A B 9F B 375 UG AR i & & i Bh Al
JE PRI A VAT N T AZRAS v 7R BOpE $€ 700800 3R AT T IR 257 il 591 o o () TR
AR, 475 A5 G A 7 9 R 4 2R ) o G SRR KO, W LA AR T A A o

[0173] B A 454920 (1) WA4k-A W mT DU G i Do B T 38 sk 3 5 (48] dun e o o ok PRt e ik v
SRR S5 ) 0 1B A48 24 o P T S 4 ol 50 T DA A ) 28 (0 o £ 22 SR BRLAE 22 771
=R 5B A A7 A ] DL BE Q018 I PR BOK PR A (TR
PN BRI T2, IF BT BA S A 5 71, B an Bly& a0 e e 77 /B2 B0R) o

[0174] T B 4b 4 5 29 W AH A A48 b T /K B PR XG0 PR RN KV W S 4h, B
A L5 (D) B A P TR 2R AT LA Jad 2 1 v 2 v S VR 8 ) o & B 1 216 Mg PR 9 77 B
BEN ) B HE W7 i EA G 7R R o A PR S VR R AT DA A 1 R TR B2 R o AT
T 1, VR AR AT LA A SNk A 0 AR 5 L0 R R A VA R ) S TR I A R AR E T
B o AT ACHE , AR B () 4 A 0 m] LA AL T BORIE 2 S SO X T8 HRT 541
AWy (481 G0 K B T A ) 7K A 3

[0175] B A (D WAL EW0E ] LA 6 A EL AL, 0, 4603075 A5 #4770 28 o
(PR TN EROR BE HERG 7)o B 1 Je i R I 500 4, By g5 42X (D) I A A ke m] LATRE 1 9K 3%
#il7 (depot preparation) o X AR KA AT LU A (40, J2 R EULA ) B3 @ i UL
PRI 5 R 45 7 o DRI, 64, B 25 M =0 (D AL & mT LA RIS A 10 8 A W0t L Bl 7K A4 k)
(g, /B A AT 52 16 ek A 1) L) B8 28 e b IR T 1 o

[0176]  BARM T, BA LMD MALAYRT ELEG 1 81 B T DU & U 57 (61 a0
SCFLRE) 1 A IR TR 2 BCL S B SR T VR A 0 B BRI 6177 (ovules ) T 20 B
DA, 75 R 51 B € 55 i 55 SR 2R T 204 1 o T RL 245 B mT 4252 1 s n ) (4 4
Blyg i) il 4 X AR B A 50 o 3B mT LA B A a3t B S A A4 B dnsi ik s LA
JR SBOSIRBINK N 8 T W B SNE 2, Bel -2/ Be L —x LAl 571 5 47 A2 DA JG B 7K ¥ ) T2 X As
F 5 2T B KIS T A2 H A Ay 5 (A1) 4 ek B0 o el () e T 8 2 ) ) A T S 4590 R
52550 .

(01771 BN S AN K] , 4% A PH A 45 25 &, i e 25 A0 & AR 8t e AT TR 48 ) DA SE B AR
KI5 77 AR — PpEk 2 M S B A A — A AT R S 1R 2 &
TS T VA A AEIC T IR IA S B A (B, L B g5 = (D AL & 48U
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FATIR IS BT RIRA A , S S WE &Y A3 — R 8 b (B s i+
AR , BAME R R RBE S A S IR, ZAR B IR Z A VB G B K
BH B 772 B4 F AR, i A A WD & W 0,2y o ) Y i 24 v DA — DA s —
Pl T AR T 45 2 R 40 T2 SR 26 E

[0178]  JGHifYIBC1-2/Be 1 -xLANHIF E A Wi & ATTR B a7 R R AR 48 A R B i &
TURHIE , A 50K (D) MBI A BT BAE AT Bel-2/Be 1 —x LI H1il 71 1 48 V- o 451
W, AR A AL A S R 3 B 6 Be 1-2/Be 1-xLIK /N T 100uM /T 50uM 7N 25uM Fl /T
BUMIK) 255 215 11 77 (1Cs0) o

[0179] {5 WIHY &k

[0180]  AKRHKINAHI & T LR AT BREBEHREGREGFEWN(D L EY
(1) S o ] 24 AR A BRI B 1-2/Be L-x LA il IS LR B4R 75 25 5 M 7E AR U BRI
[FIRE F1Z W o

[0181] Y& FIAN A2 I b 3RS I B A #E— D a8 A NMRTE AL 22 67 72 (8) 4
HRIE F AR T PRI SE (ppm) {637 (downfield) , Hidr 2 BEME 2 DL 10 7 SRARIBE T
[0182]  BRAESIH UL, I A (R B N TRIRE

[0183]  FEG R I7 V% SElH A A B i A 4 5 B LR 5 X

[0184]

DMF e Y
min T
CH2C12/DCM T
MeOH I i
Na2S04 T PR M
AcOH .18

S JR S
Na2COs3 R

h IINEF
NaHCO3 RIS AN
HC1 tHhiR

g I

mol EEIR

mmo | L& JEE IR
ml =t

TMS VY P R p e
TFA = W7
KOH H A A
NH20H « HC1 IR L
NaOMe F B4
[0185]

CD30D AR B
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M JEE /R

KOtBu BT EE A

DMSO IR,

N 1E

SOC12 RN -y
CDsCN AN

RT =il

DME A

Cul T, STV 6

NMR W ILHR S 1B
THF IR

NaOH AN
PdC12(PPh)s AR AR (T
NEts N i

CDCl1s TARE AT

Hz i3

Ar 7 I

Ho0 K

EtOH N

EDC 1 -2, -3 (3- R BB P 2k ) ik — WP i 3h iR &
HOBt 1 =4 R g =k
DIPEA N,N-Z J R 2 %
DMAP A4— 7 FR R R
K2COs T FR A

NCS N-GART B8RP ik
NIS N-RIARTT B P ik
NBS N={RART BRI ik
NalO4 LR B

NH40Ac LR

CAN THER E 4l (TV)
CH3CN/MeCN /N

CsC0s BRI e

Pd(0Ac)» CLPRER(TT)
CIPO(OEt ) THEBEBA
NaOH FEAAEN

[0186]

AlCls CRiK:s

(Ph0)2PON3 T IR — R iR
t-BuOH BT T
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NHs =
Mel FH i
LDA TR
BOC TRUT R TR IR B
AcCl N
MnO> MR
MTBE B S RUT Tok
NaNO> P AH R BN
SnCls —E A
Pd/C Pk
EtoNH O
(PPhs)4Pd VY (=R ) &4E(0)
NaN3 B WA
n-BuLi BT
mCPBA ) S SR R
Ac20 LIRET
Pd(dba)2 KPR FETRER ) 42 (0)
PBus e
NaOtBu BT B4
[0187] H&, %01
[0188]
fy$§3ﬁ§m§$@§

S ‘“

“Csc)i.ReNHz,MeOH, % ;ii. 1M HCI ,H20;d)NaOH, M4 /EtOH/He0, [] 3 s e )R\NHRs , EDC,

HOBt,DCM,DIPEA, =& ;s £)1i.SOCL2[m] ¥ 2/NEf i1 . R7NHRs , DMAP, 1, 2—- & 2. 8¢, [ 9
[0190]  J7 %, %02
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e 0 @ M
i (L .
e S il oo,
55 S
R
l

!f»sir

m

[0191]

[0192]  a)K2C0s,MeOH, [1]3%ib ) CNCH2CO0Et , t—BuOK 5 ¢ )Rs—1 ,K2C03:d )KOH, H20/THF /MeOH s e )
R7NHRs,EDCI ,HOBt ,DTEA,DCM;f)i.SOC1 2[Rl 275 i1 . R“NHRs , DMAP, 1,2— — & Z. %%, [Pl i s g)
NCSEENTISEYNBS,DMF RT:h) & 3L HE (Sonogashira coupling) Bk 28 LB EL (Suzuki

coupling)
[0193]  J7 %, %03
[0194]

[0195]  a)K2CO03,DMSO,b)Nal04,NHsO0Ac,c)HoN-NHMe , Z, 1% , Z. % , d )NIS, CAN,MeCN, e ) Pd

(0Ac)2,CsC03

[0196] 5,04

[0197]
(8
}L(/I\L 9 N

Cl\r;&\_l 5 MeO _.i) ‘ M.eo)‘\{i*ﬁ g
\j}(\ L Py / 2o 4 "
o - ¢y a i
o oH ={ —( o 5%
e o] 7 \~er\ f
AT A WA

[0198]  a)HO-NHs, 2.1, Z.FE,b)NIS, CAN,MeCN, ¢ )Pd(0Ac )2, CsCO3
[0199] 7%, %05
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[0200]
0O z S \
NHg « & Wy b 0T
/[ \] 7 \W/; ) - N
=z P | ‘ &
Cl Y S | ~N,\_‘]/Tos &
| cl H A
Cl
[0201]  (a)F 4%, [EI9 5 (b)K2C03,MeOH/DME
[0202]  J7 %, 1% 06
[0203]
Q0L
NH2 7 N- PN G
or1 A ¢ ﬁ;\ :
+ w——m;» \]’\ N7
\T'/ [
cl
[0204]  (a)EDCI,HOBt,CHsCl2,DIEA; (b) (i)KOtBu,THF,C1PO(OEt)2(ii) R & 2 R 2.1

(c)NaOH, —ME4E :EtOH:HoO( 1 : 1: 1) [y 2/} 5 (d) (1)SOCL o, |37 2/Nest (i) 1,2- & 2%,

FR i 9 e [ml o A
[0205] 5%, %07
[0206]

R =H & COF
[0207]

[0208] %‘FQ,?]‘ZAD—S,Q

98

(a)N,N-—FI L Wi flie — FR Bk 2 4l , B 2K, I3 5 (b) 1, BT
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[0209]
‘ 0O a ; \/\./}O
@/\gH - l J
. ,,f \|7 =
\I[ | \]
Cl

Cl
[0210]1  (a)(i)SOCls, [E3% , 2/NAF (1) &5, ALC150°C , 178 5 (b)N,N- " FF L E i fiir — FF
FELGEBE ORI s (¢) LB, 1R
[0211]  J5 %, #%0-10

[0212]
N“‘/< /\o b
N 0<% _
WY} %Q
o cl ivd
HoN

)\(*O

[0213]  (a)(i)(Ph0)2PONs, THF, E{E 4 (ii) t-BuOH, FF 28, Ry 4 ; (b)CHaCl2, TFA, &
12304081 (¢)NCS,DMF, = J& 2785} s (d)EDCT ,HOBt ,DIEA,, CHoCl o, £F —MEE%E R [0 . 5M NHs s
(e) =R LTRET , ke , M0 C R =
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[0214] 722, Bi-11

[0215]

[0216]  (a)NIS,DMF, =&t 4 ; (b)2,2- 5 —2- (I3 ) Z BRFF B , Cul , DMFS0 C i &
[0217] 5%, 8012

[0218]
0
2N
Br Eto)l\“/
) S ) B S A0 cde
Cr C - O
g e 7 N o
| P [ Sy EtO A | [‘\/H
Y w Y
Ci cl
[0219] (a)CH2C12,Br2,AcOH (b)K2COs, TR , =15, 5 (c)f:ﬂﬁéﬁﬁqﬂﬂm.OMH(Zl;(d)KzCOB,
DMF,MeT, 25 s (e)NaOH, —FELE :EtOH:Ho0(1:1: 1) B3I
[0220] 7,(,7]%@—13
[0221]
o o o O H
n-Boc I 2 EtO™ 3t B
Cho e

cl
[0222]  (a)LDA,THF-78°C-= & ; (b) FA 2K ,NRIE , AcOH[a R 1L 74 5 (c>4—bz*‘r§EF'@§ I e 545 12
W3], EtaN, 70°C1t 7% s (d)CHaCle, TFA: (e )NaOH, M4 . EtOH: HoO(1:1: 1) EyR

[0223] &, 0-14
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[0224]
CI:N HN O
A a A -
D
\{' |\,,;"’
&i 1 ¢ ‘N
Cl d N
e S e e PeE Y N R o
NHa NH3Gl . H } <\"“‘/€ / <—l ‘é’ﬂ
Ry RNy T \ Cl |

//_
-
Y
/
—~C
; >:o o
¥
/:\\
{\_{
{
Y3
=z
.
{
"\

[0225] a)AcCl,EtOH;b)HCI ;c)in#k, 167N 3d)i.AcOH, ii.NaHCOs;e)MnO2
[0226]  J7 %, #%0>-15

[0227]
FsC
A\ _ I @ O%& A
2 —
L Ho™ ™
7 7N\
c .
o /
I
N2
b ARy =
| 5
Cl
[0228] a)NaOMe ,MTBE;bh)NaNO2,SnCl2,HCI ;¢ )EtOH, [F] 7
[0229]
;\/ @
07 1 -
LA
NH,
= b
i

[0230]  a)NaOMe ,MTBE:bh)NaNO2,SnCl2,HC1 ;¢ )EtOH, [B] 3%
[0231] @A EL
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e

=
o

[0232]

o

S 2

s o
g R
e 3

8l 3

[0233]  a)1-(4-AHFEARFL )RR, Cul , L-FHZ % , K2C03,DMSO, 100°C ;b)Fe , HC1 ,EtOH/H20,
65°C ;¢)Ho,Pd/C3d)ArS02C1, MERE ,0°C sh)DIPEA,DMF, % 5. «

[0234] JEHIHZE?2
[0235]

wmy}wﬂm ........... - ;‘”" IV i s ﬁ*\é %

&, g

[0236] S HIT5 %3, =—8AF ufik
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[0237]
a\ 4
{. =3 '
Ry™== ' o
\ &
AN N TR
,?1 Ry HN S -NH
RZ*}’? N\ - - “
Qﬁ)
(har 7N .
E}‘;‘?Ra OUI, (pph3)4pd, Eth, DMF
4
[0238] i 7 %4, =MedE ek
[0239]
Ry
BNy
Ry K ‘.
{ s B A N b
" ﬁ%" ~~~~~~~~~~~~~~~~~~~ = A ey // Rg'<‘:->AS 75N {j%
Rit R4 s TN {0 \ <)'Rr i HNA(Mﬁﬁ.NH
R’ M=l \)»éwNH i Rs ;
= &
Rg
[0240]  a)NaNs,Cul, L-Jfi% /% ,DMSO; b)CuSOs, FLIR ML FE4H , t—BuOH, Ha0
[0241] @ H 5 %4, WREAE Nk
[0242]
T a
3 &gwf'mﬁ M) st g
Ki*«,{fi X «»'“E = %Ji% {" f} ﬁ:&
L7 R ¢ Noda m‘,& o W %w}“t
. =g mted Ty o
f K . ok e 8 Yfw

[0243] &5, bR E L 5
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[0244]
wop N s,
{.l,; i 2
i By R: ﬁ:
13 SRR i
. s, L. B o Al
oy o . . »ﬁ,& ‘(’2 L B @. ‘\(YE-H :
® " o gt 5 . B nan e
£ 2 nf T e " R‘H:?J e ’f»\fé -
B % ) 8
% F3 3 &

T L SN N
ey, el 3L B9

A TR

[0247]  MS:1019.50;'H-NMR(300MHz ,CD30D)8ppm8.30(d,J=2.0,1H),7.61(dd,J=2,9Hz,
1H),7.31(d,J=8.4Hz,3H),7.24-7.11(m,5H) ,7.08-7.01(m,4H) ,6.99-6.83(m,4H) ,6.70-
6.63(m,2H),4.18-4.06(m, 1H),3.53-3.43(m, 11H),3.24-3.08(m,12H),2.87(s,6H),2.49
(s,3H),2.36-2.14(m,2H)1.96-1.60(m,6H)

[0248] L5135
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SN

k"‘-\f‘m ot J"Mﬁ |

[0249]

§r.ad
[0250]  MS=1098.42; 'H-NMR(300MHz,10:1CDC13:CDs0D)8ppm8.43(d, J=2.0Hz,1H),7.62
(dd,J=2.0,9.0Hz,1H)7.28-7.22(m,4H),7.17-7.11(m,4H) ,7.07-7.02(m,4H) ,6.86(d, J=
8.9Hz,2H),6.80-6.75(m,2H) ,6.67-6.64(m,2H),3.42-3.41(m,5H),3.30-3.11(m, 15H) ,
2.82(s,6H),2.79(s,3H),2.73-2.60(m,6H),2.54(s,3H),2.42-2.07(m, 2H)
[0251]  {k&5¥)133

[0252]

g, BROH
[0253]  MS=986.58; "H-NMR (300MHz ,CD30D) Sppm8. 36 (d, J=2.0Hz, 11),7.58(dd,J=2.0,
9.0Hz,1H),7.33(d,J=8.0Hz,2H),7.21-7.15(m,5H) ,7.10-7.03(m,5H) ,7.00-6.93(m,3H) ,
6.91(d,J=9.0Hz,1H),6.88(bs,1H),6.71(d,J=8.0Hz, 1H),4.15-4.02(m, 1H) ,3.44(s,3H),
3.22(s,3H),2.87(s,6H),2.54(s,3H),2.28-2.12(m, 2H)
[0254]  {L340132
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[0255]

[0256]  MS=907.67 ; 'H-NMR(300MHz,10:1CDC13:CD30D) Sppm8.45(d, J=2.2Hz,1H),7.63
(dd,J=2.3,9.1Hz,1H),7.28-7.22(m,4H) ,7.19-7.13(m,4H) ,7.10-7.03(m,4H) ,6.95-6 . 86
(m,3H),6.78-6.76(m,3H),4.13-4.05(m, 1H),3.43(s,3H),3.28-3.22(m,9H),3.17-3. 11
(m,3H),2.82(s,6H),2.62(s,3H),2.40-2.08(m,2H)

