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Disclosed is hydroxamic acid compounds of Formula (I) set forth herein. Also disclosed are a
pharmaceutical composition containing such a compound and a method of using the compound for treating
a condition associated with histone deacetylase 6.
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HED A H % HEs - NaBH(OAc)s ~ AcOH » 504 5 (c) 3-(FH & kA R H iR
8CEDC-HCI » DMAP ~ DCM » %38 5 (d) 4-CREEHZEHE ZF - K.COs »
B - B0 (e) =2-(4-HE AR H E) @ /E#% ~ -BuOK ~ DCM » 0C £
0 5 (0) 4-(B FE RS R B i g ~ PA(OAc), ~ DPEphos ~ K3PO, ~ FA
100°C ; (g) Pd/C ~ H, ~ MeOH > =& ; (h)1 N NaOH - MeOH » =8 5 (i)
NH,OH - NaOH ~ MeOH > =4 ; (j)(1) NH,-OTHP ~ EDC-HCI ~ DMAP -
DCM > %38 5 (2) 1 N HCI ~ MeOH » =3 -

AR EEGI IR EY 2 A RS 2 b &Y 2 o &R
AR LU EBI1-35¢0

HPHE SR &Y 2 A2 P IR 7 DL B F136-43 4 « 136
FHHDACL ~3~4~5-6-~7 -8 IRSirt DA FIREEEY) - BEEER
WE » A AE T/ GEABHDAC » H——ff (R BHDACT- 1) A (K #¢
1y o Hrpfl CRR R Sirt - TR IKIENAD+HY -

-0t
(E)-3-(4- R AR 2R A N i B8 TR s
Oy_H
2
07 "OMe
fEa®l

{EZ o MR (=R OB BE(13.09 g » 38.37 mmol) iRl 22 3 oK
CHEE(S g 36.54 mmol) A VUG LI (THF) 1 228 | o fE =/ N EFEA

% 14 HEEYERITE)

C205814A. docx
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AN © BFTER A KR =R B EAHIE - Kh AL 2RO
VSEE ST A4 B TR AR LA F [E B2 (6.17 ¢ » 89%) « 'H NMR (300 MHz,
DMSO-ds): 6 3.74 (s, 3H, OCHj;), 6.81 (d, 1H, J=16.2 Hz, CH=CH), 7.73

(d, 1H, J = 16.2 Hz, CH=CH), 7.90-7.97 (m, 4H, ArH), 10.02 (brs, 1H,

CHO) »
(E)-4-(3-FH A A-3-IE RN -1-M-1-5) R H g
0. __.OH
i
07 "OMe
fE&EY)2

ioF e hiE I (4.64 g > 2.88 mmol) 7K (80 mL) Z &N (E)-3-(4-
HEE ER ) NG BE HBE(6 g 0 31.55 mmol) JY N HEA(160 mL)H Z &R 41 -
R AR 2 A 20°C HEER &M RN nt &% #7(0.26 g » 2.31 mmol) - 30
TR REERIRLAEEE S o A/AKERHE RS USRI EY(6.1 g0 93%) »
'"H NMR (300 MHz, DMSO-d,): 8 3.73 (s, 3H, OCH3), 6.75 (d, 1H, J = 16.2
Hz, CH=CH), 7.71 (d, 1H, J = 15.9 Hz, CH=CH), 7.83 (d, 2H, J = 8.4 Hz,
ArH), 7.93-7.96 (m, 2H, ArH), 13.10 (brs, 1H, COOH) -

A- (M IRR-3 - K6 Har L) BE R ) 2K FH R = g
0
HJ©)LOMe
Oy
N/
1E&Y)3
EH e HRRIBEREFAZ JTEAE3-REFRER0.63 g 0 4.25 mmol)

%5 15 HSEYERITE)

C205814A. docx
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J15(1.2 g » 89%)  '"H NMR (300 MHz, DMSO-dy): § 3.82 (s, 3H, OCH3),
4.48 (d, 2H, J = 6.0 Hz, CH,), 6.94 (d, 1H, J = 2.7 Hz, ArH), 6.98-7.03 (m,
1H, NH), 7.27-7.38 (m, 2H, ArH), 7.53-7.57 (m, 3H, ArH), 7.74-7.78 (m,
1H, ArH), 7.90-7.95 (m, 2H, ArH), 8.55 (d, 1H, J = 2.7 Hz, ArH) -

N-FERL-4- (RN -3 - Bk fii Bk ) B L) 2 B R e

_OH
PR
o0y
N/
{E&Y4
M EEVHIRBRERFCE W HfE 2 KHEEER(0.6 g > 2.05 mmol)

JE15(0.56 g » 93%) - '"HNMR (300 MHz, DMSO-d,): 6 4.43 (d, 2H,J = 5.7

I

Hz, CH,), 6.93-6.98 (m, 2H, ArH), 7.27-7.38 (m, 2H, ArH), 7.67 (d, 2H, J
= 8.1 Hz, ArH), 7.54-7.58 (m, 1H, ArH), 7.69-7.78 (m, 3H, ArH), 8.54 (d,
1H, J = 2.7 Hz, ArH) - C,;HsN;0, [M + H]* > HRMS-ESI | & 18
294.1209 - EEH{E293.1164 -

B2

(=x7/h
B LY HRIRIBEREFAZ T EAE3-IEFEHR(0.63 g > 4.25 mmol)
J#15(1.2 g » 89%) - '"H NMR (300 MHz, DMSO-dy): & 3.70 (s, 3H, OCH;),
4.42 (d, 2H, J = 6.0 Hz, CH,), 6.59 (d, 1H, J = 15.9 Hz, CH=CH), 6.93-6.97

%5 16 H(EYRITE)

C205814A. docx
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(m, 2H, ArH, NH), 7.27-7.38 (m, 2H, ArH), 7.45 (d, 2H, J = 8.1 Hz, ArH),
7.54-7.58 (m, 1H, ArH), 7.60-7.70 (m, 3H, ArH), 7.74-7.78 (m, 1H, ArH),
8.54 (d, 1H, J = 2.1 Hz, ArH) -

Bl

(E)-N-FEHL-3-(4- (MR- 3- Rk i Bl ) B RR ) 4 5% ) PN I i B
0

T N,OH
H
N/
{E&YI6

B L EY BB EFCH Wt B 2 NIGEERS(0.7 g » 2.2 mmol)J&
5(0.61 g>87%) > '"HNMR (300 MHz, DMSO-dy): § 4.40 (d, 2H, J=5.7 Hz,
CH,), 6.42 (d, 1H, J = 15.9 Hz, CH=CH), 6.91-6.97 (m, 2H, ArH, NH),
7.27-7.46 (m, SH, ArH), 7.51-7.58 (m, 3H, ArH), 7.76 (d, 1H, J = 7.8 Hz,
ArH), 8.54 (d, 1H, J =2.7 Hz, ArH), 9.01 (s, 1H, NH), 10.73 (s, 1H, OH) -
CioH7N30, [M + H]* > HRMS-ESIZ}#£i{#320.1365 » EE;{H319.1321 -
BEHI3
4- (I Ik - 3 - B B g ) AR HH % B

m
o)
N7

iis=x7
EEEEYAIRBEE B2 J77AB H3-f# L2 (0.3 g » 2.04 mmol) &
4- — FH P ELIHEIE (50 me > 0.41 mmol)f#75(0.5 ¢ > 80%) » 'H NMR (300 MHz,

OMe

DMSO-ds): 6 3.90 (s, 3H, OCHj;), 7.56-7.62 (m, 1H, ArH), 7.64-7.71 (m,
lH, ArH), 7.95-8.00 (m, 2H, ArH), 8.10-8.18 (m, 4H, ArH), 8.85 (d, 1H, J

%5 17 H(EEYERITE)

C205814A. docx
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= 2.1 Hz, ArH), 9.14 (d, 1H, J = 2.4 Hz, ArH), 10.89 (s, 1H, NH) -

NN (k- 3- KL S R

=
7 O
N

({s=?/
R GV AIRIERE P CH WL B 2 R H RS (0.6 g » 1.96 mmol)
#15.(0.55 g > 91%)  'H NMR (300 MHz, DMSO-ds): § 7.56-7.70 (m, 2H,

.OH
N

ZT
T

ArH), 7.91-8.00 (m, 4H, ArH), 8.96 (d, 2H, J = 8.4 Hz, ArH), 8.85 (d, 1H,
J=2.1Hz, ArH),9.14 (d, 1H, J = 2.4 Hz, ArH), 9.18 (s, |H, NH), 10.79 (s,
1H, NH). 11.41 (s, 1H, OH) »
HHl4
(E)-3-(4-(mE0k-3- R B B ) 4 ) PN R I HH s

0O

C@/
0
N/

fe=%19
RV ARIERE B 2 J77AB 5 3- i A EEik (0.6 g » 4.08 mmol)

4- Z BB REOEIE (100 mg > 0.82 mmol)JE75(0.81 g » 59%) < 'H NMR (300

N
OMe

MHz, DMSO-dy): 8 3.75 (s, 3H, OCH;), 6.81 (d, 1H, J = 16.2 Hz, CH=CH),
7.56-7.62 (m, 1H, ArH), 7.64-7.70 (m, 1H, ArH), 7.75 (d, 1H, J = 15.9 Hz,
CH=CH), 7.91-8.00 (m, 4H, ArH), 8.07 (d, 2H, J = 8.4 Hz, ArH), 8.85 (d,
1H, J = 2.4 Hz, ArH), 9.14 (d, 1H, J = 2.4 Hz, ArH), 10.75 (s, 1H, NH) ¢

