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[0052]

(AE7E R

3 B A

3a

'H-NMR (400 MHz, CDCl3) 8(ppm):7.637 (m,
2H); 7.240 (m, 2H); 7.068 (,m, 1H); 3.997 (m, 1H);
3.904 (m, 2H); 3.671 (m, 2H); 3.486 (m, 2H); 3.136
(m, 1H); 2.807 (m, 2H); 1.905 (m, 2H); 1.226 (s,
2H)."*C-NMR (300 MHz, CDCls): 171.02, 138.5,
128.90, 124.55, 120.22, 70.54, 59.92, 56.67, 55.00,
34.25, 26.38, 23.45, 21.40. Ci5sH2N:0, [M+H]'

263.2651.

3b

W

I

SN

'H-NMR (400 MHz, CDCl3) & (ppm): 7.62 (d, 1H);
7.50 (m, 2H); 7.27 (m, 8H); 7.20 (s, 1H); 7.09 (m,
2H): 4.41 (m, 1H); 3.68 (s, 1H); 2.38 (m, 1H); 2.08
(m, 2H); 1.96 (dd, 2H); 1.86 (m, 2H); 1.24 (s, 3H);
0.85 (m, 1H).3C-NMR (300 MHz, CDCl; ):171.70,
138.41, 129.32, 129.27, 129.20, 126.37, 56.32,

33.27, 29.17, 26.40, 24.30. HR-MS m/z 414.2307

CarH30N20,, [MHH]* 415.2382.
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3c

'H-NMR (400 MHz, CDCls) & (ppm):8.51 (s, 1H);
7.654 (m, 2H); 7.266 (m, 3H); 7.045 (m, 1H); 3.925
(m, 2H); 3.777 (s, 1H); 3.390 (m, 2H); 2.864 (t,
2H); 2.453 (d, 2H); 2.090 (m, 4H); 1.749 (m, 3H);
1.447(s,2H); 1.220(s, | H).3C-NMR(300MHz,CDCl;
):171.745, 138326, 128.811, 123.967, 119.810,
60.200, 54.641, 36.316, 29.670, 26.305, 25.284,
24302, 24.093, 23.501. C;7HxNoOs, [MHH]'

291.1954.

[0053]

3d

H-NMR (400 MHz, CDCl3)8 (ppm):7.529 (m ,6H);
7.328 (m, 7H); 7.142 (m, 2H); 3.78 (m, 2H); 3.25
(m, 1H); 2.40 (m, 2H); 2.20 (m, 2H); 1.96 (m, 2H);
1.66 (m, 2H); 1.25 (m, 9H).*C-NMR (300 MHz,
CDCl3):171.221, 128.954, 128.115, 126.380,
126.246, 125.607, 125.502 ,125.426, 124.053,
119.639, 56.005, 55.271, 33.246, 29.175, 25.505,
24.874, 24236 ,24.121. HR-MS m/z 442.2620

C29H34N202, [M+H]" 443.2529.

3e

'H-NMR (400 MHz, CDCI3) & (ppm):7.966 (S,
1H) ; 7.594 (d, 2H, J=8Hz); 7.240 (d, 2H, J=8Hz) ;
7.037 (m, 1H); 3.927 (m, 2H); 3.853 (s, 1H) ; 3.502
(s, 1H) ; 3.313 (s, 1H) ; 2.862 (m, 2H); 2.368 (t,
2H) ; 2.123-1.978 (m, 3H); 1.703 (t, 3H) ; 1.364 (s,
6H).’C-NMR (300 MHz, CDCL): 171.898,
139.222, 128.849, 123.967, 119.791, 60.152,
54.613, 37.470, 28.212, 27.916, 26.381, 25.971, 2
5.075, 24.989, 23.673. HR-MS m/z 318.2307

C1oH30N20z, [M+H]" 319.2358.
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'H-NMR(400 MHz, CDCl3)  (ppm):7.61 (m, 6H);
7.30 (m, 8H); 7.19 (m, 2H); 3.2 (s, 1H); 2.3 (s, 4H);
1.9 (s, 4H); 1.7 (s, 7H); 1.12 (m, 4H).*C-NMR
3f (300 MHz, CDCl5):171.89, 139.22, 128.94, 128.09,
126.38, 125.65, 125.47, 124.04, 119.68, 37.660,
33.913, 29.20, 26.36, 25.56, 24.91 ,24.26. HR-MS

m/z 470.2933 Ci31H3sN20z, [M+H]" 471.2921.