[0257] {&H131
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[0259] MS=837.50;'H-NMR(300MHz,10:1 CDCls:CD30D)8ppm9.32(s,1H),8.33(d,J=
2.0Hz,1H),7.83(s,1H),7.60(dd,J=2.0,9.0Hz,1H),7.55(d,J=8.8Hz,2H),7.43(d, J=
8.8Hz,2H),7.30-7.16(m,3H),7.12-7.00(m,6H),7.00-6.90(m,3H) ,6.80-6.71(m,2H),
4.19-4.04(m,1H),3.28-3.12(m,12H) ,2.87(s,6H),2.35-2.09(m, 2H)

[0260]  {LAH130
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[0261]

[0262]  MS=837.50; 'H-NMR(300MHz , 10: 1CDC13:CDs0D)&ppm8. 35(d, J=2.0Hz,1H),7.73(d,
J=1.8Hz,1H),7.59(dd,J=2.0,9.0Hz,1H),7.40(d, J=8.8Hz,2H) ,7.28-7.24(m,3H) ,7.21-
7.18(m,2H),7.09-7.05(m,4H),7.02-6.98(m,3H),6.95-6.90(m,2H) ,6.78-6.76(m,2H) ,
6.60(d,J=1.9Hz,1H),4.15-4.03(m,1H),3.28-3.12(m,10H),2.87(s,6H),2.31-2.09(m,

2H)
[0263]  {kA&H129
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[0265]  MS=839.33;'H-NMR(300MHz , 10:1CDC13:CDs0D)Sppm8.45(d, J=2.2Hz,1H),8.38(s,
1H),7.64(dd,J=2.3,9.1Hz,1H),7.61-7.58(m,2H),7.39-7.32(m,3H) ,7.28-7.24(m,2H),
7.17-7.10(m,5H),7.50-7.01(m,3H),6.98-6.91(m,2H),6.78(d, J=9.4Hz,1H) ,4.14-4.07

(m,1H),3.41-3.37(m,9H) ,3.28-3.11(m,4H) ,2.82(s,6H) ,2.37-2.09(m, 2H)

[0266] {L&4128

107



iﬁ, EH :F; 69/167 Bl

CN 103562202 B

[0267]

SRS

N e <
ﬁs@*%“ﬁ:f AT S

[0268] MS=908.25
[0269] fL&W127

i
%J‘g e
_ ‘\1 'S’_;_wv‘,’\
; . Smer 2?; %
2 ;ﬁ* % ;
S P
. 3
o ol
‘?& wx} ?yémww
o \
[0270] N
y, % o %%é g
‘%«-ew«-. 8
N, ;w" &
gw S
@ 4 w a‘ls ‘%bw{%é&&{:éwkk“

s
[0271] MS=908.25;1H—NMR(300MHZ, 10:1CDC13:CD30D)Sppm8.30(d, J=2.0Hz,1H),7.61(s,
1H),7.47(dd,J=2.0,9.0Hz,1H),7.29-7.26(m,2H) ,7.17-7.05(m,5H) ,7.02-6.95(m,3H),
6.91(d,J=9.0Hz,2H),6.76—6.71(m,3H),6.67-6.60(m,3H) ,4.48(t, J=6.3Hz,2H),3.50(t,
J=6.0Hz,2H),3.15-2.95(m,11H),2.69(s,6H),2.66(s,6H),2.21-1.96(m,4H)

[0272] {LEH)126
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[0273]

S HRTR G

[0274]  MS=1073.42;'H-NMR(300MHz ,10:1CDC13:CDs0D)8ppm8.02(d, J=2.0Hz,1H),7.70
(dd,J=2.2,9.2Hz,1H),7.36-7.33(m,2H),7.31-7.22(m,6H) ,7.11-7.07(m,2H) ,7.02(d, J=
9.0Hz,2H),6.92-6.85(m,3H),6.74-6.63(m,3H),4.00-3.87(m,1H),3.46(s,3H),3.28-
3.18(m,9H),3.15-3.00(m,5H),2.80(s,6H),2.65(s,3H),2.34-2.17(m,1H) ,2.11-1.93(m,

1H)
[0275]

[0276]

[0277]

3.06(m,13H),2.82(s,6H),2.66(s,3H),2.58(s,3H),2.32-2.09(m,2H)

[0278]
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MS=922.50 ; "H-NMR (300MHz , 10 : 1CDC13:CD30D) Sppm8. 45(d, J=2.3Hz , 1H) ,7.63
(dd,J=2.3,9.1Hz,1H),7.27-7.24(m,4H) ,7.19-7.11(m,4H) ,7.10-7.00(m,5H) ,6.90-6.79
(m,3H),6.76(d,J=9.3Hz,1H),6.67-6.65(m,2H) ,4.14-4.05(m, 1H),3.42(s,3H),3.24-

tAEY124
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[0280]  MS=964.50; 'H-NMR(300MHz,10:1CDC13:CD30D) Sppm8.45(d, J=2.2Hz,1H),7.62
(dd,J=2.2,9.1Hz,1H),7.27-7.24(m,4H) ,7.20-7.11(m,4H) ,7.10-7.04(m,4H) ,6.90-6 .81
(m,3H),6.74-6.66(m,3H),4.09-4.00(m,1H),3.94(bs,4H),3.42(s,3H),3.27-3.10(m,
14H),2.66(s,3H),2.58(s,3H),2.38-2.11(m, 2H)

[0281] fLAH123
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[0282] }

SR

[0283]  MS=978.75; 'H-NMR(300MHz ,10:1CDC13:CD30D) Sppm8.44(d, J=2.2Hz,1H),7.63
(dd,J=2.2,9.1Hz,1H),7.28-7.23(m,4H),7.20-7.12(m,4H) ,7.10-7.04(m,4H) ,6.93-6 .82
(m,3H),6.76(d,J=9.3Hz,1H),6.70-6.67(m,2H),4.10-4.03(m,2H) ,3.42(s,3H),3.29-
3.02(m,15H),2.67(s,3H),2.57(s,3H),2.89-1.82(m,6H)

[0284] fL&W122
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[0286] MS=992.75;1H—NMR(300MHZ,10:1CDC13:CD30D)6ppm8.44(d,J=2.1Hz,1H),7.62
(dd,J=2.1,9.1Hz,1H),7.27-7.23(m,4H) ,7.19-7.12(m,4H) ,7.07-7.03(m,4H) ,6.88-6 .74
(m,4H) ,6.66-6.63(m,2H),4.11-4.01(m,1H),3.42(s,3H),3.29-3.06(m, 14H),2.66(s,
3H),2.58(s,3H),2.37-2.09(m,3H) ,2.03-1.65(m,5H) ,1.30(s,3H)

[0287] {r&H121
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[0289] MS=851.58; "H-NMR(300MHz, 10:1CDC13:CDs0D)Sppm8.45(d, J=2.2Hz,1H),7.62
(dd,J=2.2,9.1Hz,1H),7.52(s,1H),7.42(d, J=8.5Hz, 2H),7.29-7.21(m,5H) ,7.16-7.11
(m,3H),7.07(d,J=8.9Hz,2H),6.92-6.74(m,6H),4.11-4.04(m, 1H),3.97(s,3H),3.28-
3.10(m,12H),2.82(s,6H),2.36-2.08(m, 2H)
[0290]  fLAH120

111



CN 103562202 B iﬁ. EH :Fg 73/167 T

[0291]

W QS&N«;:&%NQ‘:}@ 3\1
sasg S803S
S RBL4R

[0292]  MS=851.33;'H-NMR(300MHz,10:1CDC13:CDs0D)Sppm8.45(bs,1H),7.72-7.64(m,
oH),7.44(d,J=8.2Hz,2H),7.29-6.99(m, 10H) ,6.87-6.68(m,6H) ,4.15-4.04(m, 1H),3.77
(s,3H),3.34-3.00(m,12H) ,2.81(s,6H),2.37-2.04(m, 2H)

[0293] fLAH119
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[0295] MS=1129.58; 'H-NMR(300MHz,10:1CDC13:CD30D)8ppm8.01(d, J=2. 1Hz, 1H),7.71
(dd,J=2.1,9.1Hz,1H),7.36-7.32(m,2H) ,7.30-7.22(m,6H) ,7.10-7.05(m,2H) ,7.04-7.00
(m,2H),6.93-6.85(m,3H) ,6.77-6.68(m, 2H) ,6.62(d, J=9.3Hz, 1H) ,4.10(bs,1H),3.46(s,
3H),3.29-3.18(m,12H),3.17-2.96(m,6H) ,2.65(s,3H) ,2.36-1.81(m,6H)

[0296] fLA&H)118
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[0298] MS=1143.75;'H-NMR(300MHz,10:1CDC13:CD30D)8ppm8.00(d, J=2. 1Hz, 1H),7.71
(dd,J=2.2,9.1Hz,1H),7.35-7.32(m,2H) ,7.29-7.22(m,6H) ,7.10-7.06 (m,2H) ,7.04-7 .00
(m,2H),6.94-6.85(m,3H) ,6.77-6.68(m,2H),6.63(d,J=9.3Hz,1H),3.96-3.87(m, 1H),
3.45(s,3H),3.34-3.18(m, 13H),3.16-2.98(m,6H) ,2.65(s,3H),2.35-1.70(m,6H) ,1.29
(s,3H)

[0299]  {LAH209

[0300] %wmgg |

s IR0
[0301]  MS=1018. 25 ; 'H-NMR(300MHz, 10 : 1CDC13: CDsOD) Sppm9. 32(s,1H) ,8.45(d, J=
9. 2Hz,1H),7.63(dd,J=2.3,9.1,Hz, 1H),7.48-7.42(m,3H) ,7.33-7.30(m, 2H) , 7. 28-7. 20
(m,3H),7.19-7.10(m,3H),7.07-6.97 (m,3H) ,6.94-6..83(m,3H) ,6.80—6. 76 (m, 1H) ,4.17-
4.02(m,2H),3.29-3.05(m, 1 1H) ,2.86-2.69(m, 1 1H) ,2.39-2.00(m,6H)
[0302] fLA54134
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[0304] MS=1019.17; 1H NMR(SOOMHZ 10:1CDC13:CD3OD)Sppm9.32(s, 1H),8.43(d, J=
2.3Hz,1H),7.68-7.62(m,1H),7.46-7.40(m,2H),7.30-7.24(m,4H) ,7.21-6.95(m,8H) ,
6.91-6.73(m,4H),4.17-4.07(m,2H) ,3.67-3.63(m, 2H) ,3.24-3.04(m, 1 2H) ,2.86-2.70 (m,
11H),2.37-2.10(m,6H)
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[0307] MS=1102.75;1H—NMR(300MHZ,10:1CDC13:CD30D)6ppm8.24(s,lH),8.00(d,J=
1.8Hz,1H),7.72(dd,J=2.1,9.2Hz,1H),7.35-7.23(m,8H),7.17(d, J=8.8Hz,2H) ,7.07-
6.93(m,6H),6.75(d,J=7.5Hz,1H),6.65(d, J=9.3Hz,1H),4.10(bs,1H),4.00-3.85(m, 2H) ,
3.36-2.94(m,17H),2.37-1.79(m,6H)

[0308] f{LA&HI116
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[0309]

[0310]  MS=959.83; 'H-NMR(300MHz , 10 : LCDC13:CD30D)Sppm8.45(d, J=2.1Hz, 1H),8.24(s,
1H),7.63(dd,J=2.0,9.1Hz,1H),7.32-7.24(m,5H),7.18-7.01(m,8H) ,6.97-6.91(m, 3H) ,
6.79-6.72(m,2H) ,4.15-4.05(m, 1H) ,3.35-3.04(m, 15H) ,2.81(s,6H) ,2.37-2.08(m, 2H)
[0311]  fLA&H115
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[0313]  MS=959.42;'H-NMR(300MHz, 10: 1CDC1s.CDs0D)Sppm8.45(d, J=2.2Hz,1H) ,7.71
(s,1H),7.63(dd,J=2.1,9.1Hz,1H),7.36(d,J=9.0,2H),7.28-7.06(m, 10H) ,7.00-6.91 (m,
4H),6.77(d,J=9.3Hz,1H),6.71(d, J=7.6Hz,1H) ,4.14-4.05(m, 1H),3.32(s,3H),3.30-
3.05(m,12H),2.81(s,6H),2.36-2.08(m,2H)

[0314]  {LA&W114
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7.73-7.69(m,2H),7.38-7.32(m,4H),7.29-7.18(m,4H) ,7.10-6.93(m,5H) ,6.89-6.83(m,
3H),6.73(d,J=8.0Hz,1H),6.62(d, J=9.3Hz,1H),4.17(bs,1H),3.93-3.87(m,2H) ,3.34(s,
3H),3.21(s,7H),3.13-2.99(m,5H) ,2.38-1.81(m, 7H)

[0317]  fLA&H113
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[0319]  MS=1072.83;'H-NMR(300MHz ,10:1CDC13:CD30D)Sppm8.00(d, J=2. 1Hz, 1H),7.72
(dd,J=2.2,9.1Hz,1H),7.35-7.32(m,2H) ,7.30-7.22(m,5H) ,7.16-7.02(m,5H) ,6.91-6.75
(m,5H),6.64(d,J=9.3Hz,1H) ,4.10(bs,1H),4.00-3.87(m,2H) ,3.52(s,3H) ,3.32-3.19(m,
9H),3.13-2.98(m,5H) ,2.85-2.62(m, 1H),2.36-1.81(m,6H)

[0320] fLAH112
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[0322]  MS=929.83;'H-NMR(300MHz,10:1CDC13:CD30D) Sppm8.45(d, J=2.3Hz,1H),7.62
(dd,J=2.3,9.1Hz,1H),7.30-7.24(m,4H) ,7.17-7.12(m,4H) ,7.10-7.05(m,4H) ,6.92-6 . 87
(m,3H),6.82-6.80(m,1H),6.76(d,J=9.2Hz,2H),4.13-4.04(m,1H),3.51(s,3H),3.28-
3.08(m,12H),2.81(s,6H),2.35-2.08(m,2H)

[0323] frA&W111
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[0325]  MS=1033.50; 'H-NMR(300MHz , 10 : 1CDC13:CD30D) Sppm8.02(d, J=2. 1Hz, 1H) ,7.71
(dd,J=2.2,9.1Hz,1H),7.38-7.33(m,3H),7.27-7.24(m,3H) ,7.20-7.12(m,3H) ,7.02(d, J=
8.9Hz,2H),6.89-6.81(m,5H),6.72(d, J=7.6Hz,1H),6.61(d,J=9.2Hz, 1H),4.10(bs, 1H)
3.98-3.85(m,1H),3.43(s,3H),3.28-3.15(m,9H),3.14-2.91(m,6H) ,2.82-2.62(m, 1H) ,
2.49(s,3H),2.39-1.27(m,6H)

[0326]  fL&WI110
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[0327]

[0328]  MS=890.58; 'H-NMR(300MHz, 10: 1CDC13:CD30D) Sppm8.46(d,J=2.2Hz,1H),7.61
(dd,J=2.2,9.1Hz,1H),7.36(d, J=9.0Hz,2H) ,7.27-7.24(m,2H) ,7.19-7.11(m,6H) ,7.05
(d,H=8.9Hz,2H),6.87(d, J=9.0Hz,2H) ,6.81-6.70(m,4H) ,4.12-4.02(m, 1H),3.43(s,3H),
3.25-3.11(m,12H),2.82(s,6H),2.49(s,3H),2.39-2.09(m, 2H)

[0329]  fLAH109
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[0331]  MS=922.42;'H-NMR(300MHz ,10:1CDC13:CDs0OD)Sppm8.52(d, J=2.7Hz,1H),7.97
(dd,J=2.7,9.3Hz,1H),7.46-7.37(m,5H),7.26(d,J=8.4Hz,2H),7.12-7.07(m,3H),7.02
(d,J=8.9Hz,2H),6.85-6.75(m,5H),6.24(d,J=9.5Hz,1H),3.88-3.81(m,2H),3.72-3.61
(m,1H),3.33-2.88(m,13H),2.83(s,6H),2.64(s,3H),2.53-2.10(m,2H),1.17(t,J=7.1Hz,

3H)
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[0332] ¢t¢*$%108

[0333]

[0334]  MS=936.42;'H- NMR(SOOMHZ 10:1CDC13:CD30OD) 6ppm8.52(d, J=2.7Hz,1H),7.97
(dd,J=2.7,9.3Hz,1H),7.46-7.37(m,3H),7.26-7.22(m,3H) ,7.11-7.00(m,5H) ,6.84-6.65
(m,5H),6.24(d,J=9.5Hz,1H),3.71-3.60(m,2H),3.30-2.92(m, 13H) ,2.83(s,6H),2.62(s,
3H),2.52-2.42(m,1H),2.21-2.12(m,1H) ,1.62-1.48(m,2H) ,0.77(t,J=7.3Hz,3H)

[0335]  fLA&H107

[0336]

R {; ;&vﬁi "{h‘t’}?\ §\.§
[0337]  MS=950.42;'H-NMR(300MHz,10:1CDC13:CDsOD)8ppm8.53(d,J=2.7Hz,1H),7.96
(dd,J=2.7,9.3Hz,1H),7.46-7.35(m,4H),7.27-7.22(m,2H) ,7.15-7.00(m,5H) ,6.85-6.67
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(m,5H),6.20(d,J=9.5Hz,1H),3.80-3.75(m,2H),3.69-3.59(m, 1H),3.25-3.09(m,9H) ,
3.03-2.87(m,3H),2.83(s,6H),2.62(s,3H),2.55-2.42(m,1H),2.22-2.10(m, [H) ,1.54-
1.42(m,2H),1.23-1.10(m,2H) ,0.79(t,J=7.3Hz,3H)