(E)-4-(3-(F R F)-3- (I S AL N - L-J ) - N - (R I - 3- 56 A HH g M7

%5 18 H(EHERITE)
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T -OH

I
I=

oy
N/ O
fE&¥Y)10

ALY HRRERE R CH W Btg 2 WiE B (0.6 g > 1.81 mmol)
JE15:(0.56 g > 93%) » '"H NMR (300 MHz, DMSO-d,): 8 6.60 (d, 1H, J = 15.9
Hz, CH=CH), 7.51-7.70 (m, 3H, ArH), 7.75 (d, 2H, J = 8.1 Hz, ArH),
7.94-7.99 (m, 2H, ArH), 8.07 (d, 2H, J = 8.4 Hz, ArH), 8.85 (d, 1H, J=2.4
Hz, ArH), 9.11-9.15 (m, 3H, ArH), 10.73 (s, 1H, NH), 10.85 (s, 1H, OH) *

C1oH;sN50; [M + H]" 2 HRMS-ESIZ | E{5334.1175 » EE{E333.1113 -

EH5
A- ((MEEIPR-5-FL R AL FHED) 2R HH i HH g
O OMe
NH
)
N/
{E&11

EEEEMERREBEFAZ JTEAAGS-FE A EM(0.63 g > 4.25 mmol)
J15(1.15 ¢ > 93%) - '"H NMR (300 MHz, DMSO-dj): & 3.81 (s, 3H, OCHS),
4.58 (d, 2H, J = 6.0 Hz, CH,), 6.34 (d, 1H, J = 7.8 Hz, ArH), 7.19 (d, 1H,
J = 8.4 Hz, ArH), 7.28 (t, 1H, J = 6.0 Hz, NH), 7.34-7.40 (m, 1H, ArH),
7.43 (dd, 1H, J = 1.2, 8.4 Hz, ArH), 7.53 (d, 2H, J = 8.1 Hz, ArH), 7.91 (d,

2H, J = 8.4 Hz, ArH), 8.69 (d, 1H, J =8.1 Hz, ArH), 8.80 (dd, 1H, J = 1.5,

%5 19 H(EYERITE)
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4.2 Hz, ArH) o
N-FRFL-4- ((MEEIRR -5 - FLH F6) BE BG4 B g R

(I)H
O._-NH

s
N

fE&¥y)12
LSV RIREBEEFCH W B f 2 A IERR(1.12 g » 3.83 mmol)
JE15(1.02 g > 91%) - 'H NMR (300 MHz, DMSO-d,): § 4.54 (d,2H, J = 5.7
Hz, CH»), 6.37 (d, 1H, J =7.5 Hz, AtH), 7.18 (d, 1H, J = 8.4 Hz, ArH), 7.24
(t, 1H, J = 6.0 Hz, NH), 7.34-7.48 (m, 4H, ArH), 7.69 (d, 2H, J = 8.4 Hz,
ArH), 8.69 (d, 1H, J = 8.4 Hz, ArH), 8.80 (dd, 1H, J = 1.5, 4.2 Hz, ArH),

9.00 (s, IH, NH), 11.14 (s, 1H, OH) -

=0
(E)-3-(4-((MEbk-5-FCoHz BL) B BO) 2R 2 N M6 I BH g
O OMe
~
NH
)
N/
{E&#)13

REEEVIAIRIBEREFAZINEAES- IR IR (0.55 ¢ > 3.7 mmol )&
15(0.95 g > 81%) » '"H NMR (300 MHz, DMSO-d;): § 3.70 (s, 3H, OCH}),

5 20 H(EYERITE)

C205814A. docx
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4.52 (d, 2H, J = 6.0 Hz, CH,), 6.38 (d, 1H, J = 7.2 Hz, ArH), 6.57 (d, 1H,
J =16.2 Hz, CH=CH), 7.18 (d, 1H, J = 8.4 Hz, ArH), 7.23 (t, 1H, J = 6.0
Hz, NH), 7.34-7.45 (m, 4H, ArH), 7.59-7.67 (m, 3H, ArH), 8.69 (d, 1H, J
= 8.4 Hz, ArH), 8.80 (d, 1H, J = 1.5, 4.2 Hz, ArH) °
(E)-N-FE5E-3-(4-((EEIR-5- B fg B ) B R S ) N W B R

oM

=

-
N

&4

B L EVRRBEE P CH W Bty 2 N %85 (0.86 g » 2.7 mmol)
JE5(0.83 g > 96%) » '"HNMR (300 MHz, DMSO-d,): § 4.51 (d, 2H, J = 6.0
Hz, CH,), 6.36-6.43 (m, 2H, ArH), 7.15-7.24 (m, 2H, ArH), 7.37-7.45 (m,
5H, ArH), 7.50 (d, 2H, J = 8.1 Hz, ArH), 8.69 (d, 1H, J = 8.4 Hz, ArH),
8.78-8.81 (m, 1H, ArH), 9.01 (s, 1H, NH), 10.72 (s, 1H, OH) - C,sH;7N;0,
[M + H]*" > HRMS-ESIZ{ £ {8320.1375 » EEi{E319.1321 -
BH17
4- (I Ik - 5 - B B g ) AR B % B

.

%5 21 H(EYERITE)

C205814A. docx
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O OMe

m
-
N

&S

AL EMARIRIERE FB 2 JIAAEHS-HE A ERR (4 g » 27.8 mmol)JE {5
(0.75g > 9%) - "H NMR (300 MHz, DMSO-d,):  3.91 (s, 3H, OCHj;), 7.56
(dd, 1H, J = 1.2, 8.4 Hz, ArH), 7.70-7.73 (m, 1H, ArH), 7.77-7.83 (m, 1H,
ArH), 7.97 (d, 1H, J = 8.1 Hz, ArH), 8.13 (d, 2H, J = 8.4 Hz, ArH), 8.21 (d,
2H, J = 8.4 Hz, ArH), 8.41 (d, 2H, J = 8.7 Hz, ArH), 8.92-8.95 (m, 1H,
ArH), 10.73 (s, 1H, NH)
N -5 -N - (B I5R - 5- ) 48 B i

QH
O.._-NH

/
N

fE&YI16
AL EYHRREREFCH Wt 2 K H K E (0.6 g > 1.96 mmol)
JE15(0.56 g > 93%) - '"H NMR (300 MHz, DMSO-d,): 8 7.55 (dd, 1H, J = 4.2
Hz, ArH),7.70-7.73 (m, 1H, ArH), 7.77-7.83 (m, 1H, ArH), 7.90-7.98 (m,
3H, ArH), 8.14 (d, 2H, J = 8.4 Hz, ArH), 8.41 (d, 1H, J = 8.1 Hz, ArH), 8.93
(dd, 1H, J = 1.5, 4.2 Hz, NH), 9.17 (s, 1H, NH), 10.64 (s, 1H, NH), 11.41

(s, IH, OH) » C17H3N30; [M + H]" 2 HRMS-ESI;{ & {H308.1004 - EEi{H
22 HEUIERIE)

C205814A. docx
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307.0957 -
EH8
(E)-3-(4-(BE0pk-5 - KL B i 2L R ES N MR i B s
O OMe
N
O NH
0
N/
{E&17

AL EMRIRIEREFB 2 J17ABHS-HE %W (0.6 g > 4.1 mmol)JE {5
(1.02 g > 68%) » '"H NMR (300 MHz, DMSO-ds): § 3.75 (s, 3H, OCH3), 6.81
(d, 1H, J = 16.2 Hz, CH=CH), 7.55 (dd, 1H, J = 1.2, 8.4 Hz, ArH),
7.70-7.83 (m, 3H, ArH), 7.90-7.98 (m, 3H, ArH), 8.12 (d, 2H, J = 8.4 Hz,
ArH), 8.40 (d, 1H, J = 8.4 Hz, ArH), 8.93 (d, 1H, J = 1.5, 3.9 Hz, ArH),
10.60 (s, 1H, NH) »

(E)-4-(3-(F%Rz Bo)-3- I A A N - 1-J B ) - N- (12 bk - 5 - 56 ) 48 B g ey

CI)H
O._NH

fe=918
R VAR IR Fr C B W B 2 P94 FR (0.6 g > 1.81 mmol)

%5 23 H(EYRITE)

C205814A. docx
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J#758(0.54 g > 90%) - "H NMR (300 MHz, DMSO-d,): 8 6.61 (d, 1H, J=15.9
Hz, CH=CH), 7.52-7.58 (m, 2H, ArH), 7.69-7.83 (m, 4H, ArH), 7.96 (d,
1H, J=8.1 Hz, ArH), 8.11 (d, 1H, J = 8.4 Hz, ArH), 8.39 (d, 1H, J = 8.1 Hz,
ArH), 8.93 (dd, 1H, J = 1.5, 4.2 Hz, ArH), 9.12 (s, 1H, NH), 10.58 (s, 1H,
NH), 10.85 (s, 1H, OH) » CioHsN;O; [M + H]*> HRMS-ESIZ| & {&
334.1175 » EE{E333.1113 ¢

BH9

4- (IR - 6- R fia Bk ) FH Rk ) 25 BF iR B S
o

Meojﬁ/“ .
T
fE=¥)19
B EEVRIRIBERE P AZ JT7AEAE 6-H R (0.63 g > 4.25 mmol)
JEE(1.05g  85%) » '"HNMR (300 MHz, DMSO-d,): §3.82 (s, 3H, OCH}3),
4.47 d, 2H, J =6.0 Hz, CH;,), 6.62 (d, 1H, J =2.4 Hz, ArH), 6.86-6.91 (m,
IH, NH), 7.22-7.30 (m, 2H, ArH), 7.54 (d, 2H, J = 9.0 Hz, ArH) , 7.72 (d,
lH, J =9.0 Hz, ArH), 7.86-7.94 (m, 1H, ArH), 8.46 (dd, 1H, J =1.5,4.2
Hz, ArH) -

N-FERL-4- (RN -6 - Bk fii Bk ) B L) 2 B R e
0

HO\HJKQ\/H )
0

E&%)20
EBUEEY BB E FCH W B 2 A H (0.6 g - 2.05 mmol)

5 24 HEYTRITE)

C205814A. docx
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JE15(0.56 g > 93%) - 'H NMR (300 MHz, DMSO-d,): § 4.56 (d,2H, J = 5.7
Hz, CH,), 6.62 (d, 1H, J = 2.4 Hz, ArH), 6.88 (t, 1H, J = 5.7 Hz, NH),
7.22-7.30 (m, 2H, ArH), 7.51 (d, 2H, J = 8.1 Hz, ArH), 7.71 (d, 1H, J = 9.0
Hz, ArH), 7.88-7.92 (m, 3H, ArH), 8.46 (dd, 1H, J = 1.5, 4.2 Hz, ArH) -
Ci7HisN;0, [M - H]* 2> HRMS-ESI&+£{£292.1069 - B 5 {H293.1164 -
EHI10

(E)-3-(4-((ﬂ§“ff$-6-%5§%)EE%)K%)W‘%E%EEE‘a:

e
MeO H
N

fE&Y21
B LY HRIRIBEREFAZ T EAE6-IZ B (0.63 g » 4.25 mmol)
JE15(1.11 g » 82%)  'H NMR (300 MHz, DMSO-d): § 3.70 (s, 3H, OCH3),
4.41 (d, 2H, J = 6.0 Hz, CH,), 6.59 (d, 1H, J = 16.2 Hz, CH=CH), 6.64 (d,
1H, J = 2.4 Hz, ArH), 6.83 (t, 1H, J = 6.0 Hz, NH), 7.22-7.29 (m, 2H, ArH),
7.44 (d, 2H, J = 8.1 Hz, ArH), 7.60-7.73 (m, 4H, ArH), 7.89 (dd, 1H, J =
0.9, 8.4 Hz, ArH), 8.46 (dd, 1H, J = 1.5, 4.2 Hz, AtH) -

(E)-N-FEHL-3-(4- (k- 6- Kk fiie B ) B RR ) 4 5% ) PN I i B
0

Ho., A ]
H N

fE&w22
RSV AIRIERE F CH WL B 2 WA & BS (0.6 ¢ » 1.88 mmol)
J#15.(0.55 g » 92%) - 'H NMR (300 MHz, DMSO-dy): 8 4.40 (d, 2H, J = 5.7

%5 25 H(EYRITE)

C205814A. docx
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Hz, CH,), 6.48 (d, 1H, J = 15.9 Hz, CH=CH), 6.64 (d, 1H, J = 2.4 Hz, ArH),
6.82 (t, 1H, J = 5.7 Hz, NH), 7.22-7.28 (m, 2H, ArH), 7.43 (d, 2H, J = 8.1
Hz, ArH), 7.54 (d, 1H, J = 16.2 Hz, CH=CH), 7.60-7.72 (m, 3H, ArH), 7.89
(d, 1H, J = 8.1 Hz, ArH), 8.45 (d, 1H, J = 2.7 Hz, ArH) » CoH;7N30, [M +

H]*2> HRMS-ESIZ[E{EH320.1409 » EE§{E319.1321 -

EH11
4- (1B Ik - 6- KL J B i R ) 24 B i BF s
0
Meo)kQWH
N ™
{EE&1)23

AL EMARIRIEREFB 2 T AAH6-HE AAERR (2 g » 13.6 mmol)JE {5
(1.2 g > 29%) - "H NMR (300 MHz, DMSO-d,): & 3.89 (s, 3H, OCH;), 7.50
(dd, 1H, J = 4.2 Hz, ArH), 8.02-8.04 (m, 2H, ArH), 8.09-8.13 (m, 4H,
ArH), 8.34 (dd, 1H, J = 1.8, 8.1 Hz, ArH), 8.53-8.55 (m, 1H, ArH), 8.81
(dd, 1H, J = 1.8, 4.2 Hz, ArH), 10.78 (s, 1H, NH) *

N'FRECNY - (k- 6- 5L ) ¥ 48— HR
O

HO.
ON
H H
LQW“C@
o
N

E&P24
R GV AIRIERE P CH WL B 2 R H RS (0.6 g » 1.96 mmol)
#15.(0.12 g > 20%) » 'H NMR (300 MHz, DMSO-d;): 8 7.49 (dd, 1H, J = 4.2

Hz, ArH), 7.91 (d, 2H, J = 8.1 Hz, ArH), 7.98-8.09 (m, 4H, ArH), 8.33 (d,

5 26 H(EYRITE)
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1H, J =8.1 Hz, ArH), 8.55 (s, 1H, ArH), 8.81 (d, 1H, J =3.0 Hz, ArH), 9.19
(s, I|H, NH), 10.67 (s, l|H, NH), 11.42 (s, 1H, OH) » C,,H,3N;05 [M + H]*
~HRMS-ESIE & {#H308.1005 » EEH{H307.0957 -

BHHI12
(E)-3-(4- (b -6- Bk fii B R AL ) 4550 ) P9 i 8 HH s
O

H
N ~
I
L&

RS VIAIRIERE B 2 J7AB H6-H4 AN (0.6 ¢ » 4.08 mmol)J&
15(0.7 g>52%) - '"H NMR (300 MHz, DMSO-d;): 8 3.75 (s, 3H, OCH;), 6.80

MeO =

(d, 1H, J = 16.2 Hz, CH=CH), 7.50 (dd, 1H, J = 4.2 Hz, ArH), 7.74 (d, 1H,
J = 15.9 Hz, CH=CH), 7.91 (d, 2H, J = 8.7 Hz, ArH), 7.98-8.07 (m, 4H,
ArH), 8.32 (dd, 1H, J = 1.2, 8.4 Hz, ArH), 8.54 (d, 1H, J = 1.8 Hz, ArH),
8.80 (dd, 1H, J = 1.5, 4.2 Hz, ArH), 10.62 (s, 1H, NH) -
(E)-4-(3-(@Hﬁ%)ﬁ-%%%gﬁ-1-‘%%)-N-(ﬂ§“ff$-6-%ﬁﬁEﬁ@ﬁﬁ%

HO. Pz

N 3 -
{E&Y)26
LS HREREFCH W Bt 2 WiELEE (0.5 g > 1.51 mmol)
J75.(0.46 g » 91%) » "H NMR (300 MHz, DMSO-ds): § 6.60 (d, 1H, J = 15.9
Hz, CH=CH), 7.47-7.56 (m, 2H, ArH), 7.74 (d, 2H, J = 8.4 Hz, ArH),
7.98-8.07 (m, 4H, ArH), 8.32 (dd, 1H, J = 1.2, 8.4 Hz, ArH), 8.53 (d, 1H,

%5 27 H(EYERITE)

C205814A. docx
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J=1.8Hz, ArH), 8.80 (dd, 1H, J = 1.5, 4.2 Hz, ArH), 10.61 (s, 1H, NH) -
C1oH;5sN50; [M + H]" 2 HRMS-ESIZ | E{5334.1162 » EE{E333.1113 -

BH13
4-((PEEIAR- 8- Rk fia k) FH Rk ) 5 BH iR B S

\)

NH

07 OMe
{E&¥27
EEEEMERREBEFAZ JTEAAE 8- A EM(0.63 g > 4.25 mmol)

J15(1.12 g > 90%) - '"H NMR (300 MHz, DMSO-d,): 5 3.81 (s, 3H, OCH}),
4.62 (d, 2H, J = 6.3 Hz, CH>), 6.46-6.50 (m, 1H, ArH), 7.04 (dd, 1H, J =
0.9, 8.1 Hz, ArH), 7.21-7.32 (m, 2H, ArH, NH), 7.47-7.53 (m, 3H, ArH),
7.89 (d, 2H, J = 8.4 Hz, ArH), 8.17-8.21 (m, 1H, ArH), 8.76 (dd, 1H, J =
1.8, 4.2 Hz, ArH) »

N-FERL-4- (R b -8 - Bk i Bk ) B L ) 2 B R e

=

.

o

N
NH

@) NH

OH

fb=928
R LBV RIERE P C B AL B 2 A RS (1.12 g > 3.83 mmol)

5 28 H(EYRITE)
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JE15(1.03 g > 92%) - 'H NMR (300 MHz, DMSO-dy): $4.57 (d, 2H, J = 6.3
Hz, CH,), 6.51 (dd, 1H, J = 1.2, 7.8 Hz, ArH), 7.04 (dd, 1H, J = 1.2, 8.4 Hz,
NH), 7.21-7.28 (m, 2H, ArH), 7.45 (d, 2H, J = 8.1 Hz, ArH), 7.50 (dd, 1H,
J=4.2,8.4Hz, ArH), 7.68 (d, 2H, J = 8.1 Hz, ArH), 8.20 (dd, 1H, J = 1.8,
8.4 Hz, ArH), 8.76 (dd, 1H, J = 1.8, 4.2 Hz, ArH), 8.96 (brs, 1H, NH),
11.11 (brs, 1H, OH) » C17H;sN;0, [M + H]* > HRMS-ESTZ & {5294.1217 >