[0338]  fL&H106

[0339]

BE S QM TN O 8y

Seabape MY
[0340]  MS=994.25 ; 'H-NMR(300MHz , 10 : 1CDC13:CD30D) Sppm8.96 (s, 1H) ,8.48(dd,J=2.2,
6.3Hz,1H),8.37-8.32(m, 1H),7.99(d, J=1.9Hz,1H) ,7.74-7.69(m, 1H),7.57-7.53(m, 2H) ,
7.43-7.36(m,4H),7.27-7.16(m,3H) ,7.03-6.90(m,3H),6.86(d,J=9.0Hz,2H),6.68(t,
7.4Hz,2H),4.15-4.07(m, 1H) ,4.00-3.95(m,2H),3.73(s,3H),3.31-2.98(m, 14H) ,2.40-
1.81(m,6H)
[0341] {54105

[0342]

[0343]  MS=1043.17;'H-NMR(300MHz, 10: 1CDC13:CD30D)8ppm8.02(d,J=1.9Hz,1H),7.73-
7.68(m,1H),7.33-7.23(m,6H),7.17-7.11(m,3H),7.01(d,J=8.9Hz,2H),6.87-6.74(m,
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5H),6.63(d,J=9.1Hz,1H),4.15-4.06(m, 1H),4.00-3.89(m, 1H),3.43(s,3H),3.26-2.97
(m,13H),2.34(s,3H),2.31-1.80(m,6H)
[0344]  fLA&HI104

[0345]

S TOTRTY
[0346]  MS=1080.33;'H-NMR(300MHz,10:1 CDC13:CD30D)8ppm8.01(d, J=1.9Hz,1H),7.70
(dd,J=2.3,8.5Hz,1H),7.29-7.23(m,6H),7.12-7.00(m,6H) ,6.87-6.80(m,3H),6.77-6.71
(m,2H),6.61(d,J=9.2Hz,1H),4.15-4.04(m, 1H),3.95-3.85(m, 1H),3.78-3.72(m,2H) ,
3.23-2.93(m,14H),2.62(s,3H),2.36-1.80(m,6H),1.61-1.46(m,2H),0.77(t,J=7.3Hz,
3H)
[0347] {54103

[0348]

R A CaaHaaClal0u8e

AT WYY

e BURSE

[0349]  MS=900.17;'H-NMR(300MHz ,10:1CDC13:CDs0OD) ppm8.45(d, J=2.2Hz,1H),7.62
(dd,J=2.3,9.1Hz,1H),7.30-7.24(m,4H),7.18-7.02(m,8H) ,6.90-6.75(m,6H) ,4.17-4.07
(m,1H),3.43(s,3H),3.29-3.06(m,13H),2.81(s,6H),2.33(s,3H),2.40-2.10(m, 2H)
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[0352]  MS=937.17;:'H-NMR(300MHz,10:1CDC13:CD30D)Sppm8.46(d,J=2.2Hz,1H),7.61
(dd,J=2.2,9.1Hz,1H),7.27-7.23(m,4H) ,7.20-7.13(m,4H) ,7.10-7.03(m,4H) ,6.85(d, J=
9.0Hz,2H),6.78-6.69(m,4H),4.12-4.04(m,1H),3.74(t,J=7.8Hz,2H),3.22-3.03(m,
13H),2.81(s,6H),2.37-2.09(m,2H),0.77(t,J=7.4Hz,3H)

[0353] {LA&H101

[0354]

Sl TIEas

[0355]  MS=1106.08 ;" 'H-NMR(300MHz, 10: 1CDC13:CD30D)S8ppm8.01(d,J=2.0Hz,1H),7.73-
7.69(m,1H),7.29-7.21(m,4H),7.16-7.06(m,4H),7.01(d,J=8.9Hz,2H),6.85(d, J=8.9Hz,
2H),6.81-6.60(m,4H) ,4.15-4.05(m, 1H),4.00-3.91(m,2H),3.59(s,3H),3.20-2.89(m,
15H),2.37-1.80(m,6H)

[0356] {54100
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[0358]  MS=963.25; 'H-NMR(300MHz , 10: 1CDC13:CD30D)Sppm8.45(d, J=1.7Hz,1H),7.61(d,
J=9.1Hz,1H),7.27-7.03(m, 10H) ,6.87-6.60(m,6H) ,4.12-4.04(m, 1H),3.58(s,3H),3.27~
3,05(m,12H),2.81(s,6H),2.36-2.07(m,2H)

[0359]  {L-&4799

[0360]

B S b sRen !
ot GRGEY

[0361]  MS=951.17; 'H-NMR(300MHz,10:1CDC13:CD30D)Sppm8.46 (bs, 1H),7.65-7.59(m,
1H),7.30-6.97(m,12H),6.86-6.61(m,6H),4.12-4.04(m, 1H),3.84-3.67(m,2H),3.18~
3.02(m,8H),2.81(s,6H),2.65-2.62(m,2H),2.38-2.03(m,7H),1.74-1.63(m,2H),1.22~
1.10(m,2H),0.79(t,7.1Hz,3H)

[0362] fL-&4798
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[0364]  MS=932.42;'H-NMR(300MHz, 10:1CDC13:CD30D) Sppm8.46(d,J=2.2Hz,1H),7.61
(dd,J=2.2,9.1Hz,1H),7.27-7.24(m,4H),7.17-7.12(m,4H) ,7.09-7.02(m,4H) ,6.089—
6.69(m,6H),4.12-4.04(m,1H),3.44(s,3H),3.28-3.06(m,12H),2.82(s,6H),2.45(d, J=
1.4Hz,3H),2.37-2.08(m, 2H)

[0365] 15497

[0367] MS=1076.08; "H-NMR(300MHz,10:1CDC13:CDs0D)Sppm8.01(d,J=2.1Hz,1H),7.71
(dd,J=2.1,9.1Hz,1H),7.28-7.20(m,5H),7.16-7.00(m,5H) ,6.89-6.83(m,3H),6.77-6.71
(m,2H),6.62(d,J=9.1Hz,1H),4.10(bs,1H),3.96-3.87(m,1H),3.43(s,3H),3.32-2.93(m,
15H),2.77-2.63(m,1H) ,2.45(d, J=1.4Hz,3H) ,2.36-1.79(m,6H)

[0368]  fL&H796
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[0370]  MS=935.50; "H-NMR(300MHz , 10:1CDC13:CDsOD) Sppm8.45(d, J=2.1Hz,1H),7.62
(dd,J=2.1,9.1Hz,1H),7.28-7.22(m,4H),7.18-7.01(m,8H) ,6.95-6.82(m,4H) ,6.76(d, J=
9.3Hz,2H),4.12-4.04(m,1H),3.78-3.72(m,2H) ,3.29-3.05(m, 14H) ,2.81(s,6H),2.35~
2.08(m,2H),2.00-1.87(m,4H)

[0371]  fL&H195

[0372]

e IT GO
[0373]  MS=1078.33;'H-NMR(300MHz,10:1CDC13:CD30D)Sppm8.00(d, J=2.1Hz,1H),7.71
(dd,J=2.0,9.1Hz,1H),7.29-7.12(m,6H) ,7.08-6.81(m,8H),6.63(d, J=9.3Hz,1H),4.10
(bs,1H),4.00-3.84(m,1H),3.80-3.72(m,2H),3.45-2.86(m,16H),2.76-2.47(m, 1H),

2.37-1.81(m,10H)
[0374]  fL&9794
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[0375]

[0376]  MS=879.42;
[0377]  {L&4793

[0378]

[0379]  MS=1022.33;
[0380]  fL&492
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1H),7.35-7.22(m,7H) ,7.15-7.01(m,5H) ,6.92-6.75(m,5H) ,6.63(d,J=9.2Hz, 1H),4.00-
3.90(m,1H),3.43(s,3H),3.32-2.97(m, 15H) ,2.63(s,3H),2.35-1.67(m,6H),1.47-1.37
(m,1H),1.29(s,3H)

[0383] fL&H791

[0384]

grtha AP L 0,5,
g 114737
S TR AT

[0385]  MS=1149.50;'H-NMR(300MHz, 10: 1CDC13:CD30D)8ppm8.00(d,J=2.0Hz,1H),7.75-
7.70(m,1H),7.35-7.23(m,6H),7.20-7.02(m,5H),6.91-6.73(m,3H) ,6.70-6.56(m,3H),
4.26-4.17(m,1H),4.09-3.92(m2H) ,3.72-3.51(m,2H) ,3.41(s,3H),3.32-2.85(m, 18H) ,
2.70-2.57(m,1H) ,2.37-1.67(m, 1 1H) ,1.29(s,3H) ,1.11(bs, 1H)

[0386]  {L-&4790
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&
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[0387]

[0388] MS=1163.58; 'H-NMR(300MHz ,10:1CDC1s:CDs0D)Sppm8.00(d, J=1.7Hz,1H),7.72
(dd,J=2.2,8.9Hz,1H),7.35-7.23(m,7H),7.20-7.01(m,5H) ,6.92-6.75(m,3H) ,6.68-6.59
(m,3H),4.29-4.20(m,1H),3.41(s,3H),3.32-2.98(m, 18H),2.84-2.75(m, 1H),2.33-2.21
(m,4H),2.11-1.67(m,6H) ,1.57-1.38(m,2H) ,1.29(s,3H),0.91(s,3H)

[0389] fL&4189
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£ 113478
300MHz ,10:1CDC13:CD30D)6ppm8.00(d, J=2.1Hz,1H) ,7.72
(dd,J=2.2,9.1Hz,1H),7.36-7.29(m,4H),7.27-7.20(m,3H) ,7.15-7.10(m,3H) ,7.04(d, J=
8.9Hz,2H),6.90(d,J=9.0Hz,2H),6.85-6.81(m,1H),6.72(bs,1H) ,6.66-6.62(m,2H),
3.86-3.79(m,1H),3.40(s,3H),3.33-2.97(m, 16H),2.39(s,3H),2.34-1.68(m,7H) ,1 .45~
1.35(m,1H),1.29(s,3H),1.13(s,3H)

[0392] 454788
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[0394]  MS=1046.00; 'H-NMR(300MHz ,10:1CDC13:CD30D)Sppm8.45(m, 1H),7.65-7.60(m,
1H),7.28-7.02(m,10H),6.86(d,J=8.9Hz,2H) ,6.78-6.67(m,3H),6.53(t,6.8Hz, 1H)4.15-
4.03(m,2H),3.60(s,3H),3.30-3.00(m,13H),2.82(s,6H),2.38-2.11(m,5H)

[0395] 1k 4487

§

[0396]

[0397]  MS=1105.67; 'H-NMR(300MHz ,10:1CDC13:CD30D)Sppm8.07(d, J=8.4Hz, 1) ,8.00
(d,J=2.0Hz,1H),7.93(d,J=8.3Hz,1H),7.73(dd,J=2.2,9.1Hz,1H) ,7.66-7.60(m, 1H) ,
7.54-7.48(m,1H),7.36-7.20(m,5H),7.17-7.03(m,4H) ,6.93-6.82(m,2H) ,6.69-6.63(m,
2H),6.41(s,1H),4.00-3.84(m,1H),3.40(s,3H),3.33-3.00(m,12H),2.39(s,3H),2.34~
1.67(m,7H),1.41(p,7.0Hz,1H),1.29(s,3H)

[0398] f{L&H186

129



CN 103562202 B iﬁ. EH :Fg 91/167 1T

HO

[0399]

[0400] MS=1149.42; 1H NMR(SOOMHZ 10:1CDC13:CD30D)6ppm8.00(d, J=2.0Hz,1H) ,7.72
(dd,J=2.2,9.0Hz,1H),7.35-7.32(m,2H),7.28-7.17(m,6H) ,7.10-7.02(m,4H) ,6.91-6.85
(m,3H),6.74-6.62(m,3H),4.00-3.88(m,2H),3.42(s,3H),3.32-2.98(m,16H)2.57(s,3H),
2.34-2.24(m,3H),2.12-1.48(m,8H),1.29(s,3H),1.27(s,3H)

[0401] f{L&H185
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[0403]  MS=977.42;'H-NMR(300MHz ,10:1CDC13:CD30D)8ppm8.37(d,J=2.1Hz,1H),7.56
(dd,J=2.0,9.0Hz,1H),7.25-7.17(m,4H) ,7.09-6.98(m,8H) ,6.84(d, J=8.9Hz,2H) ,6.72-
6.68(m,2H),6.54-6.49(m,2H) ,4.08-3.99(m, [H),3.75-3.51(m,2H),3.33(s,3H),3.21-
2.94(m,16H) ,2.74(s,6H) ,2.41-2.02(m,2H) ,2.26(s,3H)

[0404] fL&¥184
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[0406]  MS=1005.58;'H-NMR(300MHz , 10 : LCDC13:CD30D)8ppm8. 36 (s, 1H),7.53(dd,J=2.1,
9.1Hz,1H),7.23-7.15(m,4H),7.08-6.95(m,8H) ,6.84-6.65(m,4H) ,6.59-6.49(m,2H) ,
4.20-4.09(m,1H),4.03-3.93(m, 1H),3.31(s,3H),3.21-2.97(m, 15H) ,2.72(s,6H) ,2.23-
1.99(m,2H),2.20(s,3H),1.50-1.28(m,2H) ,0.81(s,3H)

[0407] L5483
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[0409]  MS=991.42;'H-NMR(300MHz ,10:1CDC13:CD30D)8ppm8.37(d,J=2.1Hz,1H),7.55
(dd,J=2.1,9.1Hz,1H),7.21-7.15(m,4H),7.14-7.05(m,4H) ,7.03-6.95(m,4H) ,6.85-6.79
(m,3H),6.70-6.60(m,3H),4.06-3.96(m, 1H),3.80(p,7.9Hz,1H),3.34(s,3H),3.20-3.03
(m,12H),2.73(s,6H),2.49(s,3H),2.28-2.00(m,4H) ,1.46-1.39(m,2H) ,1.18(s,3H)
[0410] L5482
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[0412]  MS=948.50; 'H-NMR(300MHz , 10: 1CDC13:CDsOD) Sppm8.45(d, J=2.2Hz,1H),7.63
(dd,J=2.2,9.1Hz,1H),7.32-7.24(m,4H) ,7.18-7.01(m,8H) ,6.90(d, J=9.0Hz,2H) ,6.82~
6.75(m,2H),6.66-6.63(m,2H),4.13-4.06(m,1H),4.00(t,J=7.4Hz,2H),3.39(s,3H),
3.29-3.10(m,12H),2.82(s,6H),2.39(s,3H),2.36-2.10(m,2H) ,1.96(p, J=7.5Hz,2H)

[0413] f{L&W81

[0414]

[0415]  MS=977.17;'H-NMR(300MHz ,
(dd,J=2.2,9.1Hz,1H),7.33-7.24(m,4H) ,7.19-7.03(m,8H) ,6.89(d,J=9.0Hz,2H) ,6.81-
6.75(m,2H) ,6.67(bs,1H),6.61(d,J=7.6Hz,1H),4.13-4.05(m, 1H) ,3.83(q,10Hz,2H) ,
3.40(s,3H),3.30-3.11(m,13H),2.82(s,6H),2.39(s,3H),2.36-2.10(m,2H) ,1.11(s,3H)
[0416]  fLEH137
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[0417]

[0418]  'H NMR(300MHz,CDs0D),88.39(d, J 2.2,1H),7.63(dd,J=2.2,9.0,1H),7.60~
7.40(m,3H),7.32~7.27(m,2H),7.15~7.10(m,8H),7.01~6.89(m,6H) ,4.30~4.28(m,
2H),4.11~4.08(m, 1H),3.55~3.49(m, 1H),3.45~3.43(m,2H) ,3.35~3.31(m,5H),3.19
~3.14(m,9H),2.82(s,9H),2.70~2.68(m, 2H) ,2.20~2.00(m,3H) , 1 .68~1.64(m,3H) ;"*C
NMR (75MHz ,CD30D ) ,6165.4,148.1,139.4,136.6,136.2,134.8,134.4,134.3,133.7,
132.7,132.2,132.0,131.5,131.2,130.5,130.1,129.8,129.3,128.0,127.9,126.7,
125.2,124.7,124.6,123.5,121.1,120.1,116.390.2,90.0,70.2,67.3,55.9,55.4,52.7,
52.3,50.5,46.1,43.6,43.5,39.4,37.6,36.4,30.1,25.7;

[0419] {44138
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” =G
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[0421]  'H NMR(300MHz,CDsOD),88.38(d,J=2.0,1H),7.62(dd,]J=1.9,9.1,1H),7.37~
6.90(m,18H),4.09~4.07(m,1H),3.38~3.33(m,3H),3.24~3.14(m, 14H) ,2.82~2.80(m,
11H),2.41(s,3H),2,20~2.15(m,2H) ,1.77~1.72(m,2H) ;"*C NMR(75MHz ,CDs0D),5170.3,
148.1,139.4,137.1,136.2,134.9,134.4,134.3,133.8,133.7,133.3,133.2,131.74,
131.68,131.5,131.4,130.4,130.1,129.6,129.4,128.0,127.9,127.4,124.1,121.7,
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121.1,120.2,116.4,116.3,90.2,89.9,55.9,55.2,52.4,50.3,43.5,39.3,37.3,32.0,

30.1725.8711.4:

[0422]  fL54139
PR B OGBS S BB R T D B S AP R R RR B R BB R R R Bl
BT el R A ING SV B S

[0423]

BM-752
[0424] 'H NMR(300MHz,CDsOD),88.41(d,J=2.3,1H),7.65(dd,]J=2.3,9.2,1H),7.43~
7.40(m,2H),7.33~7.25(m,2H),7.22~7.07(m,7H),7.04~6.91(m,8H) ,4.09~4.07 (m,
1H),3.81(s,3H),3.60~3.33(m,4H),3.24~3.05(m,12H),2.84(s,6H),2.73(s,3H),2.29

~2.16(m,2H) ,1.57~1.51(m,2H) ;
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[0427]  'H NMR(300MHz,CDsOD),87.98(d,J=1.9,1H),7.72(dd,]J=1.9,9.1,1H),7.73~
6.98(m,16H),6.88(d,J=8.9,1H),6.80(d,J=9.4,1H),4.01~3.90(m,3H),3.79~3.69(m,
3H),3.52~3.30(m,12H),3.25~3.03(m,9H) ,2.86~2.41(m,7H),2.21~2.17(m, 1H),2.09
~2.06(m,1H),1.79~1.74(m,2H) ;

[0428]  fL5H141
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[0430]  BM-761:'H NMR(300MHz,CDsOD),88.01(d,J=2.0,1H),7.71~7.75(m,2H) ,7.43~
6.81(m,18H),3.99~3.94(m,1H),3.83~3.36(m,5H),3.18~3.06(m,11H),2.89~2.44(m,
15H),2.20~2.07(m,2H) ,1.70~1.68(m,2H) ;

[0431] %%%142

(RGBT SV ER BT s LM 2S8R R B L)
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[0433] 1H NMR(3OOMHZ7CD30D> ,68.42((1,‘]:2‘3’11_1) ’7-66(dd,J:2.2,9_2,IH)’7.41N
7.38(m,3H),7.28~7.09(m,9H) ,7.07~6.93(m,6H) 4. 11~4.09(m, 1H),3.82~3.35(m,
6H),3.25~3.06(m,9H) ,2.93~2.43(m, 16H) ,2.23~2.17(m,2H) ,1.70~1.65(m,2H) ;
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[0434] 43"%%143
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[0436]  'H NMR(300MHz,CDs0OD),68.00(d,J=2.0,1H),7.75(d,J=9.2,1H),7.39~7.23(m,
7H),7.20~7.00(m,9H),6.90(d,J=9.0,1H),6.83(d,J=9.3,1H),3.99~3.97(m, 1H),3.82
~3.36(m,5H),3.28~3.04(m,12H),2.91~2.44(m,14H),2.20~2.04(m,2H),1.75~1.71
(m,2H) ;

[0437] fkE4144
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[0439] 'H NMR(300MHz,CDsOD),87.98(d,J=2.0,1H),7.73(dd,J=2.0,9.2,1H),7.36~
6.88(m,17H),6.81(d,J=9.4,1H),3.99~3.95(m,3H),3.80~3.48(m,13H),3.26~2.93(m,
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11H),2.84~2.42(m,7H),2.22~2.19(m,1H) ,2.09~2.05(m,1H) ,1.76~1.76(m,2H) ;

[0440] fkLE4145
RIS REE2 P ENGE T8 BGOSR R R By T
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[0442]  'H NMR(300MHz,CDsOD),88.39(d,J=2.3,1H),7.64(dd,]J=2.2,9.2,1H),7.39~
7.07(m,13H),7.00~6.91(m,5H) ,4.10~3.71(m,6H),3.53~3.33(m,8H),3.21~3.12(m,
13H),2.83~2.41(m,7H),2.28~2.19(m,2H) ,1.74~1.70(m,2H) ;

[0443]  {L54)146
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[0445] 'H NMR(300MHz,CDsOD),88.41(d,J=2.3,1H),7.66~7.63(m,1H),7.40~7.24(m,
4H),7.20~7.09(m,7H) ,7.04~6.92(m,7H),4.11~4.09(m, 1H),3.41~3.34(m,4H) ,3.23
~2.89(m,12H),2.84~2.51(m,13H),2.26~2.14(m,2H),1.80~1.64(m,2H),0.96~0.83
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(m,2H),0.60~0.47(m,2H) ;
[0446]  fh&W0147
S EREROEA TEL R ST RS S I sy
ERLESLBEEEMIATENO(OSR LB LR 2SI FRE

[0447]

[0448] 'H NMR(300MHz,CD30D),88.41(d,J=2.3,1H),7.66(dd,J=2.3,9.2,1H),7.41~
7.10(m,13H),7.02~6.93(m,5H),4.12~4.09(m,1H),3.84~3.34(m,9H),3.23~3.15(m,
7H),3.93~3.89(m,2H),2.84(s,6H),2.45(s,3H),2.26~1.99(m,6H) ;
[0449] {54148
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BM-760

[0451]  'H NMR(300MHz,CDsOD),88.41(d,J=2.3,1H),7.67~7.64(m,1H),7.40~6.93(m,

138



CN 103562202 B iﬁ. EH :Fg 100/167 BT

18H),4.09~3.34(m,9H),3.23~3.06(m,9H) ,,2.85~2.47(m,15H),2.20~2.14(m, 2H)
1.71~1.60(m,2H) ;
[0452]  fLA&H149

BEITLEEEHERERE

[0453]

[0454]  'H NMR(300MHz,CDs0D),88.24(s,1H),7.70~7.68(m,1H),7.58~7.47(m,5H),
7.39~7.31(m,3H),7.12(d,J=7.0,2H),7.02~6.89(m,6H),8.18(d,J=8.7,2H),4.40(s,
2H),4.08(br.1H),3.38~3.31(m,3H),3.21~3.08(m,9H),2.84(s,6H),2.25~2.15(m,
2H) ;°C NMR(75MHz ,CDs0D),5148.6,147.9,144.4,139.7,136.2,135.3,134.4,132.6,
132.3,132.2,132.1,131.6,131.4,130.2,130.1,130.0,128.0,127.8,127.6,127.5,
124.3,118.6,116.2,58.0,55.9,52.8,52.4,47.5,43.5,39.6,30.1;

[0455]  fb 54150
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(RIS BRAGEG GG PR PR T L8 B 2B R L)
FEEL-BFLH IS F LN T ERE LB LA FRE

[0456]

[0457]  'H NMR(300MHz,CDs0D),88.29(d,J=2.1,1H),7.58(dd,J=2.1,9.0,1H),7.26(d,]J=
8.3,2H),7.17~6.89(m,14H) ,6.73~6.70(m,2H) ,4.10~4.05(m, [H),3.38~3.31(m,
10H),3.24~3.18(m,15H),2.82~2.87(m,11H),2.42(s,3H),2.20~2.16(m,2H) ,1.78~
1.71(m,2H) ;"*C NMR(75MHz ,CD30D),6170.3,150.3,148.5,148.0,137.7,136.2,134.8,
134.4,133.8,133.3,132.5,132.2,132.1,131.6,131.2,130.2,130.1,129.6,128.0,
127.9,127.6,125.1,124.2,122.6,120.6,118.9,116.3,116.2,55.9,55.3,52.6,52.4,
51.1,50.9,50.4,43.6,43.5,39.5,37.4,32.0,30.1,25.9,11.4;
[0458]  fL 54151
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[0460] EST MS:m/z1005.5(M+H)";
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[0462] Xm» el

[0463]  'H NMR(300MHz,CDsOD),87.86(d,J=1.8,1H),7.69(dd,]J=2.0,9.2,1H),7.29~
2.26(m,4H) ,7.20~7.08(m,6H),7.04~6.74(m,8H),3.97~3.94(m, 1H),3.52~3.30(m,
TH),3.25~3.01(m,18H),2.84~2.80(m,11H),2.42(s,3H),2.18~2.14(m,1H),2.05~
2.01(m,1H),1.79~1.75(m,2H) ;

[0464]  fL 54153
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[0466] 'H NMR(300MHz,CDsOD),88.30(d,J=2.3,1H),7.58(dd,]J=2.3,9.2,1H),7.29~
7.26(m,2H),7.17~6.84(m,14H),6.69~6.66(m,2H) ,4.09~4.06(m, 1H),3.58~3.31(m,
8H),3.19~3.12(m,13H),2.95~2.94(m,2H),2.83(s,6H),2.45(s,3H),2.24~1.92(m,
6H) ;EST MS:m/z1004.7 (M+H)";

[0467]  fAH)154
(R340 2L B ST -8 8 S s dan s i
LEIR IR FELS P RN F R LR IS TR B

[0468]

[0469] 'H NMR(300MHz,CDsOD),88.27(d,J=2.2,1H),7.58(dd,]J=2.2,9.2,1H),7.19~
6.88(m,16H),6.80~6.77(m,2H) ,4.08~4.07(m,1H),3.46~3.44(m,4H),3.34~3.29(m,
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17H),3.19~3.13(m,4H),2.91~2.86(m,5H),2.81(s,6H),2.40(s,3H),2.18~2.13(m,

2H),1.81~1.77(m,2H) ;

[0470]  fLAW155
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[0472]  'H NMR(300MHz,CDs0D),88.30(d,J=2.2,1H),7.57(dd,J=2.1,9.1,1H),7.30~
7.27(m,2H),7.16~6.80(m,14H) ,6.64~6.62(m,2H) ,4.08~4.06(m,1H),3.51~3.31(m,
6H),3.21~3.04(m, 13H),2.84(s,6H) ,2.83(s,6H) ,2.46(s,3H) ,2.24~2.14(m, 2H) ;
[0473] fh&H156
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[0475]  EST MS:m/z1118.3(M+H)";
[0476] ALE5W)157
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[0477]

BM-780
[0478] 'H NMR(300MHz,CD30D),68.29(d,J=2.2,1H),7.60(dd,J=2.2,9.2,1H),7.29~
6.90(m,16H),6.75~6.74(m,2H) ,4.09~3.98(m,3H),3.72~3.69(m,2H),3.39~3.32(m,
12H),3.26~3.06(m,17H),2.84~2.78(m,5H),2.99(s,3H),2.28~2.18(m,2H),1.79~
1.74(m,2H) ;
[0479] {54158
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BAM-781
[0481]  'H NMR(300MHz,CD3OD) ,87.88(d,J=2.1,1H),7.70(dd,J=2.2,9.2,1H),7.30~
7.26(m,4H),7.19~7.09(m,6H),7.04~6.88(m,5H),6.85~6.71(m,3H),3.99~3.97 (m,
3H),3.72~3.70(m, 2H),3.40~3.32(m,9H),3.26~3.11(m,20H),2.81(s,3H) ,2.72(t, J=
7.1,2H),2.44(s,3H),2.24~2.20(m, 1H),2.10~2.08(m, 1) ,1.76~1.71(m,2H) ;
[0482] Afk-&4)159
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[0484]  'H NMR(300MHz,CDs0D),57.85(d, J 2.0, lH) 7.69(dd,J=2.2,9.2,1H),7.26~
7.23(m,2H),7.20~7.10(m,6H),7.05~6.93(m,7H),6.80~6.77(m,3H),3.97~3.94(m,
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3H),3.69~3.67(m,2H),3.45~3.29(m, 18H),3.25~3.04(m,11H),2.90~2.86(m,5H),

2.40(s,3H),2.21~2.17(m,1H),2.07~2.03(m,1H),1.81~1.77(m,2H) ;
[0485] AL-541160
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[0487]

"H NMR(300MHz ,CDs0D) ,88.28(d,J=2.3,1H),7.59(dd, J=2.3,9.2,1H),7.20~

6.89(m,16H),6.79~6.77(m,2H) ,4.11~4.08(m,1H),3.97~3.94(m,2H),3.73~3.69(m,
2H),3.49~3.29(m, 18H),3.24~3.04(m,11H),2.90~2.86(m,5H),2.40(s,3H),2.27~

2.17(m,2H) ,1.81~1.77(m,2H) ;
[0488] {LA&H161
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[0490]
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"H NMR(300MHz ,CDs0D) ,88.29(d,J=2.3,1H),7.59(dd, J=2.3,9.2,1H),7.19~
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6.89(m,17H),6.81(d,J=7.7,1H),4.09~4.06(m,1H),3.34~3.31(m,12H),3.20~3.13(m,
3H),2.82(s,6H),2.67(s,3H),2.38(s,3H),2.23~2.14(m,2H) ;
[0491] %/\%162
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[0493]  'H NMR(300MHz ,CD30D),88.30(d,J=2.2,1H),7.59(dd,J=2.2,9.2,1H),7.18~
6.88(m,17H),6.79(d,J=7.7,1H),4.10~4.07(m,1H),3.99~3.95(m2H) ,3.72~3.68(m,
2H),3.41~3.31(m,13H),3.36~3.06(m,6H),2.67(s,3H),2.39(s,3H),2.28~2.18(m,
2H) ;

[0494] 1{A5F%163

EIIIHETES

[0495]

[0496] 'H NMR(300MHz,CDsO0D),88.30(d,J=2.2,1H),7.58(dd,J=2.3,9.2,1H),7.16~
6.89(m,16H),6.83(s,1H),6.74(d,J=7.7,1H),4.04~3.70(m,2H) ,3.52~3.50(m, 1H) ,
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3.36~3.29(m,7H),3.26~3.14(m,10H),2.99~2.91(m,1H),2.67(s,3H),2.40(s,3H),
2.28~2.06(m,3H),1.90~1.87(m,2H),1.66~1.62(m, 1H) ;
[0497]  fL5H164
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[0499]  'H NMR(300MHz,CDs0D),87.87(d,J=2.0,1H),7.70(m,J=2.2,9.2,1H),7.28~7.25
(m,2H),7.20~7.12(m,6H),7.06~6.99(m,7H),6.90(s,1H),6.81~6.78(m,2H),3.99~
3.94(m,1H),3,35~3,28(m,11H),3.20~3.03(m,4H) ,2.81(s,6H),2.68(s,3H),2.39(s,
3H),2.18~2.01(m,2H) ;

[0500] 4{%%165

[0501] f,,mﬁ {'s’ﬁ;{\
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=
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[0502] 'H NMR(300MHz,CDsOD),87.87(d,J=1.9,1H),7.70(dd,J=2.2,9.2,1H),7.28~
7.25(m,2H),7.20~7.12(m,6H),7.06~6.99(m,7H) ,6.90(s,1H),6.81~6.78(m,2H),3.98
~3.95(m,3H),3.70~3.68(m,2H) ,3.45~3.33(m,13H),3.23~3.05(m,6H),2.68(s,3H),
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2.39(s,30),2.22~2.18(m, 1H) ,2.08~2.04(m, 1H) ;

[0503] fkL&¥1166
SR REIAG( :
?ﬁ*ﬁm}’a}@.&ﬁﬁ&&w&}@&w ma&;mﬁm‘;m

g’fs :

[0504] P T

[0505] 'H NMR(300MHz,CDsOD),87.88(d,J=2.0,1H),7.69(dd,]=2.0,9.2,1H),7.27~
7.26(m,2H),7.18~7.12(m,6H),7.05~6.95(m,7H) ,6.87(s,1H),6.81~6.76(m,2H),4.03
~3.75(m,2H),3.50~3.30(m,13H),3.21~2.89(m,6H),2.68(s,3H),2.40(s,3H),2.20~
2.18(m,1H),2.06~2.04(m,2H) ,1.89~1.86(m,2H),1.65~1.62(m, [H)

[0506]  fLAH167

@w%&ﬂﬂ%% FEMS R EANSS LnEnE L EE
it FEEERE T I RSB ERTE AR L ne

[0507]

[0508] EST MS:m/z951.3(M+H)";
[0509] {L&H168
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[0511]  'H NMR(300MHz,CDs0D),88.28(d,J=2.2,1H),7.59(dd,J=2.2,9.1,1H),7.34(d, J=
8.4,2H),7.18~6.89(m,17H),4.09~4.05(m, 1H),3.36~3.27(m, 1H),3.20~3.14(m,4H) ,
2.82(s,6H),2.24(s,3H),2.16~2.14(m,2H) ;°C NMR(75MHz,CDs0D),5148.02,148.95,
147.2,140.1,136.2,134.7,134.4,134.0,133.7,132.7,132.2,131.6,131.2,130.6,
130.1,130.0,128.0,127.9,127.5,125.5,124.1,122.0,119.0,118.9,116.2,55.9,53.2,
52.4,50.2,43.5,39.5,31.6,30.1.12.4;

[0512] {54169
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[0514] 'H NMR (300MHz ,CD30D) ,67.86(1H,s),7.71(d,J=9.2,1H),7.27~7.25(m,4H),
7.20~6.79(m,14H),4.03~3.75(m,2H) ,3.49~3.31(m,13H),3.14~2.89(m,6H),2.58(s,
3H),2.26~1.88(m,5H),1.67~1.63(m,1H);

[0515]  {L&H170
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[0516]

[0517]  'H NMR(300MHz,CDs0OD),87.88(d,J=2.0,1H),7.70(d,J=9.3,1H),7.34~7.25(m,
4H),7.16~6.71(m,14H),4.12~3.28(m, 16H),3.16~2.89(m, 10H) ,2.27~2.24(m,4H) ,
2.06~2.02(m,2H) ,1.88~1.86(m,2H),1.73~1.06(m,5H) ;