FEH(EH293.1164 -

HH14
(E)-3-(4-((Hbk-8 - kg L) B Bk 2R 5L ) Y 1 % BH i
~
N/
NH
T
G~ OMe
fE=%)29

B EMARIRIBEREFAZ T AAES-RE A% (0.7 g » 4.76 mmol) &
5(1.36 g » 90%) » '"H NMR (300 MHz, DMSO-dy): & 3.70 (s, 3H, OCH),
4.53 (d, 2H, J = 5.7 Hz, CH.), 6.38 (d, 1H, J = 7.8 Hz, ArH), 6.58 (d, 1H,
J = 16.2 Hz, CH=CH), 7.17-7.25 (m, 2H, NH, ArH), 7.35-7.43 (m, 4H,
ArH), 7.44-7.67 (m, 3H, ArH), 8.70 (d, 1H, J = 8.7 Hz, ArH), 8.79-8.81 (m,
1H, ArH) -

(E)-N-FEH-3-(4- (k- 8- Fh i Fh) B RL ) 45 5L N I

Sy

it fot

)

%5 29 H(EYRITE)

C205814A. docx
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NH

N

O I‘|\IH
OH

{E&YI30

B LB HRRBEFCH WL M 2 N % EAFS(1.36 g » 4.47 mmol)
JEE(1.26 g > 88%) > '"H NMR (300 MHz, DMSO-d;): §4.55 (d,2H, J = 6.6
Hz, CH,), 6.40 (d, 1H, J = 15.6 Hz, CH=CH), 6.53 (dd, 1H, J = 0.9, 7.5 Hz,
ArH), 7.02-7.06 (m, 1H, ArH), 7.19-7.29 (m, 2H, ArH), 7.38-7.53 (m, 6H,
ArH), 8.20 (dd, 1H, J = 1.8, 8.4 Hz, ArH), 8.76 (dd, 1H, J = 1.5, 4.2 Hz,
ArH), 8.99 (brs, 1H, NH), 10.72 (brs, 1H, OH) > C19H7N;0, [M + H]*~
HRMS-ESIE|E{8320.1382 » HEH{E319.1321 -
BEHI15
4- (1 Ik - 8 - B FH i ) AR HH % B

.

07 "'OMe
{E&¥Y31
EHE LY BRIRBEETFAZ T EAES-HFAEM(2 g > 13.6 mmol &5
(3.6 g * 86%) - '"H NMR (300 MHz, DMSO-ds): 8 3.90 (s, 3H, OCH,;),
7.61-7.69 (m, 2H, ArH), 7.73-7.77 (m, 1H, ArH), 8.14 (s, 4H, ArH), 8.44

5 30 H(EHTRITE)

C205814A. docx
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(dd, 1H, J = 1.5, 8.4 Hz, ArH), 8.70 (dd, 1H, J = 1.5, 7.5 Hz, ArH), 8.96
(dd, 1H, J = 1.8, 4.2 Hz, ArH), 10.70 (s, 1H, NH) -

NTFRECN? - (k- 8- KL ) ¥ 4 L HR R

o I\IJH
OH

{E&Y)32
AL EYHRREREFCH Wt 2 K H K E (0.6 g > 1.96 mmol)
JE15:(0.53 g » 88%)  '"H NMR (300 MHz, DMSO-d,): 6 7.61-7.77 (m, 3H,
ArH), 7.95-8.16 (m, 4H, ArH), 8.45 (d, 1H, J = 8.4 Hz, ArH), 8.69-8.75 (m,
1H, ArH), 8.97 (d, 1H, J = 3.6 Hz, ArH), 10.68 (s, 1H, NH) » C,7H,3N;0;

[M + H]" 2 HRMS-ESIZ{ & {#308.1016 » EEH{H307.0957 -

=G
(E)-3-(4-(1E0bk-8 - Rl H BF g 56 ) A9 56 ) PN Mt % HH s
RS
N/
O NH
.
0~ OMe
{E&YI33

RV ARRIERE B 2 Ji7AB 8 8- A EEIk (0.7 g » 4.76 mmol)J&

?:f? (075 v 47 90) ° 1H NMR (500 MHZ, CDC13) 0 3.84 (S, 3H, OCHj), 6.55
g
%31 HEIERHE)

C205814A. docx
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(d, 1H,J=16.0 Hz, CH=CH), 6.50 (dd, 1H, J=4.0, 8.5 Hz,), 7.56-7.63 (m,
2H, ArH),7.70 (d, 2H, J =8.0 Hz, ArH), 7.76 (d, 1H, J=16.0 Hz, CH=CH),
8.11 (d, 2H, J = 8.0 Hz, CH=CH), 8.20 (dd, 1H, J =1.0, 8.0 Hz, ArH), 8.86
(dd, I1H, J = 1.5, 4 Hz, ArH), 8.93 (d, 1H, J =7.5 Hz, ArH), 10.78 (s, 1H,

NH) o

.

(E)-4-(3- FLREHE)-3- 1 5016 7 - 1- ) - N- (PR T - 8- 1) 24 B Rt
>

o~

N
O.__NH

N

0 II\IH
OH

{E&Y34

LS HRIRERE P CH WL B 2 N % IEES(0.6 g » 1.8 mmol)f&
5(0.53 g » 89%) - '"H NMR (300 MHz, DMSO-d;): 8 6.60 (d, 1H, J = 15.9
Hz, CH=CH), 7.55 (d, 1H, J = 16.2 Hz, CH=CH), 7.63-7.81 (m, 5H, ArH),
8.06 (d, 2H, J = 8.4 Hz, ArH), 8.45-8.48 (m, 1H, ArH), 8.71-8.74 (m, 1H,
ArH), 8.97-8.99 (m, 1H, ArH), 9.12 (brs, 1H, NH), 10.68 (s, 1H, NH),
10.87 (brs, 1H, OH) » C1oH,sN;05 [M + H]*.> HRMS-ESIZ[- & {#334.1180 >
FHE{E333.1113 -
gHI17
3- (k- 8- L it L) HH D) R HE G HH s

5 32 H(EYRITE)
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NH

O

OMe

{E&Y135
'H NMR (300 MHz, ds-DMSO): 5 3.80 (s, 3H, OCH;), 4.60 (d, 2H, J
= 6.3 Hz, CH,), 6.49-6.53 (m, 1H, ArH), 7.03 (dd, 1H, J = 1.2, 8.1 Hz,
ArH), 7.25 (t, 1H, J = 7.8 Hz, ArH), 7.28-7.34 (m, 1H, NH), 7.43-7.53 (m,
2H, ArH), 7.66-7.70 (m, 1H, ArH), 7.79-7.83 (m, 1H, ArH), 8.00-8.12 (m,
1H, ArH), 8.18-8.22 (m, 1H, ArH), 8.77 (dd, 1H, J = 1.8, 4.2 Hz, ArH) »

N-FERL-3- (R bR - 8 - Rk i Bk ) B L ) 2 B R e
~

p

N
NH

O

HN.
OH

{E&136
"H NMR (300 MHz, de-DMSO): 8 4.57 (d, 2H, J = 6.3 Hz, CH,), 6.54
(d, 1H, J = 7.2, 8.1 Hz, ArH), 7.04 (d, 1H, J = 7.5 Hz, ArH), 7.19-7.29 (m,
2H, ArH), 7.34-7.40 (m, 1H, NH), 7.47-7.60 (m, 3H, ArH), 7.82 (s, 1H,
ArH), 8.17-8.22 (m, 1H, ArH), 8.75-8.77 (m, 1H, ArH), 8.99 (s, lH, NH),
11.19 (s, 1H, OH) » C;7H5N;0, [M + H]*-> HRMS-ESIZ[ & {£294.1209 >
EFEH{E293.1164 o

BEH18

5 33 H(EYRITE)
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3- (1 k- 8 - Ak B R AL ) 7 FH I FH s

OMe
{E&¥137
'H NMR (300 MHz, d¢-DMSO): & 3.92 (s, 3H, OCH;), 7.62-7.69 (m,
2H, ArH), 7.74-7.79 (m, 2H, ArH), 8.18-8.22 (m, 1H, ArH), 8.28-8.31 (m,
1H, ArH), 8.43-8.47 (m, 1H, ArH), 8.54-8.56 (m, 1H, ArH), 8.69 (dd, 1H,

J=1.2,7.5Hz, ArH), 8.97 (dd, 1H, J =1.5, 4.2 Hz, ArH), 10.72 (s, 1H,

NH) ©
NTFREC N - (k- 8- 5L ) A L FE R b

D

N/
O NH

Q
HN“OH
IE&38

'"H NMR (300 MHz, d¢-DMSO): § 7.63-7.78 (m, 4H, ArH), 8.01 (d,
1H, J = 7.8 Hz, ArH), 8.17 (d, 1H, J = 7.8 Hz, ArH), 8.41 (s, 1H, ArH),
8.44-8.48 (m, 1H, ArH), 8.70-8.74 (m, 1H, ArH), 8.98 (dd, 1H, J =1.5,4.2
Hz, ArH), 9.20 (s, 1H, NH), 10.68 (s, 1H, NH), 11.46 (s, 1H, OH) -
C17H3N;305 [M + H]* > HRMS-ESI3}E£i{308.1008 » EE;{H307.0957 -
BEHI19
4- (k-2 - Bk e L) BE R A8 B i i

5 34 H(EYRITE)
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L
e
OMe

O
{E&YI39
'"H NMR (300 MHz, d¢-DMSO): & 3.82 (s, 3H, OCH;), 4.72 (d, 2H, J
= 6.0 Hz, CH,), 6.84 (d, 1H, J = 9.0 Hz, ArH), 7.10-7.17 (m, 1H, ArH),
7.40-7.48 (m, 2H, ArH, NH), 7.52 (d, 1H, J = 8.4 Hz, ArH), 7.59-7.64 (m,
2H, ArH), 7.85-7.93 (m, 3H, ArH) -

N-FREL-4- (B 0pk-2- FL i ) B R SR HH i g
L
N" N
H H
\©Y*0H

{E&Y40

"H NMR (300 MHz, d¢-DMSO): 6 4.67 (d, 2H, J = 5.7 Hz, CH,), 6.83
(d, 1H, J = 9.0 Hz, ArH), 7.10-7.17 (m, 1H, ArH), 7.42-7.46 (m, 4H, ArH,
NH), 7.54-7.62 (m, 2H, ArH), 7.69 (d, 2H, J = 8.1 Hz, ArH), 7.87 (d, 1H,
J=9.0Hz, ArH), 8.98 (s, 1H, NH), 11.14 (s, 1H, OH) - C;7H,5sN;0, [M +
H]* > HRMS-ESIZ[ & {§294.1208 » EFEH{E293.1164 -
BH20
4- (IR -7 - Bk e L) BE R A B i s

H N
MeO

O

/

fe=¥41

'H NMR (300 MHz, ds-DMSO): § 3.82 (s, 3H, OCH;), 4.50 (d, 2H, J

5 35 H(EYRITE)
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= 6.0 Hz, CH,), 6.68 (d, 1H, J = 2.4 Hz, ArH), 7.02-7.13 (m, 3H, ArH, NH),
7.54 (d, 2H, J = 8.4 Hz, ArH), 7.63 (d, 1H, J = 9.0 Hz, ArH), 7.93 (dt, 2H,
J = 1.8, 8.4 Hz, ArH), 7.98-8.02 (m, 1H, ArH), 8.55 (dd, 1H, J = 1.8, 4.2
Hz, ArH) -

N-FERL-4- (R IR -7 - Bk fii Bk ) B L) 2 B R e

N N
H
N H
HO

O

/

fE&m42
'"H NMR (300 MHz, d-DMSO): & 4.45 (d, 2H, J = 5.7 Hz, CH,), 6.70
(d, 1H, J = 2.1 Hz, ArH), 6.99-7.14 (m, 3H, ArH, NH), 7.47 (d, 2H, J = 8.1
Hz, ArH),7.62 (d, 1H, J = 8.7 Hz, ArH), 7.71 (d, 2H, J = 8.4 Hz, ArH), 8.00
(dd, 1H, J = 1.2, 8.0 Hz, ArH), 8.54-8.57 (m, 1H, ArH), 9.02 (s, 1H, NH),
11.15 (s, 1H, OH) » C;7H5N;0, [M + H]*-> HRMS-ESIZ[ & {£294.1222 >
EFEH{E293.1164 o
21
4- (PRI -4 - Rk B BL ) B RS ) S R 8 B s
O

OMe

NH
=

P

N
{E&1)43
'H NMR (300 MHz, ds-DMSO): § 3.81 (s, 3H, OCH;), 4.63 (d, 2H, J

= 6.0 Hz, CH,), 6.27 (d, 1H, J = 5.4 Hz, ArH), 7.43-7.53 (m, 3H, ArH),
& 36 HEUIERIE)

C205814A. docx
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7.59-7.65 (m, 1H, ArH), 7.77-7.81 (m, 1H, ArH), 7.89-7.93 (m, 2H, ArH),
7.97 (t, 1H, J = 6.0 Hz, NH), 8.27-8.31 (m, 2H, ArH) -
N-FRFL-4- (bR -4- LR FL) B RG ) 48 BH g R

QH
O.__NH

o8
»
N

{E&¥Y)44

'H NMR (300 MHz, d¢-DMSO): § 4.59 (d, 2H, J = 5.1 Hz, CH,), 6.29
(d, 1H, J = 5.4 Hz, ArH), 7.42-7.48 (m, 3H, ArH), 7.59-7.65 (m, 1H, ArH),
7.69 (d, 2H, J = 8.1 Hz, ArH), 7.78 (d, 1H, J = 8.4 Hz, ArH), 7.95 (s, 1H,
NH), 8.29 (d, 1H, J = 5.4 Hz, ArH) » C,7H,5N;0, [M + H]*.> HRMS-ESI
S E5294.1243 > FER{E294.1209 -
HH22
I Ik - 8 - 5 HH g7

S

—

N
NH,
{E&YI45
'"H NMR (300 MHz, CDCl3): § 2.55 (brs, 2H, NH,), 4.29 (s, 2H, CH.),
7.21-7.36 (m, 2H, ArH), 7.47-7.58 (m, 2H, ArH), 7.98 (d, 1H, J = 7.2 Hz,
ArH), 8.77 (d, 1H, J = 2.1 Hz, ArH)

A4~ ((EEDAR- 8- Ak BH R e BRI AL ) 45 B R B

5 37 H(EYRITE)
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=

e

N

NH

O
OMe

@]
{E&P46
"H NMR (300 MHz, de-DMSO): & 3.88 (s, 3H, OCHj3), 5.15 (d, 2H, J
=6.0 Hz, CH,), 7.54-7.61 (m, 2H, ArH), 7.63-7.67 (m, 1H, ArH), 7.87-7.91
(m, 1H, ArH), 8.03-8.10 (m, 4H, ArH), 8.39 (dd, 1H, J = 1.8, 8.4 Hz, ArH),
8.97 (dd, 1H, J = 1.8, 4.2 Hz, ArH), 9.23-9.28 (m, 1H, NH) °
N -FRE- N7 - (1 I - 8 - 5 B L) % — PR it
S

e

N
NH

OJ\@\FH
N.
OH

O
{E&Y47
'"H NMR (300 MHz, d¢-DMSO): & 5.15 (d, 2H, J = 6.0 Hz, CH,),
7.54-7.66 (m, 3H, ArH), 7.83-7.90 (m, 3H, ArH), 8.01 (d, 2H, J = 8.4 Hz,
ArH), 8.39 (dd, 1H, J = 1.8, 8.4 Hz, ArH), 8.97 (dd, 1H, J = 1.8, 4.2 Hz,
ArH), 9.13-9.20 (m, 2H, NH), 11.35 (s, 1H, OH) - C;sH;5N;05 [M + H]*
~ZHRMS-ESIEE{E322.1192 » EE{E322.1170 -
5123
4-(2- L AH-2- A A LR A H i

5 38 H(EHRITE)
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COOH

O\/
O

{E&Y)48
'"H NMR (300 MHz, CDCl;): & 1.26 (t, 3H, J = 7.2 Hz, CHj), 3.69 (s,
2H, CH,), 4.17 (q, 2H, J = 7.2 Hz, CH,), 7.40 (d, 2H, J = 8.4 Hz, ArH), 8.08
(d, 2H, J = 8.1 Hz, ArH) »

2-(4-(HEiph-8 - B B A ) R RL) Lk LB
~

L

N
C.__NH

O~
O

fe=949
'"H NMR (300 MHz, CDCls): 8 1.24-2.30 (m, 3H, CHj;), 3.71 (s, 2H,
CH;), 4.14-4.22 (m, 2H, CH;), 7.44-7.49 (m, 3H, ArH), 7.51-7.62 (m, 2H,
ArH), 8.02-8.07 (m, 2H, ArH), 8.15-8.20 (m, 1H, ArH), 8.84 (dd, 1H, J =
1.8, 4.2 Hz, ArH), 8.90-8.94 (m, 1H, ArH), 10.72 (s, 1H, NH) -

4-(2-(FEHE FR)-2- I SE s L% )-N- (R IR - 8- 56 ) 7 R g e
3

-

N
O.__NH

0

HN .
CH

5 39 H(EYRITE)

C205814A. docx



1659949

{E&750

"H NMR (300 MHz, d¢-DMSO): & 3.41 (s, 2H, CH,), 7.49 (d, 2H, J =
8.1 Hz, ArH), 7.62-7.75 (m, 3H, ArH), 7.97 (d, 2H, J = 8.4 Hz, ArH), 8.45
(dd, 1H, J = 1.5, 8.4 Hz, ArH), 8.72 (dd, 1H, J = 1.2, 7.5 Hz, ArH), 8.89 (d,
1H, J= 1.5 Hz, NH), 8.97 (dd, 1H, J = 1.5, 4.2 Hz, ArH), 10.62 (s, 1H, NH),
10.72 (s, 1H, NH) » C;sHsN;O; [M + H]*-> HRMS-ESIZ[ & {£322.1192 >
EFEH{E322.1163 o
BEH24
4-(2-(nEnbk-8- Kk ) £ B K B i HH

\
O —
N

0~ OMe
fe=¥I51
"H NMR (300 MHz, CDCl3): 8 3.16-3.22 (m, 2H, CH,), 3.58-3.64 (m,
2H, CH;), 3.91 (s, 3H, OCHj3;), 7.29 (d, 1H, J = 8.4 Hz, ArH), 7.38-7.44 (m,
3H, ArH), 7.66-7.72 (m, 1H, ArH), 7.94-8.00 (m, 2H, ArH), 8.15 (dd, 1H,
J=1.8, 8.4 Hz, ArH), 8.97 (dd, IH, J = 1.8, 4.2 Hz, ArH) »

N-FRFk-4-(2- (k- 8- k) L RL ) 4 FH i b

5 40 H(GEYERITE)
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(L
J

O I}}H
OH

fe=¥)52
"H NMR (300 MHz, dg-DMSO): § 3.03-3.09 (m, 2H, CH,), 3.47-3.53
(m, 2H, CH,), 7.30 (d, 1H, J = 8.4 Hz, ArH), 7.45-7.58 (m, 3H, ArH), 7.68
(d, 2H, J=8.1 Hz, ArH), 7.81(dd, 1H, J=1.5, 8.1 Hz, ArH), 8.31-8.35 (m,
lH, ArH), 8.95 (dd, 1H, J = 1.8, 4.2 Hz, ArH), 8.98 (s, 1H, NH), 11.15 (s,