[0518] JcAﬁF%l?l
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[0520]  'H NMR(300MHz,CDsOD),87.86(d,J=2.1,1H),7.67(dd,J=2.2,9.2,1H),7.27~
7.24(m,4H),7.18~7.04(m,6H),7.01~6.94(m,5H),6.80~6.75(m,3H),4.01~3.28(m,
15H),3.19~2.87(m,8H),2.40(s,3H),2.18~1.60(m,10H),1.30~1.18(m,2H),1.03~
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0.92(m,2H);
[0521] f{LE5W172
NGB R R R R RS T B0 18 2100 F S 1o
FEREE LR BT LA ER S TR R SRR T
LRt Eans

[0522] N

[0523]  'H NMR(300MHz,CD30D),87.89(s,1H),7.69~7.67(m,1H),7.35~7.27(m,4H),
7.18~7.12(m,5H),7.09~6.94(m,5H),6.87~6.58(m,4H) ,4.27~4.22(m, 1H),4.08~
3.95(m,2H),3.75~3.50(m, 2H) ,3.40(s,3H),3.31~3.29(m,6H),3.22~2.90(m, 1 1H),
2.28~2.25(m,4H),2.10~2.07(m,2H),1.98~1.88(m,2H),1.66~1.42(m,3H),1.25~
0.86(m,5H) ;

[0524] L EHIT3
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ES I GATE §%§ﬁ§§ﬁ%§%m
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[0525]

[0526]  'H NMR(300MHz,CDs0D),87.90(d,J=1.9,1H),7.67(dd,J=1.9,9.1,1H),7.34(d,]J=
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8.5,2H),7.28~7.25(m,2H),7.19~6.83(m,11H),6.77(dd,J=3.4,9.3,1H),6.68(s,1H),
6.57(d,J=7.6,1H),4.09~3.76(m,3H),3.56~3.29(m,9H),3.24~2.83(m,16H),2.59~
2.57(m,1H),2.56(s,3H),2.29(s,3H),2.23~2.07(m,3H),1.88(br.2H),1.66~1.61(m,
1H)

[0527]  fL&5M174
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[0529]1 'H NMR(300 MHz,CDsOD),87.87(d,J=1.8,1H),7.69(dd,J=1.9,9.2,1H),7.34(d,]
=8.4,2H),7.29~7.26(m,2H),7.18~7.15(m,6H),7.04~6.96(m,4H) ,6.89(d,J=7.4,1H),
6.80(d,J=9.2,1H),6.64(s,1H),6.59(d,J=7.5,1H),4.64(br.,1H),4.04~3.96(m,2H),
3.75~3.31(m,8H),3.21~2.54(m,21H),2.30(s,3H),2.22~1.88(m,5H),1.67~1.63(m,
1H)
[0530] fLAH1T5
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[0532]  'H NMR(300MHz,CD30D),87.90(d,J=2.0,1H),7.69(dd,]=2.0,9.2,1H),7.66(d, J=
8.6,2H),7.28~7.27(m,2H),7.19~7.11(m,6H) ,7.06~6.99(m,4H) ,6.92~6.89(m, 1H),
6.81~6.78(m,1H),6.71(s,1H),6.62(d,J=7.7,1H),4.04~3.72(m,3H),3.55~3.29(m,
10H),3.22~2.90(m, 15H),2.39(br.1H),2.28(s,3H),2.23~2.21(m, 1H),2.10~2.07(m,
2H),1.88(br.2H),1.66~1.62(m,1H) ;

[0533] fL&W)176
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[0535]  'H NMR(300MHz,CDs0D),87.88(d,J=2.0,1H),7.69(dd,]J=2.1,9.2,1H),7.35(d, J=
8.6,2H),7.29~7.27(m,2H),7.19~7.16(m,6H),7.02(d,J=9.1,2H),6.94(d,J=9.1,2H),
6.88~6.85(m,1H),6.80(d,J=9.2,1H),6.62(s,1H),6.57(d,J=7.7,1H),4.06~3.95(m,
2H),3.71~3.32(m,10H),3.18~2.91(m,21H),2.31(s,3H),2.24~1.99(m,3H),1.89
(br.2H),1.67~1.63(m,1H);
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[0538] 'H NMR(300MHz,CDsOD),88.38(d,J=2.2Hz,1H),8.15(d,J=9.3,1H),7.62(dd, J=
2.1,9.1,1H),7.28~7.23(m,2H) ,7.18~6.97(m,8H) ,6.90,(d,J=9.3,1H) ,4.11~4.07 (m,
1H),3.40~3.33(m,1H),3.23~3.09(m,3H),2.85(s,6H),2.31~2.11(m,2H);"°C NMR
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(75MHz,CDs0D) ,6147.9,139.0,136.1,134.4,132.3,131.5,130.3,128.0,127.9,127.7,
125.8,121.8,116.1,55.9,52.3,43.5,39.4,30.1;
[0539]  fLA&ITS
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[0541]  'H NMR(300MHz,CD30D),88.30(d,J=2.2Hz,1H),7.59(dd,J=2.2,9.2,1H),7.26~
7.23(m,2H),7.18~7.13(m,3H),7.09~6.88(m,13H),4.10~4.07(m,1H),3.40(s,3H),
3.36-3.29(m,9H),3.21-3.15(m,3H) ,2.83(s,6H),2.58(s,3H),2.26-2.10(m, 2H) ; *C NMR
(75MHz,CD30D) ,6169.1,148.5,148.0,146.9,139.0,138.4,136.2,134.8,134.4,134.0,
132.3,132.2,132.1,131.9,131.6,130.1,129.6,129.5,129.0,128.0,127.9,127.6,
124.8.124.3,122.9.118.9,117.2,116.2,111.5,55.9,53.2,52.4,50.1,43.5,39.5,32.2,
30.1,12.1;

[0542]  fb&9179
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[0544]

"H NMR(300MHz ,CD30D) ,87.90(d,J=2.1,1H),7.38(dd,J=2.0,9.1,1H),7.31~
7.28(m,4H),7.21~7.11(m,6H),7.07~6.97(m,5H) ,6.84~6.75(m,3H) ,4.04~3.86(m,
3H),3.50~3.30(m,10H),3.27~2.91(m,8H),2.43(s,3H),2.31~2.19(m, 3H) ,2.10~2.07
(m,2H),1.88(br.,2H),1.73~1.62(m,3H),1.26(s,3H);

[0545]  fLA54180

BT g JESGE R TR N 3L s BRG]

SRR R F S R %ﬂ&}%&}“ﬁﬁwiw&}%ﬁ&}»i&m;zi"%*
ENVO-FELAARTR IS E AT RR

W&
[0546] '{f
&N N
o A
‘{"""""”")s ) : {} .)'mf
o A
HO- N g Sef-NH
N M
- . P

[0547]  'H NMR(300MHz,CDsOD),87.87(s,1H),7.68(d,J=9.1,1H),7.30~7.24(m,4H)

7.18~7.09(m,5H),7.00~6.87(m,5H),6.79~6.66(m,4H),4.19~3.40(m,12H),3.20~
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2.43(m,19H) ,2.24~2.21(m,1H) ,2.09~2.05(m,2H) ,1.87(br.,2H) ,1.64~1.60(m,1H) ;

[0548] f{L&H181
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[0550]  'H NMR(300MHz,CDs0D),88.30(d,J=2.2,1H),7.59(dd,J=2.2,9.1,1H),7.28(t,]J=
7.9,1H),7.16~6.89(m,16H) ,6.82~6.77(m,2H),4.09~4.06(m,1H),3.82(s,1H),3.33~
3.28(m,6H),3.25~3.09(m,16H),2.83(s,9H),2.62~2.57(m,2H),2.24~2.14(m,2H),
1.65~1.61(m,2H););"*C NMR(75MHz,CDs0D),8165.1,151.6,147.9,137.4,136.2,135.0,
134.4,132.5,132.2,131.6,130.7,130.4,130.1,129.2,128.0,127.9,127.6,126.7,
126.4,125.8,124.2,123.3,120.1,118.9,116.9,116.2,55.9,55.4,52.9.52.4,51.1,
50.6,50.5,43.6,43.5,39.5,37.5,36.3,30.1,25.9;
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[0553]  'H NMR(300MHz,CD30D),88.30(d,J=2.2,1H),7.59(dd,J=2.2,1H),7.59(dd, J=
2.3,9.2,1H),7.28(t,J=7.9,1H),7.18~6.98(m,14H) ,6.91(d,J=9.4,1H),6.83(s, 1H),
6.78(d,J=7.5,1H),4.38~4.28(m,2H) ,4.09~4.08(m,2H),3.55~3.32(m, 11H),3.21~
3.15(m, 14H),2.84(s,3H),2.83(s,6H),2.70~2.65(m,2H) ,2.25~1.99(m,3H),1.78~
1.64(m,3H) ;
[0554]  fL 54183
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[0556] 'H NMR(300MHz,CD30D),88.67(s,1H),8.38(d,J=2.2,1H),7.78~7.70(m,4H) ,
7.62(dd,J]=2.2,9.2,1H),7.47(t,J=7.0,1H),7.24~7.21(m,3H),7.12~7.01(m,7H) ,6.94
~6.88(m,4H) ,4.35~4.28(m,2H) ,4.07~4.06(m, 1H) ,3.54~3.34(m,9H) ,3.20~3. 11 (m,
8H),2.84~2.80(m,11H),2.19~2.15(m,3H),1.71~1.66(m,3H) ; *CNMR(75MHz, CD30D) , &
165.4,148.9,148.1,139.3,138.3,138.0,136.1,134.7,134.3,132.9,132.4,132.2,
131.5,131.0,130.8,130.0,129.4,128.1,127.8,127.7,127.4,127.1,124.8,124.5,
123.6,123.4,121.9,120.1,119.9,116.4,70.2,67.3,55.9,55.5,52.4,50.3,46.1,43.5,
39.4,37.7,36.4,30.1,25.7;

[0857]  fk&)184
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[0558]

[0559] 'H NMR(300MHz,CDs0D),88. 32(d J=1.8,1H),7.56(d,J=9.1,1H),7.57~7.54(m,
4H),7.08~6.83(m,15H) ,4.26~4.17(m,2H) ,4.01~3.09(m,1H),3.43~3.25(m,7H),3.12
~3.00(m,10H),2.74(s,6H),2.67(s,3H),2.39~2.37(m,2H),2.16~2.07(m,3H) ,1.69~
1.54(m,3H) ;**C NMR(75MHz,CD3s0D),6164.0,146.7,138.0,135.0,134.8,133.4,132.9,
132.3,131.3,131.1,130.8,130.5,130.1,129.2,128.7,127.9,126.6,126.5,126.1,
125.4,123.9,123.3,122.0,121.6,119.7,118.9,114.9,89.0,88.8,68.8,65.8,54.5,
54.1,51.7,50.9,49.4,44.7,42.2,42.1,38.0,36.4,35.0,28.7,24.5;

[0560] fk&47185
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[0562] 'H NMR(300MHz,CDsOD),87.85(d,J=2.0,1H),7.70(dd,J=2.2,9.2,1H),7.26~
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6.96(m,16H),6.86~6.78(m,2H),3.98~3.91(m,1H),3.42~3.31(m,11H),3.20~3.02(m,
4H) ,2.80(s,6H),2.57(s,3H) ,2.25~1.98(m,2H) ;
[0563] %/\% 186
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[0565] 'H NMR(300MHz,CDsOD),87.93(d,J=2.1,1H),7.74(dd,]J=2.2,9.2,1H),7.44~
6.89(m,17H),6.83(d,J=9.4,1H),4.03~3.98(m,3H),3.78~3.71(m,2H),3.56~3.36(m,
11H),3.25~3.09(m,8H),2.64(s,3H),2.32~2.24(m,1H) ,2.13~2.09(m, 1H) 3

[0566] L4187

EEAE RSP DG AR A ER BT 28
& ;;%\}':3%-13% b b R & g ﬁ} T ‘.’*k‘fﬁw i- .%&} %;&%U? Pl R s

0
3}\ ‘;\. o
A ?““%xi%
...... & A
3 & e
N
N i
fos67) N
- % 3 $ §
SR - Rt
§ Sy : }
Y & o= P ‘
ficaaty % {3 S% £33
d N
e eFRad i O \Q o
3 s T ¢ Ay
8 N N N S-NH
j — \»:wwww»,?‘f i3
g

BM-O12
[0568] 'H NMR (300MHz ,CD30D) ,68.30(d,J=2.3,1H),7.61(dd,J=2.3,9.2,1H),7.38~
6.91(m,18H),4.11~3.99(m,3H),3.71~3.70(m,2H) ,3.41~3.32(m,13H),3.25~3.08(m,
6H),2.58(s,3H),2.29~2.18(m,2H) ;
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[0571]  'H NMR(300MHz,CD30D),88.29(d,J=2.2,1H),7.59(dd,J=2.2,9.1,1H),7.37~
6.87(m,18H),4.07~3.75(m,2H),3.53~3.50(m,1H),3.40~3.32(m,11H),3.20~3.04(m,
6H),2.99~2.90(m,1H),2.58(s.3H),2.26~2.06(m,3H),1.89~1.83(m,2H),1.67~1.63
(m,1H);

[0572] 4{/\% 189
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[0574] '{ NMR ( 300MHz , CDsOD ) ,67.88(d, J=2.0,1H),7.72~7.69(m,1H) ,7.30~7.23(m,
3H),7.20~6.95(m,14H) ,6.84~6.78(m,2H) ,4.05~4.03(m,1H),3.95(s,3H),3.85~3.68
(m,1H),3.49~3.36(m,10H),3.21~2.89(m,6H),2.22~1.88(m,5H),1.66~1.62(m,1H);
[0575]  {L&4120
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[0577]  'H NMR(300MHz,CDs0D),88.29(d,J=2.2,1H),7.58(dd,J=2.3,9.2,1H),7.27(t,]J=
7.8,1H),7.15~6.89(m,18H) ,4.08~4.05(m, 1H),3.93(s,3H),3.67~3.30(m,9H),3.20~
3.14(m,3H),2.82(s,6H),2.23~2.14(m,2H) ; '°C NMR(75MHz,CD30D),8164.3,147.9,
138.9,136.2,134.8,134.4,132.8,132.6,132.2,131.7,131.6,130.6,130.1,130.0,
129.2,128.7,128.3,128.0,127.9,127.6,124.1,124.0,122.4,122.0,119.1,117.8,

116.2,55.9,52.8,52.4,50.6,43.5,39.5,38.1,30.1;
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[0580]  EST MS:m/z950.3(M+H)";
[0581] {L&H1192
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[0582]

[0583] 'H NMR(300MHz,CDsOD),88.34(d,J=2.2,1H),7.55(dd,J=2.3,9.2,1H),7.28~
6.60(m,18H),4.08~4.06(m,1H),3.97(s,3H),3.56~3.51(m,2H),3.22~3.05(m, 10H) ,
2.85(s,6H),2.18~2.15(m,2H) ;

[0584] k54193
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[0585]

[0586] 'H NMR(300MHz,CDs0D),67.91(s,1H),7.62(d,J=9.5,1H),7.28~6.59(m, 18H),
3.93~3.52(m,5H),3.23~3.05(m, 16H),2.20~2.14(m,1H),2.02~1.97(m,2H) ,1.75~
1.58(m,3H) ;

[0587]  {L&H194
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[0588]

[0589] 'H NMR(300MHz,CDsOD),87.89(d,J=2.0,1H),7.70(dd,J=2.0,9.1,1H),7.30~
7.26(m,4H),7.20~7.09(m,6H),7.07~6.97(m,5H),6.85~6.73(m,3H),4.04~3.70(m,
2H),3.53~3.38(m,13H),3.22~2.94(m,6H),2.63~2.57(m,6H),2.63~2.57(m, 1H) ,2.42
(s,3H),2.20~2.06(m,3H),1.89~1.86(m,2H),1.66~1.62(m,1H),0.64~0.57(m,2H),
0.23~0.18(m,2H) ;
[0590]  fb&4)195
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[0592] 'H NMR(300MHz,CDsOD),87.88(d,J=2.1,1H),7.70(dd,J=2.1,9.2,1H),7.34~
7.26(m,4H),7.20~7.12(m,6H),7.08~6.96(m,5H) ,6.85~6.79(m,2H),6.72(d,J=7.7,
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1H),4.08~3.71(m,4H),3.52~3.47(m,3H),3.38~3.29(m,12H),3.21~2.90(m,6H),2.33

(s,3H),2.27~1.88(m,7H),1.66~1.62(m,1H);
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[0595]  'H NMR(300MHz,CDs0D) ,88.32(d, J=2.2,1H),7.60(d,J=9.0,1H),7.32(d, J=8.5,
1H),7.17~6.90(m, 14H) ,6 .78~6.63(m, 2H) ,4. 10~3.85(m, 2H) ,3.62~3.51 (m, LH) ,3.40
~3.32(m,9H) ,3.21~2.90(m,9H) ,2.83(s ,6H) ,2.28~1.98(m,5H) ,1.73~1.06(m,4H) ;

[0596] 4{)/\5@197

[0597]

[0598]
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8.4,2H),7.20~6.90(m, 14H),6.82~6.77(m,2H) ,4.09~4.06(m, 1H),3.65~3.57(m, 1H) ,
3.38~3.30(m,9H),3.22~3.09(m,7H) ,2.84(s,6H),2.43(s,3H),2.25~2.16(m,2H),1.78
~1.75(m,4H) ,1.27~1.19(m,2H) ,1.05~0.94(m, 2H) ;

[05991  fb 54198

MEITLER S
F ARy

[0600]

[0601]  'H NMR(300MHz,CD30D),68.31(d,J=2.2,1H),7.59(dd,J=2.2,9.1,1H),7.28~
6.86(m,18H),4.10~4.06(m,1H),3.87(q,J=7.1,2H),3.39~3.29(m,9H),3.22~3.15(m,
3H),2.84(s,6H),2.60(s,3H),2.20~2.18(m,2H),1.10(t,J=7.1,3H);
[0602]  {k&4199
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[0603]