1H, OH) » C;gH,N,O, [M + H]" 2 HRMS-ESIZ{ & {£293.1290 » E&:iH

293.1262 -
B HI25
4-((FIE k- 5- Bh i 5L ) B ) 28 FH i FR Bis
O.__0OMe
NH
=
N
{E&YI53

'H NMR (300 MHz, de-DMSO): & 3.81 (s, 3H, OCHj;), 4.59 (d, 2H, J
= 5.7 Hz, CH,), 6.48-6.51 (m, 1H, ArH), 7.21-7.34 (m, 3H, ArH, NH), 7.52
(d, 2H, J = 8.1 Hz, ArH), 7.90 (d, 2H, J = 8.4 Hz, ArH), 8.12 (d, 1H, J = 6.0
Hz, ArH), 8.44 (d, 1H, J = 6.0 Hz, ArH), 9.12 (s, 1H, ArH)

%5 41 H(EEYRITE)
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N-FREL-A- (S h-5-FL e L) B AL JK FH B e
OH
0. _NH

.

o0
~N
{E&Y154

"H NMR (300 MHz, de-DMSO): § 4.55 (d, 2H, J = 6.0 Hz, CH,), 6.51
(d, 1H, J = 7.5 Hz, ArH), 7.20-7.24 (m, 2H, ArH, NH), 7.31 (t, I1H, J = 7.8
Hz, ArH), 7.44 (d, 1H, J=8.1 Hz, ArH), 7.68 (d, 1H, J = 8.1 Hz, ArH), 8.11
(d, 1H, J = 6.0 Hz, ArH), 8.43 (d, 1H, J =5.7 Hz, ArH), 8.97 (s, |H, NH),
9.11 (s, 1H, ArH), 11.11 (s, 1H, OH) » C;7H{sN;0, [M + H]*ZHRMS-ESI
%{%@294.1243 ) %‘%@@294.1210 0
E426
4-((H M-8~ FLfz 2 B EL) R B G HH s

~
=N

NH

O OMe
{E&Y)55
"H NMR (300 MHz, de-DMSO): 8 3.35 (s, OCHj3), 4.60 (d, 2H, J = 5.7
Hz, CH,), 6.39 (d, 1H, J=7.8 Hz, ArH), 7.28 (d, 1H, J = 8.1 Hz, ArH), 7.36

(t, 1H, J = 7.8 Hz, ArH), 7.54 (d, 2H, J = 8.1 Hz, ArH), 7.58-7.66 (m, 1H,

5 42 H(EYTRITE)
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ArH, NH), 7.89-7.92 (m, 2H, ArH), 8.40 (d, 1H, J = 5.7 Hz, ArH), 9.64 (s,
1H, ArH) -
N-FEFL-4- (LI bR -8 - Rk g = ) BH 5L ) 2R FH gt Hf

~
=N

NH

.

{E&Y)56

'"H NMR (300 MHz, d¢-DMSO): 5 4.56 (d, 2H, J = 5.7 Hz, CH,), 6.42
(d, 1H, J = 7.8 Hz, ArH), 7.02 (d, 1H, J = 8.1 Hz, ArH), 7.34-7.40 (m, 1H,
ArH), 7.47 (d, 2H, J = 8.1 Hz, ArH), 7.58-7.63 (m, 2H, NH, ArH), 7.70 (d,
2H, J = 8.1 Hz, ArH), 8.40 (d, 1H, J = 5.7 Hz, ArH), 9.03 (brs, 1H, NH),
9.64 (s, LH, ArH), 11.14 (brs, 1H, OH) > C,7H,5N;0, [M + H]*2> HRMS-ESI
SE(5294.1243 5 BER{E294.1221 -
127
4- (MR IbR- 8- Bl g ) A B I HH g

~x

s

N

HN
\©\I(OME

O
{E&EY)5T
'H NMR (300 MHz, d¢-DMSO): 6 3.79 (s, 3H, OCH;), 7.44-7.54 (m,

4H, ArH), 7.56-7.61 (m, 1H, ArH), 7.66-7.70 (m, 1H, ArH), 7.87 (d, 2H, J

5 43 H(EYRITE)

C205814A. docx
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= 9.0 Hz, ArH), 8.32-8.36 (m, 1H, ArH), 8.86-8.89 (m, 1H, ArH), 9.12 (s,

1H, NH) -
4- (1B Ik - 8 - KL He 7L ) K HH i
™
N/
HN
Qo
O
{EEY)58

'H NMR (300 MHz, d¢-DMSO): § 7.43-7.55 (m, 4H, ArH), 7.60 (dd,
IH, J = 1.2, 8.1 Hz, ArH), 7.68 (dd, 1H, J = 2.1, 6.9 Hz, ArH), 7.84-7.89
(m, 2H, ArH), 8.35 (dd, 1H, J = 1.5, 8.4 Hz, ArH), 8.89 (dd, 1H, J=1.5,4.2
Hz, ArH), 9.07 (s, 1H, NH), 12.45 (s, 1H, COOH) -
N-FET-A- (IR IR - 8- e fia 56 ) 2 HH g e

~

P

N

HN
N
“OH

O
{E&EP)59
"H NMR (300 MHz, d,-DMSO): § 7.33-7.38 (m, 2H, ArH), 7.57-7.63
(m, 2H, ArH), 7.70-7.78 (m, 4H, ArH), 8.62 (dd, 1H, J = 1.5, 8.4 Hz, ArH),
8.97 (dd, 1H, J = 1.5, 4.5 Hz, ArH) » Ci4H;3N50, [M + H]*.> HRMS-ESI
S1E{EH280.1086 © EEH{H280.1081 -
BEH28
4- (S Ibk- 1 - Bh i 5L B 5D 28 BRI FR fis

5 44 H(EEYTRITE)

C205814A. docx
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7 N
L

HN

MeQ™ O
{E&Y)60
'H NMR (300 MHz, de-DMSO): & 3.81 (s, 3H, OCHj;), 4.81 (d, 2H, J
= 5.7 Hz, CH,), 6.90 (d, 1H, J = 5.7 Hz, ArH), 7.45-7.54 (m, 3H, ArH),
7.60-7.66 (m, 1H, ArH), 7.71 (d, 1H, J = 8.1 Hz, ArH), 7.90 (d, 1H, J = 5.7
Hz, ArH), 8.88 (d, 2H, J = 8.1 Hz, ArH), 8.08 (d, 1H, J = 6.0 Hz, NH), 8.30
(d, 1H, J = 8.1 Hz, ArH) »
N-FRFL-4- (FLmE k-1 - FLH L) B AL oK HH B

3
. N

.

HN

Hl}l O
OH

fE&avI61
'H NMR (300 MHz, d¢-DMSO): 8 4.77 (d, 2H, J = 5.7 Hz, CH,), 6.89
(d, 1H, J = 5.7 Hz, ArH), 7.40 (d, 2H, J = 8.1 Hz, ArH), 7.48-7.54 (m, 1H,
ArH), 7.59-7.72 (m, 4H, ArH), 7.80 (d, 1H, J = 5.7 Hz, ArH), 8.04 (t, 1H,
J=6.0 Hz, NH), 8.30 (d, 1H, J = 8.1 Hz, ArH), 9.00 (s, 1H, NH), 11.12 (s,
1H, OH) » C17H5sN;0, [M + H]* 2 HRMS-ESIf £ {5294.1243 » B Ei{H

294.1208 -

5 45 HEYRITE)

C205814A. docx
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EH129
4- (LR IRR-4- Bk 5L ) BH R o8 FH i B Big
2
o
HN
MeO™ 0O
fE&EY)62

'H NMR (300 MHz, de-DMSO): & 3.81 (s, 3H, OCHj;), 4.62 (d, 2H, J
= 6.0 Hz, CH,), 7.13 (1, 1H, J = 6.0 Hz, NH), 7.52-7.57 (m, 3H, ArH),
7.58-7.64 (m, 1H, ArH), 7.68-7.74 (m, 1H, ArH), 7.90-7.96 (m, 3H, ArH),
8.29 (d, 1H, J = 8.4 Hz, ArH), 8.51 (s, 1H, ArH) °

N-FRFL-A- (LR -4 - B g R ) BE BL ) 7R B i e
Z N

I
SN

HN

HI}I 6]

OH
{E&¥163
'H NMR (300 MHz, d¢-DMSO): & 4.58 (d, 2H, J = 6.0 Hz, CH,), 7.13
(d, 1H, J = 6.0 Hz, ArH), 7.46-7.54 (m, 3H, ArH), 7.59-7.65 (m, 1H, ArH),
7.67-7.74 (m, 3H, ArH), 7.88-7.96 (m, 1H, ArH), 8.29 (d, 1H, J = 8.4 Hz,
ArH), 8.98 (s, 1H, NH), 11.13 (s, 1H, OH) » C;;H,sN;0, [M + H]*Z

HRMS-ESIGTE{H294.1243 » FEa{E294.1212 -

5 46 H(EYTRITE)

C205814A. docx
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6130

5 4
/N]
|
; \:N
Cl
{E&1Y)64
'H NMR (300 MHz, d¢-DMSO): 6 7.81-7.88 (m, 1H, ArH), 8.03-8.11

(m, 2H, ArH), 9.04-9.07 (m, 2H, ArH) o

A- (PRI IR - 5 - R g A ) B ARG ) 2 FH i P

N
S
L)
N
NH

CO,Me
{E&P165
'H NMR (300 MHz, d-DMSO): & 3.81 (s, 3H, OCH;), 4.63 (d, 2H, J
= 6.6 Hz, CH,), 6.53 (dd, 1H, J = 0.9, 7.8 Hz, ArH), 7.16 (dd, 1H, J = 1.2,
8.4 Hz, ArH), 7.45-7.54 (m, 4H, NH, ArH), 7.87-7.91 (m, 2H, ArH), 8.77
(d, 1H, J = 1.8 Hz, ArH), 8.90 (d, 1H, J = 1.8 Hz, ArH)