[0604] 'H NMR(300MHz,CDsOD),87.87(s,1H),7.69(d,J=9.1,1H),7.29~7.26(m,4H),
7.15~6.78(m, 14H) ,4.04~3.77(m,4H) ,3.49~3.28(m,8H),3.17~2.94(m,8H),2.60(s,
3H),2.05~1.69(m,6H),1.10(t,J=6.9,3H);

[0605]  {E4547200
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[0607]  'H NMR(300MHz,CDsOD),88.30(d,J=2.2,1H),7.59(dd,J=2.2,9.2,1H),7.25(m,
1H),7.18~6.89(m,17H),6.80(dd,J=2.3,9.7,2H),4.10~4.06(m, 1H),3.67(s,3H),3.35
~3.30(m,9H),3.20~3.14(m,3H),2.82(s,6H),2.23~2.14(m,2H) ; "*CNMR (75MHz , CD30D) ,
6148.0,147.9,139.3,136.3,136.2,134.4,133.0,132.34,132.25,131.6,131.0,130.8,
130.1,129.3,128.0,127.9,127.6,126.0,124.1,123.6,123.4,123.2,123.1,123.0,

119.7,119.2,116.8,116.2,55.9,53.0,52.4,50.5,43.5,39.5,36.4,30.1;
[0608] 4k,
PUERE R R R L o ”;4

[0609]

7.03(m,10H),6.93(d,J=8.9,2H),6.86~6.82(m,3H),6.65~6.59(m,4H),6.41(s,1H),
4.06~4.04(m,3H),3.60~3.33(m,8H),3.27~3.13(m,7H),2.84(s,6H),2.25~2.00(m,
3H),1.82~1.73(m,3H) ;
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[0612]

[0613]  'H NMR(300MHz ,CDs0D) ,88.29(d,J=2.2,1H),7.60(dd,J=2.2,9.2,1H),7.26~
6.90(m, 18H),4.41~4.36(m, 1H) ,4.10~4.08(m,1H) ,3.38~3.31 (m,9H),3.21~3.15(m,
3H),2.83(s,6H),2.68(s,3H),2.24~2.14(m,2H) ,1.39(d, J=7.1,6H) ;
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[0616] 1H NMR(SOOMHZ,CDSOD)’68‘29(d’J:2‘3’1H>77-60(dd,J:2,3,9_2’IH)’7'24N
6.91(111,181‘1),4.12’\’4.07(111,11‘1),3.39’\’3.31(111,91'1),3.24’\“3.14(m,4H),2_83(S,6H),
2.67(s,3H),2.24~2.15(m,2H) ,0.89~0.82(m, 2H) ,0.50~0. 44 (m, 2H) ;

(06171 {54204
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[0618]

[0619]  'H NMR(300MHz,CDsOD),87.84(d,J=2.0,1H),7.70(dd,J=2.1,9.2,1H),7.26~
7.22(m,4H),7.20~7.07(m,7H),7.04~6.95(m,6H),6.80(d,J=9.2,1H),4,42~4.33(m,
1H),4.02~3.73(m,2H),3.48~3.31(m, 10H),3.25~2.88(m,6H),2.67(s,3H),2.37~1.87
(m,5H),1.66~1.62(m,1H),1.38(d,J=7.1,6H);

[0620]  {L&4)205
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[0622]  'H NMR(300MHz,CDsOD),88.31(d,J=2.2,1H),7.60(dd,J=2.3,9.2,1H),7.38~
7.35(m,2H),7.26~6.90(m,15H),6.85(d,J=7.6,1H),4.11~4.07(m,1H),3.82(s,3H),
3.45~3.33(m,9H),3.21~3.14(m,3H),2.84(s,6H),2.25~2.15(m, 2H) ;

[0623]  fLAH)206
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[0625] 'H NMR(300MHz ,CD30D),88.32(d,J=2.3,1H),7.58(dd,J=2.3,9.2,1H),7.30~
7.25(m,3H),7.20~7.14(m,4H),7.09~6.96(m,9H) ,6.90(d, J=10.2,1H),6.85(d, J=7.6,
1H),4.18(s,3H),4.10~4.06(m,1H),3.37~3.31(m,9H),3.21~3.15(m,3H) ,2.84(s,6H),
2.24~2.13(m,2H) ;
[0626] {k&45207
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[0627]

BM-O6S
[0628] 'H NMR(300MHz,CDsOD),87.89(d,J=2.1,1H),7.69(dd,J=2.1,9.1,1H),7.34~
7.26(m,4H),7.18~6.78(m,13H),6.67(d,J=7.7,1H),4.04~3.73(m,4H),3.49~3.31(m,
14H),3.22~3.31(m, 14H),3.22~2.94(m,7H) ,2.76(s,3H),2.22~2.06(m,3H),1.90~
1.85(m,2H),1.69~1.63(m,1H),1.07(s,3H);
[0629] {54208
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[0631]  'H NMR(300MHz,CDs0D),88.32(d,J=2.2,1H),7.58(dd,J=2.3,9.2,1H),7.35~
6.97(m,16H),6.91~6.88(m,2H),4.09~4.07(m,1H),3.34~3.31(m,9H),3.21~3.15(m,
3H),2.84(s,6H),2.65(s,3H),2.25~2.15(m, 2H) ;
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[0634]  BM-1160:'H NMR(300M Hz,CDs0D):67.94(s,1H),7.66(d,]=8.7Hz,1H),7.40-7.13
(m,9H),7.00-6.69(m,7H),3.97(br,1H),3.48(s,3H),3.19-2.88(m,16H),2.62(s,3H),
2.31-2.10(m,2H) ,1.79(br,4H),1.27(s,3H).

[0635] fkL&H211
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[0637]  BM-1161:'H NMR(300MHz,CDs0D):87.94(s,1H),7.65(d,J=7.8Hz,1H),7.45-6.77
(m,14H),3.95(br,1H),3.48(s,3H),3.40-2.93(m,16H),2.60(s,3H),2.35-2.10(m,2H),
1.81(br,4H),1.33(s,3H).

[0638] fLA&H)212
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[0640]  BM-1162:'H NMR(300MHz,CDs0D):87.94(s,1H),7.67(d,]J=9.0Hz,1H),7.33-6.67
(m,15H),6.31(br,1H),3.97(br,1H),3.45(s,3H),3.15-2.88(m,16H),2.63(s,3H),2.62-
2.06(m,2H),1.79(br,4H) ,1.28(s,3H).
[0641]  fL54213
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[0643]  BM-1163:'H NMR(300MHz ,CDs0D):87.94(s,1H),7.68(d,J=9.0Hz,1H),7.33-6.67
(m,15H),6.30(br,1H),4.08-3.79(m,2H),3.53-3.42(m, 1H),3.46(s,3H),3.20-2.88(m,
16H),2.63(s,3H),2.31-2.10(m,3H),1.81(br,2H) ,1.69-1.65(m, 1H).

[0644]  frA&H)214
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[0646]  BM-1164:'"H NMR(300MHz,CDs0D) :87.95(s,1H),7.68(d,J=8.4Hz,1H),7.34-6.60
(m,15H),6.34(br,1H),3.98(br,1H),3.46(s,3H),3.23-3.09(m,16H),2.63(s,3H),2.30-
2.10(m,2H) ,1.80(br,4H),1.28(s,3H).
[0647]  fL5H215
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BEE
[0649]  BM-1165:'H NMR(300MHz ,CDs0D):87.94(s,1H),7.67(d,J=9.0Hz,1H),7.34-6.63
(m,15H),6.35-6.32(m,1H),4.08-3.80(m,2H),3.53(br,1H),3.46(s,3H),3.23-2.88(m,
16H),2.63(s,3H),2.30-2.10(m,3H),1.91(br,2H),1.69-1.65(m, 1H).
[0650] fLA&H)216
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[0652]  BM-1166:'H NMR(300MHz ,CDs0D) :87.95(s,1H),7.66(d,]J=9.6Hz,1H),7.32-6.69
(m,16H),3.98(br,1H),3.47(s,3H),3.21-2.95(m, 16H),2.65(s,3H),2.27-2.10(m, 2H) ,
1.81(br,4H),1.29(s,3H).
[0653]  fL&H217
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[0654]

[0655]  BM-1167:'H NMR(300MHz,CDs0D):87.95(s,1H),7.69(d,J=9.0Hz,1H),7.31-6.69
(m,16H),4.08-3.79(m,2H),3.56 (br,1H),3.46(s,3H),3.26-3.00(m,16H),2.64(s,3H),
2.26-2.10(m,3H) ,1.92(br,2H),1.70-1.66(m,1H).

[0656] fLA&4)218

[0657]

Rt
[0658] BM-1168:'H NMR(300MHz,CDs0D) :87.95(d,J=2.1Hz,1H),7.70(dd,J=2.1,9.0Hz,
1H),7.34-6.42(m,17H),4.10-3.80(m,2H),3.53(bra,1H),3.46(s,3H),3.34-2.88(m,
16H),2.82(s,3H),2.63(s,3H),2.25-2.04(m,3H) ,1.91(bra,2H) ,1.69-1.65(m, [H).
[0659]  fL&54219
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[0660]

R
[0661]  BM-1169:'H NMR(300MHz,CDs0D) :87.95(s,1H),7.67(d,]J=9.0Hz,1H),7.34-6.76
(m,16H),4.08-3.80(m,2H),3.53-3.42(m, 1H),3.50(s,3H),3.24-2.98(m, 16H),2.59(s,
3H),2.26-2.10(m,3H),1.92(br,2H),1.69-1.64(m,1H).

[0662]  {LE47220

0663 TR
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[0664]  BM-1170:'H NMR(300MHz,CDs0D):87.95(s,1H),7.70(d,J=7.8Hz,1H),7.32-6.73
(m,16H),3.98(br,1H),3.56(s,3H),3.49(s,3H),3.28-2.99(m, 16H),2.64(s,3H),2.30-
2.07(m,2H),1.81(br,4H),1.29(s,3H).

[0665]  fL&H)221
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[0666]

B
[0667]  BM-1171:'H NMR(300MHz ,CDs0D):67.95(s,1H),7.68(d,J=9.0Hz,1H),7.31-6.72
(m,16H),4.18-3.79(m,2H),3.58-3.42(m,1H),3.56(s,3H),3.49(s,3H),3.24-2.98(m,
16H),2.59(s,3H),2.26-2.10(m,3H) ,1.92(br,2H) ,1.69-1.64(m, 1H).
[0668] 4k 4222

[0669]

[0670]  BM-1172:'H NMR(300MHz ,CDs0D):87.94(s,1H),7.67(d,J=8.1Hz,1H),7.34-6.34
(m,17H),3.97(br,1H),3.46(s,3H),3.21-2.95(m, 16H),2.82(s,3H),2.64(s,3H),2.30-
2.10(m,2H),1.81(br,4H),1.29(s,3H).

[0671]  fLAH)223
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[0672]
*‘wi\“i*"‘\ag R
BTN

[0673]  BM-1173:'H NMR(300MHz,CDs0D):87.94(s,1H),7.70(d,J=9.0Hz,1H),7.33-6.69
(m,18H),4.07-3.79(m,2H),3.53-3.42(m, 1H),3.47(s,3H),3.26-2.94(m,16H),2.54(s,
3H),2.26-2.10(m,3H) ,1.92(br,2H) ,1.73-1.65(m,1H).

[0674]  fLE&H)224

[0675]

B ET4
[0676]  BM-1174:'H NMR(300MHz,CDs0D) :87.94(d,J=2.1Hz,1H),7.72(dd,J=2.1,9.0Hz,
1H),7.32-6.77(m, 16H) ,4.06-3.78(m,2H),3.58-3.42(m, 1H) ,3.49(s,3H),3.37-3.02(m,
16H),2.97(s,3H),2.62(s,3H),2.25-1.60(m,6H) .
[0677]  fL&54225
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PR 5 R o

BT
[0679] BM-1179:'H NMR(300MHz,CD30D):67.93(s,1H),7.69(d,J=9.0Hz,1H),7.41-6.73
(m,18H),3.97(bra,1H),3.57-2.88(m,16H),3.44(s,3H),2.61(s,3H),2.29-1.46(m,8H) .
[0680]  fh&H)226
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[0682]  BM-1180:'H NMR(300MHz,CDs0D):87.93(s,1H),7.70(d,J=9.6Hz,1H),7.41-6.74
(m,18H),3.99(bra,1H),3.60(bra,2H),3.44(s,3H),3.37-3.01(m,14H),2.61(s,3H),
2.29-2.02(m,6H) .
[0683]  fh&H227
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[0684]

B
[0685]  BM-1181:'H NMR(300MHz,CDs0D):87.95(s,1H),7.68(d,J=9.0Hz,1H),7.46-6.78
(m,14H) ,6.51-6.37(m,3H),4.07-3.79(m,4H) ,3.54(bra, 1H),3.17-2.94(m, 16H) ,2.62(s,
3H),2.31-1.64(m,6H),1.15(tri,J=6.9Hz,3H).
[0686]  fLA&4228

[0687]

[0688] BM-1185:'H NMR(300MHz,CDs0D):87.92(s,1H),7.70(d,J=9.0Hz,1H),7.41-6.75
(m,18H),4.64-4.59(m, 1H),4.44(bra,1H),4.14-3.79(m,4H) ,3.44(s,3H),3.36-3.10(m,
12H),2.62(s,3H),2.03-1.92(m,2H) .

(06891  fL&54229
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[0691]  BM-1186:'H NMR(300MHz,CDs0D) :57.92(d, J=1.8Hz, 1H),7.71(dd,J=1.8,9.0Hz,
1H),7.31-7.07(m, 13H) ,6.82-6.43(m,4H) ,4.05-3.76(m,4H) ,3.50(bra, 1H) ,3.28-2.91
(m,16H),2.81(s,3H),2.63(s,3H),2.22-1.63(m,6H) ,1.14(tri,]=6.9Hz ,3H) .

[0692]  fL54230

[0693] § e
S S Y
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[0694]  BM-1191:'H NMR(300MHz,CD30D):87.94(s,1H),7.71 (d,J=9.0Hz,1H),7.30-6.79
(m,14H),6.50-6.35(m,3H),4.07-3.76(m,4H) ,3.53(bra,1H),3.35-2.93(m, 16H) ,2.62(s,
3H),2.25-1.66(m,6H),1.12(tri,]J=6.9Hz,3H).

[0695]  fL&4)231
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[0696]

RN
[0697]  BM-1192:'H NMR(300MHz ,CDs0D):88.00(s,1H),7.81(d,J=9.0Hz,1H),7.40-6.53
(m,17H),4.17-3.96(m,4H) ,3.63(bra,1H),3.42-3.03(m, 16H),2.93(s,3H),2.74(s,3H),
2.36-1.78(m,6H) ,1.23(tri,J=6.9Hz,3H).
[0698]  {L&4232

[0699]

[0700]  BM-1193:'H NMR(300MHz,CDs0D):87.94(s,1H),7.69(d,]J=9.0Hz,1H),7.41-6.79
(m,14H),6.49-6.32(m,3H) ,4.45-4.35(m, 1H),4.08-3.79(m,2H),3.52(bra, 1H),3.35-
2.93(m,16H),2.70(s,3H) ,2.25-1.66(m,6H) ,1.43(s,3H),1.41(s,3H).

[0701]  fL&54233
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[0703]  BM-1194:'H NMR(300MHz,CDs0D):87.94(s,1H),7.68(d,J=9.0Hz,1H),7.32-6.78

(m,14H),6.48-6.32(m,3H) ,4.46-4.37(m,1H),4.08-3.79(m,2H),3.54(bra, 1H),3.35-

2.94(m,16H),2.70(s,3H) ,2.26-1.65(m,6H) ,1.44(s,3H),1.42(s,3H).

[0704]  4k-&4234
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[0706]  BM-1195:'H NMR(300MHz,CD30D):87.94(s,1H),7.68(d,J=9.0Hz,1H),7.30-6.38
(m,17H),4.51-4.42(m, 1H),4.08-3.79(m, 2H) ,3.53(bra, 1H),3.35-2.94(m, 16H) ,2.83(s,
3H),2.74(s,3H),2.26-1.65(m,6H),1.44(s,3H),1.42(s,3H).

[0707]  {L&H)235
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[0708]

ESL S
[0709]  BM-1196:'H NMR(300MHz,CDs0D):87.94(s,1H),7.67(d,J=9.0Hz,1H),7.30-6.57
(m,16H),4.52-4.42(m, 1H),4.08-3.79(m,2H) ,3.53(bra, 1H),3.35-2.94(m, 16H) ,2.94(s,
3H),2.73(s,3H),2.26-1.65(m,6H),1.44(s,3H),1.42(s,3H).
[0710]  {LAH236

[0711]

[0712]  BM-1197:'H NMR(300MHz,CDs0D) :87.94(s,1H),7.68(d,]J=9.0Hz,1H),7.33-6.39
(m,17H) ,4.51-4.42(m, 1H) ,4.08-3.79(m,2H) ,3.53(bra, 1H) ,3.19-2.94(m, 16H) ,2.84(s,
3H),2.74(s,3H),2.26-1.65(m,6H) ,1.45(s,3H),1.42(s,3H).

[0713]  fL&H)237
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[0714]

BRI
[0715]  BM-1198:'H NMR(300MHz ,CDs0D):87.95(s,1H),7.71(d,J=9.0Hz,1H),7.34-6.79
(m,18H),4.08-3.96(m,4H),3.54(bra,1H),3.35-2.94(m, 16H) ,2.68(s,3H) ,2.26-1.65(m,
6H),1.17(tri,J=6.9Hz,3H).
[0716]  fLAH)238

[0717]

[0718]  BM-1199:'H NMR(300MHz,CDs0D):87.94(s,1H),7.70(d,J=9.0Hz,1H),7.31-6.79
(m,19H),4.08-3.96(m,4H),3.54(bra, 1H),3.35-2.94(m, 16H),2.68(s,3H),2.26-1.65(m,
6H),1.16(tri,J=6.9Hz,3H).

[0719]  fL&4239
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[0720]

S
[07211  BM-1200:'H NMR(300MHz,CDs0D):87.92(s,1H),7.69(d,J=9.0Hz,1H),7.29-6.80
(m,18H),4.06-3.74(m,4H) ,3.52(bra,1H),3.30-2.92(m, 16H),2.78(s,3H),2.64(s,3H),
2.25-1.66(m,6H),1.13(tri,J=6.9Hz,3H).
[0722]  {L&H)240

[0723]

e
[0724]  BM-1202:'H NMR(300MHz,CDs0D):87.91(s,1H),7.68(d,]J=9.0Hz,1H),7.46-6.60
(m,22H),6.25(s,1H),4.43-4.39(m, 1H),4.08-3.90(m,2H) ,3.54(bra,1H),3.35-2.88(m,
16H),2.70(s,3H),2.30-1.65(m,6H) ,1.44(s,3H),1.42(s,3H).
[0725]  fL&W)241

186



CN 103562202 B iﬁ. EH :Fg 148/167 7L

[0726]
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[0727]  BM-1205:'H NMR(300MHz,CD30D) :88.02(s, 1H) ,7.88(d,J=9.0Hz,1H),7.42-6.96
(m,18H),4.17-3.90(m,4H),3.63-2.89(m,18H),2.74(s,3H),2.36-1.80(m,6H),1.26-1.90
(m,6H).
[0728] fL&H)242

[0729]

[0730]  BM-1206:'H NMR(300MHz,CDs0D):87.94(s,1H),7.68(d,]J=9.0Hz,1H),7.31-6.74
(m,18H),4.08-3.79(m,4H),3.54(bra, 1H),3.27-2.73(m,17H),2.65(s,3H),2.26-1.65(m,
6H) ,1.16-1.09(m,9H) .
[0731] L5243
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[0732]

[0733]  BM-1207:'H NMR(300M Hz,CDsOD):87.93(s,1H),7.70(d,J=9.0Hz,1H),7.31-6.80
(m,18H),4.08-3.79(m,2H) ,3.53(bra,1H),3.47(s,3H),3.20-2.94(m, 16H),2.78(s,3H),
2.64(s,3H),2.25-1.65(m,6H).

[0734] (L &H244

[0735]

[0736]  BM-1208:'H NMR(300MHz,CDs0D):87.93(s,1H),7.70(d,J=9.0Hz,1H),7.30-6.79
(m,18H),4.52-4.43(m,1H),4.08-3.79(m,2H) ,3.53(bra, 1H) ,3.20-2.94(m, 16H),2.80(s,
3H),2.75(s,3H),2.26-1.65(m,6H) ,1.45(s,3H),1.43(s,3H).

[0737]  fk&54245
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[0738]

[0739]  BM-1209:'H NMR(300MHz,CD30D):67.93(s,1H),7.68(bra,1H),7.28-6.80(m,
18H),4.06-3.79(m,4H),3.52(bra, 1H),3.35-2.92(m,18H),2.75(s,3H),2.25-1.66 (m,
6H) ,1.30(bra,3H),1.09(bra,3H).

[0740] fL&H)246

[0741] s

[0742]  BM-1210:'H NMR(300MHz,CDs0D):87.95(s,1H),7.68(d,J=9.0Hz,1H),7.33-6.80
(m,18H),4.06-3.79(m,4H),3.52(bra, 1H),3.25-2.94(m, 18H),2.66(s,3H),2.25-1.66(m,
8H),1.14-1.06(m,6H) .

[0743]  fL&¥)247
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[0744]

RReagss
[0745]  BM-1211:'H NMR(300MHz,CDs0D):87.94(s,1H),7.69(d,J=9.0Hz,1H),7.31-6.78
(m,18H),4.08-3.79(m,5H),3.54(bra, 1H),3.26-2.94(m,18H),2.81(s,3H) ,2.25-1.66(m,
6H),1.53(s,3H),1.51(s,3H),1.09(tri,J=6.9Hz,3H).
[0746]  fLAH)248

[0747]

[0748] BM-1212:'H NMR(300MHz,CDs0D):88.04(s,1H),7.86(d,]J=9.0Hz,1H),7.40-7.23
(m,15H),7.06-6.94(m,3H),4.20-3.89(m,5H),3.57-3.04(m, 16H),2.85(s,3H),2.74-2.62
(m,2H),2.36-1.74(m,6H) .

[0749] k54249
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[0750]

[0751]  BM-1213:'H NMR(300MHz,CDs0D):87.94(s,1H),7.71(d,]=9.0Hz,1H),7.30-6.81
(m,18H),4.08-3.80(m,4H),3.53(bra,1H),3.19-2.94(m, 18H),2.76(s,3H) ,2.26-1.65(m,
10H) .

[0752]  {L&H)250

.94(s,1H),7.71(d, J=9.0Hz,1H),7.31-6.80
(m,18H),4.08-3.79(m,4H) ,3.54(bra, 1H),3.22-2.94(m, 15H) ,2.64(s,3H) ,2.39(s,6H) ,
2.25-1.68(m,6H),1.14(tri,]J=6.9Hz,3H).

[0755]  fL&H)251

191



CN 103562202 B iﬁ, EH :FS 153/167 BT

2 (.
i;irxi;g%x“%’
a‘;“ ’yi
o,
[0756] = . ‘,ﬁ:‘ﬁng
sk b
S ¢ 7 a};:)\x‘ié»?\w
W - FE
Y"‘w\?ﬂiwf{ % f £
G M,!‘ i

T
[0757]  BM-1217:'H NMR(300MHz,CD30D) :87.92(s,1H),7.73(d,J=9.0Hz,1H),7.33-6.81
(m,18H),4.08-3.79(m,4H),3.54(bra,1H),3.36-2.94(m,15H),2.63(s,3H),2.32-1.11(m,
10H),0.78(tri,J=6.9Hz,3H).

[0758]  {K&54252

[0759]

[0760]1  BM-977:'H NMR(300MHz,CDsOD),88.66(d,J=2.2,1H),7.93(dd,J=2.2,9.2,1H),
7.75(d,J=9.0,2H),7.29~6.95(m, 15H),6.81(s,1H),6.74(d, J=7.4,1H) ,4.38~4.27 (m,
2H),4.16~4.13(m,1H),3.54~3.32(m,11H),3.24~3.08(m,14H),2.84(s,6H),2.82(s,
3H),2.61(t,J=7.1,2H),2.27~2.14(m,2H),2.03~2.00(m, 1H),1.78~1.75(m,1H),1.66
~1.61(m,2H);"*C NMR(75MHz,CD3s0D),8167.2,165.4,155.8,152.1,148.5,137.2,136.2,
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135.6,135.0,132.5,132.2,131.5,130.6,130.4,130.1,129.7,127.8,127.5,126.8,
126.0,124.9,123.7,123.5,121.7,119.7,116.5,115.7,114.8,70.2,67.3,55.9,55.4,
53.0,52.4,50.7,50.2,48.0,46.2,43.6,43.5,39.3,37.6,36.4,30.1,25.9;EST MS:m/
21135.6(M+H)";

[0761]  fb 54253

[0762] A o
WS
\, 'm‘“-?.g“
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Sy

[0763]  BM-987:'H NMR(300MHz,CDsOD),88.35(d,J=1.9,1H),7.65(d,J=7.4,1H),7.33~
6.94(m,14H),6.78~6.61(m,5H) ,4.45~4.31(m,2H) ,4.15~4.12(m,1H),3.70~3.39(m,
8H),3.28~3.17(m,13H),2.90~2.88(m,8H),2.69~2.64(m,2H),2.30~2.05(m,3H),1.85
~1.82(m,1H),1.70~1.68(m,2H) ;'C NMR(75MHz,CD30D)165.2,147.9,137.6,136.2,
135.0,134.5,132.5,132.3,131.6,130.9,130.3,130.1,129.2,128.02,127.96,127.7,
125.9,125.1,125.0,123.4,116.2,70.2,67.3,55.9,55.4,53.0,52.3,50.7,46.4,43.7,
43.5,39.6,37.6,36.4,30.1,25.8;EST MS:m/z1081.6(M+H)";

[0764]  fb 54254

Bt
[0766]  BM-988:'H NMR(300MHz,CDs0D),87.92(s,1H),7.75(d,J=9.1,1H),7.35~7.29(m,
4H),7.21~7.12(m,9H) ,6.99~6.83(m,3H) ,6.76~6.72(m,2H) ,4,43~4.34(m, 1H) ,4.06
~3.73(m,3H),3.58~3.30(m,9H),3.20~2.92(m,13H),2.62~2.41(m,4H) ,2.24~1.90
(m,5H),1.69~1.66(m,1H),1.48~1.28(m,6H) ;
[0767] {5255
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Haane
[0769]  BM-989:'H NMR(300MHz ,CD30D) ,87.90(s,1H),7.75(d,J=9.0,1H),7.32~7.30(m,
4H),7.22~7.02(m,11H) ,6087~6.83(m,3H) ,4,40~4.31(m, 1H) ,4.05~3.77(m,2H) ,3.51
~3.38(m,10H),3.19~2.91(m,6H),2.64(br,1H),2.51(s,3H),2.23~1.90(m,5H) ,1.69~
1.65(m,1H),1.38(d,J=6.9,6H),0.63~0.61(m,2H),0.26~0.24(m,2H) ;
[0770]  {LA&H)256

SR8
[0772]  BM-990:'H NMR(300MHz,CD30D),87.90(s,1H),7.74(d,J=9.1,1H),7.34~7.09(m,
14H),6.94~6.91(m,1H) ,6.85~6.81(m, 1H),6.67~6.65(m,2H) ,4,43~4.34(m, 1H) ,4.04
~3.98(m,2H),3.50~3.33(m, 13H),3.25~2.69(m, 15H),2.42(s,3H) ,2.23~1.89(m,5H),
1.69~1.65(m,1H),1.40(d,]J=5.5,6H);
[0773]  fL&H257
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B85t
[0775]1  BM-991:'H NMR(300MHz,CDsOD),88.28(d,J=1.9,1H),7.55(dd,J=1.8,9.1,1H),
7.16(t,J=7.6,1H),7.10~6.85(m,18H),4.37~4.22(m,2H) ,4.06~4.04(m,1H),3.47~
3.42(m,7H),3.29~3.26(m,5H),3.17~3.11(m,5H),2.88(s,3H),2.80~2.69(m,12H),
2.22~1.97(m,3H),1.76~1.64(m,3H) ;"*C NMR(75MHz,CDs0D),8;EST MS:m/21051 .4 (M+H
)"
[0776] L5258

,MLZ%E’»:
, A
A,
y AN ‘/vi‘ g“"' r(,«?
- e
ﬁwﬁ ;fm@%_ M
i} %o A i
el g
o w‘@i‘
£ 3
[0777] P -
¥ i y Mé”
e RN
& @
5 M?/zz.\c..& — ‘\;} ‘;“}W’{}
A spendd peeitenht
A :ﬁ
& 3

Ba-a82

[0778]  BM-992:'H NMR(300MHz ,CD30D) ,88.36(s,1H),7.66(d,J=9.1,1H),7.22~7.04(m,
18H),6.97(d,J=9.2,1H),4.43~4.31(m,2H) ,4.15~4.13(m, 1H),3.59~3.37(m, 17H),
3.26~3.21(m,8H),2.90~2.82(m, 11H),2.30~2.05(m,3H),1.83~1.74(m,3H);*C NMR
(75MHz ,CD30D) ,8165.6,147.9,136.2,135.1,134.4,132.7,132.5,132.3,131.6,130.5,
130.1,129.2,128.0,127.9,127.7,126.3,125.9,125.1,124.2,123.7,119.2,117.9,
116.2,70.3,67.3,55.9,55.5,52.5,52.4,51.4,50.6,50.4,46.3,43.6,43.5,39.5,37.5,
36.5,30.1,25.7;EST MS:m/z1107.7(M+H)";

[0779]  {LA&H)259
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[0780]

BM-983
[0781]  BM-993:'H NMR(300MHz,CDsOD),88.33(d.J=1.9,1H),7.59(d,J=9.1,1H),7.28(t,
J=7.9,1H),7.18~6.87(m,18H) ,4.08~3.95(m,6H),3.34~3.33(m,4H),3.32~3.30(m,
8H),2.85(s,6H),2.21~2.16(m,2H),0.94(t,J=7.1,3H) ;EST MS:m/2922.8(M+H)";
[0782]  fL54260

B804
[0784]  BM-994:'H NMR(300MHz,CDsOD),88.32(d,J=1.2,1H),7.58(d,J=9.1,1H),7.28(t,
J=7.9,1H),7.17~6.99(m, 15H) ,6.90(d,J=9.3,1H) ,6.86(s,1H),6.80(d, J=7.5,1H) ,4.09
~4.07(m,1H),3.80(s,3H),3.45~3.33(m,9H),3.21~3.08(m,3H),2.84(s,6H),3.05(s,
3H),2.25~2.10(m,2H) ; *C NMR(75MHz ,CD30D) , 8 ;ESIMS :m/2907 .6 (M+H) *;
[0785] {L&H)261
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BM-888
[0787]  BM-995:EST MS:m/z922.5(M+H)+;
[0788] O TAEMIA KM HIBe1-2/Bel —xLIMHIFIL & FBe1-2/Bel—xL B ST LR AA
PSR PR A KR BE 77, SRR AL S AT T U
(07891 fbf3H262

[0790]

s ?'iﬁ.gﬁﬁg

[0791]  BM-1074"H-NMR(300MHz ,CD30D)8ppm8. 34(d, J=2.2Hz,1H),7.65(dd,J=2.1,9.1Hz,
1H),7.35(d,J=8.4Hz,2H),7.27-6.98(m, 15H) ,6.90(d, J=7.3Hz, 1H) ,4.40(h, J=7.0Hz,
1H),4.21-4.10(m,1H),3.62-3.34(m,9H),3.27-3.15(m,6H),2.99(s,1H),2.87(s,7H),
2.61(s,3H),2.34-2.10(m,2H) ,1.42(d, J=7.0Hz ,6H)

[0792] L5263
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o I A
.