-0 -4 (PRS- 5- L ) ) 248 B R

QZ]

07 >NH
OH
{E&1166

%5 47 H(EYRITE)

C205814A. docx
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'H NMR (300 MHz, d¢-DMSO): § 4.59 (d, 2H, J = 6.6 Hz, CH,), 6.56
(dd, 1H, J = 0.6, 7.8 Hz, ArH), 7.16 (dd, 1H, J = 0.9, 8.4 Hz, ArH),
7.43-7.52 (m, 4H, NH, ArH), 7.68 (d, 2H, J = 8.4 Hz, ArH), 8.77 (d, 1H, J
= 1.8 Hz, ArH), 8.89 (d, 1H, J = 1.8 Hz, ArH), 8.97 (brs, 1H, NH), 11.12
(brs, 1H, OH) » CisH4N4O» [M + H]* > HRMS-ESIZfE{5295.1195 » &k

{8295.1190 -

EH31
A-(((2-FF Rz Ok - 8- L) He KL ) BE -G 8 B S HH g
3
N" Me
NH
O OMe
1IE&9167

ER L=V RIRIEEAEFAZTT/AAHG6a (0.6 g 3.72 mmol)JEFS
(0.9g>79%) - '"HNMR (300 MHz, CDCl5): 6 2.71 (s, 3H, CH;), 3.91 (s, 3H,
OCH;), 6.36 (d, 2H, J = 6.0 Hz, CH,), 6.52 (dd, 1H, J = 0.6, 7.5 Hz,),
6.72-6.77 (m, 1H, NH), 7.01-7.05 (m, 1H, ArH), 7.20-7.28 (m, 2H, ArH),
7.50 (d, 1H, J = 8.4 Hz, ArH), 7.94-8.03 (m, 3H, ArH) -

N-FEBL-4-(((2-F Ak I IR - 8 - Bk ) g 5 ) BE B ) 2 R g e

5 48 H(EHERITE)

C205814A. docx
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o I\IIH

OH
{E&P68

& B b E P ERIRE EAERFCH67 (0.83 g » 2.71 mmol)J&75(0.76 g
91%) - '"H NMR (300 MHz, DMSO-dy): 6 2.67 (s, 3H, CH;), 4.57 (d, 2H, J
= 6.6 Hz, CH,), 6.47 (d, 1H, J = 7.5 Hz, ArH), 6.97-7.05 (m, 2H, NH, ArH),
7.17 (t, 1H, J = 8.1 Hz, ArH), 7.38 (d, 1H, J = 8.1 Hz, ArH), 7.44 (d, 2H,
J =7.8 Hz, ArH), 7.68 (d, 2H, J = 8.1 Hz, ArH), 8.08 (d, 1H, J = 8.4 Hz,
ArH), 8.96 (brs, 1H, NH), 11.11 (brs, 1H, OH) - C;sH;;N;0, [M + H]*.>
HRMS-ESIZ}E{5308.1448 » FE;{#308.1399 o
BEH132
4- (k-8 - KL 4R Bl ) B R AR i HH fis

0~ OMe
{E&EP)T0
#6b (0.6 g » 4.2 mmol) ~ 4-(& B E) K H B EHES(0.87 g » 4.62 mmol)
Kol s (1.16 g > 8.4 mmol) Y N EE(10 mL)th 2 7R NFA[ENAR 12 h - fE18
HIEREY - WEARE HR E&mET (LB B/ ) 4iE IS EIEY)

H

%5 49 H(EYRITE)

C205814A. docx
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(1.1 g 89%) - '"HNMR (300 MHz, DMSO-d,): § 3.85 (s, 3H, OCHj3), 5.42
(s,2H, CH;),7.25-7.29 (m, 1H, ArH), 7.46-7.59 (m, 3H, ArH), 7.69 (d, 2H,
J = 8.1 Hz, ArH), 7.99-8.03 (m, 2H, ArH), 8.30-8.34 (m, 1H, ArH),

8.86-8.89 (m, 1H, ArH) -

0" 'NH

OH
(=xt/k3|

FRz (E SV R IRIEEHERFCEHT0 (0.6 g » 2.05 mmoD)JE{5(0.54 g
90%) - 'H NMR (300 MHz, DMSO-dy): 6 5.37 (s, 2H, CH,), 7.25-7.29 (m,
IH, ArH), 7.46-7.57 (m, 3H, ArH), 7.61 (d, 2H, J = 8.1 Hz, ArH), 7.78 (d,
2H, J = 8.1 Hz, ArH), 8.30-8.34 (m, 1H, ArH), 8.85-8.88 (m, 1H, ArH),
9.03 (brs, 1H, NH), 11.22 (brs, 1H, OH) » C;yH4N,O5; [M + H]"~
HRMS-ESIFFH{£295.1083 » FE#{E295.1057 »
HHI33
4- (IR 8- A ) HH 5L ) 8 BH I FH s

07 OMe

5 50 H(EHERITE)

C205814A. docx
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fE&EYT2

R 8- Ak I IR B iR B (6¢) (0.36 g > 1.74 mmol) ~ 4- (5 H A% H i B
f5(0.36 g » 1.92 mmol) ~ =/ }#(0.3 mL > 2.09 mmol) & iEHE§1(0.49 g -
3.48 mmol) iy N (10 mL)Hh 2 7% INFAEIA 12 h - BE1& IR &Y - W
At E LB HE R (Llg L8 OO ELUE R EY)(0.48 ¢ > 89%) - 'H
NMR (300 MHz, DMSO-d,): 6 3.82 (s, 3H, OCH;), 4.43 (s, 2H, CH,),
7.46-7.52 (m, 1H, ArH), 7.55-7.64 (m, 4H, ArH), 7.69-7.73 (m, 1H, ArH),
7.89-7.92 (m, 2H, ArH), 8.35 (dd, 1H, J = 1.8, 8.4 Hz, ArH), 8.88 (dd, 1H,
J=1.8,4.2 Hz, ArH) »

N-FRFL-4- (IR -8 - FhAfi Ak ) BF Rk ) 28 FH P e
™~
N/

0 I}IH
OH

({S=xt/kE

FRE (E VIR EEHERFCEHT2 (0.6 g » 1.86 mmol)JE{5(0.53 g
92%) - '"H NMR (300 MHz, DMSO-dy): 6 4.38 (s, 2H, CH,), 7.47-7.61 (m,
SH, ArH), 7.68-7.73 (m, 3H, ArH), 8.35 (dd, 1H, J = 1.2, 8.4 Hz, ArH),
8.88 (dd, 1H, J = 1.8, 4.2 Hz, ArH), 9.00 (brs, 1H, NH), 11.17 (brs, 1H,
OH) » Cy7H4N,0,S [M + H]* 2 HRMS-ESI;f % {#311.0854 - & B {1
311.0848 -
¢ RE
A~ (VA I - 8- 5L Y g 5 ) 7 HH i FH s

%5 51 H(EYERITE)

C205814A. docx
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HN

07 OMe

{E&YI76
E (LS RREERAETFAZ T 7AAHG (0.67 g > 4.28 mmol) K2 4-
B LS S IS (0.6 g 3.89 mmol)JE7E:(1.03 g » 82%) » 'H NMR (300 MHz,
DMSO-dy): & 3.71 (s, 3H, OCH;), 4.98 (s, 2H, CH,), 6.61-6.65 (m, 2H,
ArH), 7.14-7.18 (m, 1H, NH), 7.25-7.67 (m, 5H, ArH), 7.88 (d, 1H, J = 8.1
Hz, ArH), 8.37-8.41 (m, 1H, ArH), 8.97-8.99 (m, 1H, ArH)

N-FE Bk -4~ (IR - 8 - Ak HA e 5L ) o B e

HN

0 I‘TIH
OH

({S=xt/EN
FRe (E VIR EEHERFCEHT6 (0.6 g » 2.05 mmol)JE{5(0.52 g
87%) > 'H NMR (300 MHz, DMSO-d,): §4.95 (d, 2H, J = 6.0 Hz, CH,), 6.57
(d, 2H, J = 8.7 Hz, ArH), 6.79-6.84 (m, 1H, NH), 7.45-7.68 (m, SH, NH),
7.87 (d, 1H, J = 8.1 Hz, ArH), 8.37-8.41 (m, 1H, ArH), 8.64 (s, 1H, NH),
8.96-8.99 (m, 1H, ArH), 10.71 (brs, 1H, OH) » C;7H,5sN;0, [M + H]*»

HRMS-ESIGTHE{H294.1243 » FE#{E294.1238

%5 52 H(EYRITE)

C205814A. docx
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E P35
N - R - 4 (1 bR - 8 - 5L g R HH R ) -4 B i B B A i
~
N/
HN
® MsOH
07 “NH
OH

{b&Y28- B fis ik

REMsOH I IE52(0.2 M)t 2RI 2B &)28 7 ZUEHE(0.2 M)
2 R T B TSR & R TR o R R &R E H A b
Pk LS EME & 928- H iR E - '"H-NMR (300 MHz, DMSO-d;) 8 2.34 (s,
3H), 4.59 (s, 2H), 6.56 (dd, J = 0.9, 7.8 Hz, 1H), 7.08 (dd, J = 1.2, 8.1 Hz,
1H), 7.26-7.32 (m, 1H), 7.46 (d, J = 8.4 Hz, 2H), 7.55 (dd, J = 8.4, 8.4 Hz,
1H), 7.68 (d, J = 8.1 Hz, 2H), 8.26 (dd, J = 1.8, 8.4 Hz, 1H) ; C,3HsN;05S

S ATEFEE C > 55525 H 4925 N> 10.79; S » 8.23 « EHEifl : C >

55.65;H>4.81;N>10.72;S>7.91; HPLC4li[£98.83% (&4 5[=26.42) -
EH136

BTG XD AL HIHDACGE 7 HIHEEME ~ SHI st (b4 4 1 il s
ARG AR 2 BB AR DS M R AHEE A HDAC[H 2 22 %4 2 fIH HDAC6 7 58
FEVEIR ST -

T ® 5 pg >~ 5 A= (BPS Bioscience Corp., San Diego, CA, USA) -
{E A EHDAC i 40 o HTHDACHIT A f E4H &£ H HDACL ~ 3 ~ 4~
5678 9KSirtl 278 b2 BEGEEA 2L AL 2 B

5 53 H(EYRITE)

C205814A. docx
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fBE 4 B HsiehS A > Cell Death and Disease, 2014 45 ; 5:¢1166
2 TR ET MR

UM E 2 ML E ) P B0 B E B HD ACOfIHIE M (e rh K2 8
e RAHDRE SICso K E M) » 2l NRIF R - HRES Z  OH(E&Y)
HUTEHEHDACOHIH] » HICs)fE<25 nM - B ES > » (&Y 12 K288 T
JE FLHDAC6HIH] » HICs B 47 7 52.73 nM#i4.41 nM -

SRR TR - U EEY T 2 EERHDACT] - HICsH
£50.78-6.70 uM -

R LAGAEEY) ZHDACL/6EGIHT ST

fRHICso
L&) HDACI1 HDAC6

(uM) (nM)

4 0.78 19.11

20 >100 18.98

12 2.65 273

68 1.69 12.07

28 6.70 441

71 2.56 11.04

73 2.2 23.38

75 2.04 10.98

12 2.73

EHTTA

(Tubastatin A) 93 26.16

MEAE SV ET 8 25 M G HE AR 2 DU A8 00 M Gl e 1 B R AT i
A fRIE > IRRIGIso 2K EHDEERFY T2 -

PR - 31 2 50D Z B & WA /S (8 9 PR R RIPC-3 ~ A549 -
HCT116 ~ HL60 ~ MDA-MB-231 K T984H A #% B 1 & 4 AE > HGI50<10

uM o

%5 54 H(SEYRITE)

C205814A. docx



1659949

R2 M EEY) P A5

Je& SHAEAR (Glso pM)
E&9 PC-3 A549 HCT116 HL60 Ml?givm WT;E;E
e JET K= ENN=] SR N WLz =
EiEalle Aiifes GERZERE | BN 2 g P
4 1.62+0.20 | 2.73+0.24
20 >10 >10
12 3.28+0.11 | 5.53+0.24
68 4.45+0.92 | 5.89+0.42
28 3.40+0.13 | 5.24%0.18 1.89+0.33 | 9.89 +£0.92
28-FH s 1.36+0.25 | 10.75 +0.83
71 6.23+0.32 | 7.81+1.17
73 4.2940.70 | 6.11+0.69
75 >10 6.32+0.92
12 3.28+0.11 | 5.53+0.24
40 0.85+0.09 0.29+0.02
42 2.64+0.14 0.62+0.03
44 3.28+0.48
54 6.06£0.40 | 4.64+0.25
56 491+0.24 | 1.7620.21
61 0.66+0.10 | 1.1740.23
63 1.2040.14 | 1.96+0.16
66 1.9540.21 | 5.58+0.15
59 3.3240.21 | 6.64+0.69
52 9.66+0.07 3.05+0.09
6 0.38+0.03 | 0.71+0.01
8 >10 >10
10 >10 >10
22 >10 >10
26 >10 >10
24 >10 >10
14 0.62+0.05 | 1.25+0.08
16 >10 >10
18 >10 >10
30 1.2540.02 | 1.11+0.05
32 >10 >10
34 3.51+£0.18 | 4.26+0.07
47 2.08+0.10 | 7.77+0.03
50 >10 >10
36 >10 >10
38 >10 >10
BIEHEFTA | 48.19+£0.43 | 52.2+1.28

NRILHEEYMIEEMHDAC (EffHDAC1 ~3~4+~5-7-8~9
K Sirtl) Z {IHHDACG6 7 {2z -

5 55 H(EYRITE)

C205814A. docx
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ek > (b aP)12 K28 5 BURMEE At A H AL HEIHDAC 2 >100
g 2B - B P ERA S (e 1 2B M EEFTA HAIHDAC.Z>1000
f 2 BB B -
73 5 L HD AC[5] by 5L %) 2 B f 1%

ML ()

e HDAC6 | HpAC6 | HDAC6 | HDAC6 | HDAC6 | HDAC6 | HDAC6 | HDAC6
V.S. V.S. V.S. V.S. V.S. V.S. V.S. V.S.

HDAC] | HDAC3 | HDAC4 | HDACS | HDAC7 | HDACS | HDACY | Sirt]

28 181.27 | 442.46 | >1000 | 980.91 | 830.70 | 327.74 | >1000 | >10000

12 >1000 | >1000 | >1000 | >1000 | >1000 | >2000 | >5000 | >10000
EIOHGTA | 517.57 | 487.39 | 625.02 | 16324 | 761.89 | 167.76 | >1000 | 15.34

BEHI37

ETHFERNOZEEYEES F ANE 2 &5 58 ek

(RPMI8226 ~ U266 &z NCI-H929)th 2 Z g Fs-a- i 8 & H I 2 V5 MYt
% 0

7 B8 (L A 75 e 48 1 25 R P R (1x 10 FE4°C TREE 10578 - HL
PEte B B A N i RFEAE K BRI A 105088 > HAE4C T L7 000 xg
BR300 88 o BB REA(80 ng){ESDSEEE a8k HER & (L84 -
HEARFE AT 200 T FH 55 % i Hig L 2 Wk 4 180 4% (8 AR F | VK (PBS) B 5 3077
SR ET - AT RIE R E AT A£4°C NEPBS ;IR PLRSET B IR -
P12 B S BB (HRP) &5 & 2 —Sihe /e =0n N & /N > BE1&(E A
o R 2 (ECL) 2% (Advansta Corp., Menlo Park, CA, USA) H g
BN R AKEASS & 2P

MG YangZE A > Journal of Molecular Medicine, 2014, NOV;

92(11):1147-1158% 7 J5 ZR#BETEZ 4T ©

5 56 H(EHRITE)

C205814A. docx
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fEEY28 PRkt 2 DUR |k M T g s E R i = A%
Ve BE R HRE AR (JRETRPMI8226 ~ U266 &z NCI-H929) 1 7 L Fg F-a- (il
& HRBAEME -

HHI38

BTG 2L HDAC6- B HE A& e RE# % TE
EHBER 2GS -

E4C TR negd@ HE O b & A/G- B s bk (SRS MY e 7k
MeFRAR > AT mL K 2 (4 HE 7 e 4% 1By D TR IR 45 7 i BRI =2 = #E T
10% SDS-PAGEZERE &k KT FTts 8 &) » BE1&(EH HIHDAC6 Ab
BT RIE SR T -

f B2 # 4 FA Chen % A+ Journal of Immunology, 2008,
181(12):8441-84491h1 7 J ZRHETT 45T ©

B EE S P28 P R DU & (g 1 7 LA HD AC6- 8 /7 25
A& G RFER L ZE(REATEE -

B HI39

AT AL B 20K (bortezomib) 4 & 2 (D Z AL EWIAE % 3 1B B8
Jer 4 HEL P 7 S IR OB 1 2 SRR SR -

By (A A BN AR - R AR (o8 B (8 1B E sl IR IS 0 T8 B
24/ > VKA PBSZRIMRI R - B LU - H-20C THE70% (viv) £
fig tp [ E 2/ - BETRAE 200 N 0.2 mL A& SR L I (DN A)IE B4R E)

(0.2 M Na,HPO, }20.1 MG L @R - pH 7.8) K HEFF 30588 > T

]

AT mLBE P 2 5 48 8718 (0. 1% Triton X-100 ~ 100 pg/mLiZ k%15

M$A (RNase A) K80 pg/mLA (BN 3 2 PBS)tf » {£37°C T FBRE HHE &30

%5 57 H(EYRITE)

C205814A. docx
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575 o #EFEFACScansy 5 > H{E HCellQuestfifa(BD Biosciences) 7 #fT °

M &5 A HsiehZE A > Cell Death and Disease, 2014 > 45 ; 5:¢1166
T2 TR

PRk - B R & 2 b aY)28 W A S # el =t N2 3%
T W e AR PR (/RERPMI8226 ~ U266 &2 NCI-H929) 4 7 A HEHE T -
HH140

AT RS B e ok el & 2 2D 2 A & WIE 2% 2 Ve B8 R A HE 12
= RET&E H g (Caspase)-3 ~ RETE H B¥-8 kR da H Big-9 2 77 fie 2 SR
e -

7 B8 (L A 75 e 408 17 27570 TP TR (1< 10 FE4°C TREE 104578 » HL
PEte B B IS i R A K B A 105588 - HAE4C R L7 000 xg
BR300 88 o BB REA(80 ng){ESDSEEE a8k HER & (L84 -
EARFE AT =00 T FH 55 %o i He . 2 Tk 55 0 4% (& A B | B OK(PBS) 1 55 5 30
oy HET - AT #ET R SRE AT © f£4°C TEPBS A PIsk Bids i 5 19
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