[0793] X

T e 90089
[0794]  BM-1075"H-NMR(300MHz ,CD30D)Sppm8.35(d, J=2.2Hz,1H),7.62(dd,J=2.1,9.1Hz,
1H),7.35(d, J=8.5Hz,2H),7.23-6.93(m, 15H) ,6.80(d, J=7.6Hz,1H),4.19-4.08(m, LH),
3.89(q,J=7.0Hz,2H),3.46-3.33(m,9H),3.26-3.16(m,7H) ,2.87(s,6H),2.70(s,1H),2.55
(s,3H),2.34-2.11(m,2H),1.13(t, J=7.1Hz, 3H) % T-Bc1-2/Bcl-xL/Mc1-1 & [ 2 T 58k
TRy & A E
[0795]  FFRIFEARAL 75T R BONE &R OG MR (FP) B , LA 4 5E Be 1 -25 et 1 4
HIF5 FLHBc1-2.Bel—xL FiMc1-1 & I I 45455 0 /7
[0796]  #fmE T e JCIREN X8 A BIIKafE -
[0797]  E#I5EARICHIBIM(81-106) \Bak (72-87) FIBID(79-99) JIk , #ir £ NF1u-BIM.Flu-
BAK FIF1u-BID, FIAE 4 & X Be1 -2 Be 1 -xL FiMc 1 =1 FPII 52 ) 9 6 R o e 3k 1 I i £
Ji5] 52 ¢ T 1 D8 R FILEL A VA B 1 94 P L 2 52 A MR 2 1 SR AL R D VR A D 1) S T
SeAmHE , Flu—BIMABe1-2.F1u—BAKXBe 1 -xL FIF 1u-BIDXIMe 1 -1 [ KafE 4% 43 5 84 52 50 55
+0.15nM.4.4+0.8.F16.8+ 1 .5nMoffi FHInfinite M-1000 %4 EARIY (3£ H 7 & (Tecan
U.S.), =AWt d (Research Triangle Park),dtF% 44N (NC))ZEMicrofluor296—FL
P 5] IR (R ERFL 22 (Thermo Scientific)) U & e mHRAEL o 1 75 I 2 22 (100mM
ﬁﬁ@a%ﬁﬂ pH7.5,100ug/ml4f v —EREH ,0.02% & FALE, A A 7 (Invitrogen) , 10.01%
Triton X—100%14%DMSO) 5 (%) InMKIF 1u-BIMBL 2nM KT F1u-BAKEL 2nMFIF lu-BID LA A% ¥ 3k
JERIBe1-28Be 1-xLBMe 1 - 1A A AL, LA 12501 (Y ZAR RN AR FE = 3 T I & 2/ i)
£ B 42 AR 0 DA AR P47 o 7E485nm Y UK K LA S5 30nm ) & S K, DA 2 fm ik 5 4
(millipolarization unit)(mP)MERIRIE SR )58 HGraphpad Prism5. 0% (Graphpad
B> w), U EF (SanDiego) , IR JE M (CA) ) 3 13 900 & ST 77 & A PEFP I I
B B B ) R Ok T B R H(Ka)
[0798] E%ETBCI 2% Itk A AR KG R
(07991 e sk 470 i1 5] 571 & M5t 1 5 PR &5 B SR 36 R 8 Be 1 -2 KR 8 1 40 7R X Be 1-2/
Bel-xL/Mc 118 I RIK AR , JL AR 550 ) S S B et 0T T 456 B e ISR B A R
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(1) 2L A7 [ 52 94 P52 1) 2 S IR 1T 52 4 o K7 BT IR ZEDMSO HP 1 401 1] 351 55 1 20 1 72 0 52 2
TR FIURE A A /AR R S VTR A DS N 2 0 e iR, ELAE = IR N B R R R
2/ o N, B AR ET B BT Be 1 -2U5E 1. 5nMATInM, X FBe 1 -xLill 5 A
1OnMAN2nM , 3 HAFFMe 1 =100 52 9 20nMAFI2nM o N5 88 5/ AR E 2 A 0 BH M R (FH >4
T0 %6 $ ) A A Ui S IR TR BH o B A >4 T 100 %6 $ i) ) A& 7E AN DU dRep o o |
JIT IR I PP o 00k 5 4 gy 282 110 2 28 7 9] U1 48065 16 72 T CHOEL o A FH LA BT 38 1 P9 35 5 tH 1)
(home derived) FFE(Z.Nikolovska—Coleska(Z. @Bl R F-FIEIF)ZE AN,
Analytical Biochemistry({a#rAEMLE)),2004,332,261-273. ), 7T 78 36 4 PEI &
FRAFHI TCH0ME  FREH XS 82 1 BT K afiL LA B2 8 (1 BRI 0 R e vt S il U A K L o Jd
S —NFEAET R (X. Y. Huang(X.Y. ® ), Journal of Biomolecular Screening
(AW 22 E)) ,2003,8,34-38. ) IR & FHI 7 Rk vh BKE, Sk B Hd 45 3
A 25 R4 17—
[0800]  Zfiffg A= K Il 2
[0801]  #ERS4; 11AIHI464H M LA 10,0004 /FL 1) 65 5 DA e S A Ak & W 4 P 296
FLA MO 320 T, 3 HAE 37 CAEIS % 55 S W15 % CO R AR I B 4K o ff I T-WST-8(2-
(2-F SR 4T R FL ) -3 - (4R FE IR 3, ) -5 (2, 4 R REL ) 2P0 e % , — Bl 6 ) (1 41 il
THE -85 & (Cell Counting-8Kit, R TH KA T (Dojindo Molecular
Technologies,Inc.), ¥ w4t /R (Rockville) , B B == M (MD) ) , M4 il 1 75 (140 15 BH o s e 40
H¥G 7. & 2, BWST-8LL 10 % (v/v) &R BRI AL, I BAR E AR AE3T CI & 1 -
2/ A T 35 £% o 48 FISPECTRAmax PLUSEEFRAX (97235 B /3 7] (Molecular Devices),Fx
JeF /R (Sunnyvale) , JIF4E JE T FN (CA) ) £E450nmM & ' & o 8 FlGraphPad Prism5# 4
(GraphPad A 7], Pifaf W (La Jolla) , A4S J& Y0 4N (CA) ) ke v B g K 00 it 94 JiE
(ICs0)
[0802]  4H/fu%E - Il 5E
[0803]  {ifi FHAN ML vE 771 & W W 5 e i 56 SR b AT 40 M 0 T 2 o 8 — F 3 ANl e B2 P 716
LB, 3F BAE A BOR A A IS LR L FE37 CHEIS % 23 S 15 % CO 1 AU i &, 4 82
7 R TE) 2 o AE AL ER ) A 2, 1 4 A 86 5 HLAE 1000 pm & 0052 B S A i i e B T
PBSH, 3 H50.4% G W 5 (KA A R (Invitrogen) ) BLL: IR FEIR A, DA AH A BLUARES 3y
(0lympus)CKX4 12 s (B B2 5] (0lympus) , 4B FLA](Center Valley), A% e
FNCPA) ) i 7 40 B 77
[0804]  JHT-JE
[0805]  fifi FHAHIBC & 1 -V-FLUOSH: 2 5] & (Annexin-V-FLUOS Staining kit)(®'IKiZWT
/v ) (Roche Diagnostics), IS8 224N A (Indianapolis) , EIEE 2240 M (IN) )R 4 il it
PRI B PR AT P L0 - 18T 5 2 K AN M B AL B 0 Ab B, Fr sk e B B ) A5 K L UAER
I H HPBSHESR o 7E F 10 T 78 SR o 40 e B & I V-FITC(Annexin V-FITC) FIRAL T4
EEgutt  Fra1540 41, 2 5 FIBDAE YR} S#FACSCaliburs (Becton Dickinson) BT #7.
[0806] &5 FENIZE A #T
(08071 K4t IS A7 £ 11 Bl 4141 7] (a—comple te , B IR A W] (Roche ) ) VA ARG Ml (F5
H1%NP40.0.5% i S HEEREN . A0 . 1 % SDSIHIPBS ) ¥ fidd o A FH & #4005 (A7 i 188 A 15K 7]
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(Bradford Reagent), {5k (BioRad) , i 5 #1H7 (Hercules) , INAI#E JE M M (CA) ) ¢
E AR E & S E A FiAE4% -20% SDS-PAGEAE R (FE 43 28 A (Invitrogen) ) EHEATHL ¥k
IR B R IR RO (AR A A (Bio—Rad)) b 25 % FL B Ja Wl AR 2 1 55—
TR A B, I H AR S B2 10 55 —Iiik (Pierce) I B 415 5 HAL RO
BRI SE AL AR IR 7 (Denville Scientific)#AT A4,

[0808] iy 2 2 c MISmac R LI

[0809]  7E37°C, £95 % 2 A5 %6 CO M S H R WY 1 /3 MH146BRSA 5 1140 e AL A 4b
B, FRE R R RS () 5, FHPBSHE SR IF FLUW H 8 B IF T 1001 1 1 7 Hb 25 5247 2% Pl (75mM
NaCl.8mM NasHPOs,1mM NaHoPOs. ImMEDTA . 350ug/m1 ¥ iy i B . F1250mM 4 ) o i ik 78
13,0001 pmfF4E 1 73 B 12500 A2 J 285 J5E 350 4 43 8 LR 05 9 o 4 B 2 318 43 £E.1 2 %6 SDS—PAGE | fig
. IF A T4 i 4 2 c i ik (BDAEM AL ) Mgt Smac (4HML(E 545 REEAR A 7] (Cell
Signaling Technology), } 3 #i(Danvers) , E 51 2E M (MA) ) HUARBEAT R EH R I

[0810]  ELKI &, JI5E T 4 & B 4L &5 Bel -2 Be1—xL FIMc1-1 1 35 F1 77 o 45 0 52 45
REXTABT-737(— R AN IHBc1-2/Be 1 —x LA 7)) o 1 26 B i 90 52 45 R 34T L
BCAERMATRIY.

[0811]

A& 2.5 Bel-2. Bel=xL. #$o Mcl-1 &4 8 %4 5450, i B E 2895 TF PP 90 2
BrH 4G B ERREGRAEMIL AT T 35 khE £k, ABT-737.
BIM, BAD, o NOXA BkAL 0 X% 4 5708,

o g e
a4 Bel-2 Bel-xL Mecl-1
1C54 SD K 8D ICsp £ SD K+ 8D 1C50 £ 8D
A .
fﬁo =Wy o6mM) | <1@mM) |942@M) | 24405 >10 (uM)

ABT-737 | 24020M) | <1 @M) | 6+2@M) | 1.6405mM) | > 1 (uM)

BIM < 1(M) <1mM) | <1nM) < 1(nM) 5 + 1 (nM)
e 0 + 2 . | :

BAD W0=80M) | o 5+£030mM) | 15£0.10M) | 322 (uM)

NOXA 176 1 (uM) | 3.6(uM) | 1142 (uM) | 3.4 (uM) 3743 (M)

[0812]  FER 2 A HUE BoR , LSV s B S ) 455 2 Be1 -2 Be 1 —xLEE H , M H A%
Mc1-1RJAR AR R A AT o

[0813] KA K K Be1-2/Be 1 —x LAl FIAE = Fiom 48 e R b gk AT 1 e , DA e B IS
T o ABT—737RIABT-263 & £ 528 BT (KK FMe 1 - 1A A1 3R CELRERSA s 11 R R Lk 2 4l 1
1355 (ALL) \H146 /N0 o A e AL -2 20 PERE A0 A PR 3 1968 CAML) 40 20 v s 2 A I A
SR A AR AR 7 M B M LS 0LA R AR AN 746 & BB 1-2MBe 1 —xL, 1 2 A 6T
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Mcl-1HAR S5 ISE A A7, 3F H B A 5ABT-73THI R (K 45 At o IR It L 5 AL & W0 1 5078 5% = Rl
A ZR AT I 5E o SR [ AN ] iR SRS Y 1 4 i 2R FH R B 7R AR W Be 1 -2/ Be 1-x LA il 71) )
70 MR e P AN PR ] T 7 B P IR 28 28, J FLIE AR MG AR B I Be 1-2/Be - L il 351 5
ABT-737 ELfEb B . B bR T3,

& 3EEAVE LA P IR LR K dhdp g ABT-737 AAEAE

923
;'H\, &

it A KIpH (ICy=8D)

[0814] RS4:11 H146 ML-2
] 38 + 24 102 + 44 .
150 (M) (M) 185 + 84 (nM)
ABT-737 | 1246 (aM) | 6239 (aM) 16+ 2 (nM)

[0815] 7R3+ AR Wow , (LA M504 B = FiE 4l R T A4 A K.

[0816] ¥4 B 4L A4t % Bc1-2.Bel—xL . FiMc 1 -1 (4 DhBE M5 b AT M o 158 FH 4l 4k
itk HEAHBc1-2/Bel—xL/Mc1-18 [ A A S oE A 7B IM BH3 PRIV o 40 i D e Il e Sfe $ 4t
& P150E X Bl -2 IBe L -xLiflj AN feMe 1 -1 4 A 4E A /8 ) BELEEE 3E o X B T 4H
Ja Th &g I 52 A SRR AL A 40150 JABT-737 . DA S BADFlINoxa  BH3JHE () ShREPEFE 1.

[0817]  FE20nM¥K FEERIBim BH3JKFS 5 41 B €2 25 c Al Smac £ (A A ZRF A4 ) K & i . 60nMIF)
Be1-2H130nMi¥IBe 1 —xLAT i 4 il FH 20nMA Bim BH3IK 55 1 40 il 2. 25 c Al Smac & [ A Z& i
AR

[0818]  fEBcl-2)Re & H , ABT-737 M4k A4 1 50 7] & AR 3t 1t b I A e F5 B 1-29F H.
P2 Bimifs T 1) 40 B £ 2% Al Smac 8 1 2RI AR IR BE I8 - BAD BH3 IRt 58 % LA 771) & At 14 77
AN Bb#EAT . {HNoxa BH3JE A B8 Pk 52 41 g (2 2% ¢ FlSmac (KRR 15 »

[0819]  £EBcl-xLINAENISE T, 45150 FIABT-7377E VK 5 FHBim BH3JIKE S 4l et Ze
HiSmaci) B0 S [F 254 110 AR & ¥k Bad BH3JIK K 2% /74K 34% . Noxa BH3JE AR BEFEHL
Bel—xLo

[0820]  7EMc1-1ZRE I E H , 60nMAIMe 1143 A5 kb 471l FH 20nMA BIM BH3 K75 5 (1) 40 i
R eI Smac B » B A Noxalfk B LA 77 & A 14 77 2Pk 52 FH BIMAK 75 = (1 48 i £ 2% c Ml Smac
(KRR, AELAE B3 1 OuM 2 U BAD K ABT—737 . FIAL &4 1 50 ASRE i B ikt

[0821] X ELHHEFEME T AL H150 ABT-737 . MIBADK{E NBc1-2 1B 1-xL&E [ 1M A 42
Mc -1/ A HEHURIEAE TG R AEYE /£ 5 —J7 1, Nova BH3JIRFEHiMc1-1 (H AR BEFE T
Bel-2fBel-xLE&g A I - IX LL D BeE0 4 5 e AN IR X BB | 28 A U 45 &0 1 2 — 5

[0822] BMINR T 2L & 1500 /EH146 \RS4 5 11 FIML—241 e 2 A9 R T2/ 40 MU BB 515
S ABT=T3TAE ot BE 4 0 2 72 Mt

[0823]  GiE & Wi Wi I 5 HH B i 1, ABT—T 37 AL &40 1 50T 5 350 2 175 3 H1 46 /)N At i fir
T A JR P 40 B PB4, A 247N b B ) 7E 30nMAT LOOnMII AL A 41509 i 3 T
40 % F1>70% [THL 4640 28 7 40 B BB T o
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[0824] i1 FHISIRC L (1 -V/ WAL P B (PT) AU 55 0, il il i xRl AR , ABT-737 FIAL A4 150
VR 25 351 DA TR 2 — R a) -4 st e 7 S R 75 5 AEML-2AMLAH i 38 R i R T, 9 HLK 2950 %
[FIML~24H e AE FH 300nMIK P R AL A4 b 28 457 4R 24/ NI I 28 R R 12

[0825] ALt , e ik Vi AU MO A , £ BUIBE R 2R 1 -V/P IR EE e 2, AL S 4 150 FIABT-737 7
TAERSA s 1 LA g 58 A DA 7] — 0551 & — 0 M 7 X 8 T2 5 3 Hh o A 20U - 100n A
300nMAIAL A0 15015 530 % F160 % FIRS4 ; 1 14 M AE4/NIF 22 N2 I T . LOOnMA AL &)
1501755 >50% [FIRSA 5 11 Jiya 20 a7 16 /NI B (1] s B 22 PR T2

[0826]  {EIX =FW@AM R, 24 AL S 150BABT-737HEAT AL J I , HE4T 25 13 B Bk 43
B SRAG X PARP AN 2 Jhe R A4 Tt —3 (3 R 2 2 A A 12 ) AR AL bR 5 ) 1) 241 o ZE AR 22 100nMIF) K
JE R AERSA s 11 H146 FIML—24 fif 5 T AL 38 8/ NG AL A 90 1 50 FABT—7 37 ) 5 ZE PARP AT fi
RARE-3MI AT T2 m TS A 2

[0827] G, XL BoR L A W0 150 FIABT-737 LAAHBLIN 4% F1 R Bl Fy 24 S ik S48
RS4 511 H146 FIML—2J% 2 g 22 (KA T

[0828] A /IR E IEMIBc]—2/Be | —x LAl 55145 Fi 4 i ik 45 A 2= 4 e 9B 1 -2 A1Be | —x L&
ISP E AT DU T h B8 H i A Smac T i £ 28 ¢ M S R A 1) R R I 5 T A A A1
H R TS o A, Smac FNAMN B €8 25 ¢ R R 4 70 T2 2 Wil R AR o AH LM, Ak B 40 1505t %
FHAERSA s 11 AIH1 4640 i 2 75 5 41 €2 2 c I Sma c B B 7 3EAT I - R AL & 915078
T 9 ok 40 B 5% P 1 5 4 L £ 3R ¢ P Smarc A B R A Hh R 1R IS ] — A0 7] & — OB PR I . AE
H14640 M ZH, 7£300nM 16 5 40150 75 2/NF 22 P 75 5 40 i € 25 ¢ Rl Smacc 1) 5 Z0RE i« 78
RS4; 11400 R F , 100nMA AL A 42015017 5 40 e €6 2K ¢ Al Sma.c 75 3043 2 A P s [ R 3L o 1
B R AL A Y1501 41 L €4 2 c AT Smac A 2R A4 (1 B8 THUE AE X L 41 g, 22 & AL,
A0 T 5 b 1 B AE AL A

[0829] Ay 7 WX TAL S W 150 A0 0 73 ¥EA% , Wik 356 1 T A & 150 1) A P 2R Ak
FA (M E-150) AEFPLE A IUSE 5 SALE W 150HI L, 2 A& - 150 LA B iS5 F 45 &
#Bcl-2FBcl-xLEE A , ML LOOMME /R H 456 BMc 1 -1, RIIZAEM R IR AR LG
Y1505 X L 8 1 s 19 AH ELAE FH

[0830] i HIAEMZR 150, BATHEE R AR -EWE T i35 (pull-down experiment)
S INE , T AEML -2 HTHL A6 40 MO 5 A 7 0 v FHER BT A DAL 5 90 150 FIABT—7 37 1) 24 fifa 422
PR TIEREF R M AR MR T HsLih , AW E - 1507 B R 4:” (pull down) 4y
Bcl1-2M1Bc1—xLE [ M HEMc 1 -1 BhAb, 75 52 G M s2 36 , 4k & 150 FIABT-737 7 & ¥ LA FI &
77 SRR BT T 40 HEBe1-2/Be | —xLE AR -1 500 FH FLAE A 1K BT iy seIe e it b &
Y150 FIABT=737 LA FHACLIK i s A F3 45 & 2 4N idBe 1 -2 FBe 1 —x LA [ I IEHE -

[0831] Yk 7 A& A S AN AL A A Be 12 Be 1 —xL FiMc 1 -1 [ 45 45 F 77 A 2 B AT
() £ A A - 5 MR T R R4
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[0832]
& A4S AT FP &M &b 23 Bel-2. BelxLy #o Mel-1 £ &8585 Edh, UALEZH
5 o e AT 89 e IR K A dp ) .
b o) i K
. _ 1Cse % SD, DM
A Bel-2 Bel-xL. Mell  |HCso® 8D, nM)
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