'H-NMR (400 MHz, CDCl3) 8(ppm): 7.60 (d, 2H,
J=8Hz); 7.28 (m, 2H); 7.05 (t, 1H); 4.02 (m, 3H);
3.68 (m, 1H) ; 2.41 (m, 1H); 2.25 (m ,5H); 1.37
4a (t, 1H); 1.24 (m, 2H).’C-NMR (300 MHz,
CDCI3 ):171.08, 138.50, 128.25, 126.40, 126.10,
121.30, 71.20, 67.40, 34.18, 26.2, 21.20. HR-MS

m/z 278.1630 ,CisH2:N20s, [M+H]* 279.1691.

[0054] 'H-NMR (400 MHz, CDCls)  (ppm): 7.58 (dd, 21,

J=8Hz), 7.50 (d, 2H.); 7.25 (m, 9H), 7.13  (m,
1H), 7.04 (m, 1H),4.38 (t, 1H), 3.68 (m, 1H), 3.29
4b (dd,1H), 2.78 (m,1H), 2.60 (m,2H), 2.38 (m, 2H),
2.16 (m,1H), 2.01 (m,33H), 1.24 (s, 5H), 0.86 (s,

IH).C-NMR (300 MHz, CDCl3):171.58, 138.24,

129.51, 129.37, 128.40, 128.18, 127.88, 127.76,
127.54, 71.30, 35.41, 28.60, 24.21. HR-MS m/z

430.2256, C27H30N20s, [M+H]* 431.2348.

D—HF H-NMR (400 MHz, CDCl3) & (ppm):7.5 (m,

+'6H 1H); 7.3 (m, 3H),; 7.1 (m, 1H); 4.0 (m, 1H);
4c 3.6 (m, 2H): 3.5 (m, 1H): 2.25 (m, 8H); 1.75 (m,
2H).3C-NMR (300 MHz,  CDCl3):171.765,

O 138.347, 128.90, 123.95, 119.80, 62.30, 52.17,

36.35, 29.21, 24.30, 23.21. HR-MS m/z 306.1943

10
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C17H26N>0s, [M-H]" 305.1867.

'H-NMR (400 MHz, CDCl3) & (ppm):7.76
(m,2H); 7.52 (m, 3H); 7.21 (m, 1H); 4.33 (m,

4d 1H); ;3.70 (m, 1H); ; 3.24 (m, 2H); ; 2.53 (m,

2H): ; 225 (m, 2H); 1.98 (m, 2H); 1.34 (m,

NH 3H);1.23  (m, 1H).BC-NMR (300 Mz,
@ CDCL):128.935, 128.220, 126,966, 126.761,
126.656, 126.103, 126.055, 124.692, 119.705,
68.419, 36.259, 36.030, 33.236, 26.104, 25.494,
24.894, 24.636, 24.007, 23358, 20.117,
20.021.HR-MS m/z 458.2569 CaoH3N,0s, [M-H]"

457.2477.

IH-NMR (400 MHz, CDCl3) 5 (ppm): ~ 7.9049 (s,
OH

Z+
s

/
(o]
ac

1H); 7.557 (d, J=8Hz, 2H) ; 7.304 (m, 3H); 7.040
[0055] (s, 1H); 4.254 (m, 2H); 3.888 (d, 1H): ; 3.727 (m,
4e 3H); 2.255 (m, 3H); 2.025 (m, 4H); 1.832 (d,
2H); 1.627 (t, 2H); 1.224 (d, 7H).13C-NMR (300
@ MHz, CDCI3): 170.20, 138.17, 128.11, 128.03,
121.6, 71.34, 61.17, 38.4, 26.17, 25.32, 23.12,
19.435. HR-MS m/z 3342256, CioH3N:203,

[M+H]* 335.2227.

'H-NMR (400 MHz, CDCls) & (ppm): 7.61 (m,
6H); 7.30 (m, 8H); 7.19 (m, 2H); 3.2 (s, 1H); 2.3 (s,

4H); 19 (s, 4H); 1.7 (s, 7H); 1.12 (m,

4f 4H)."*C-NMR (300 MHz, CDCl3): 171.85, 130.28,
129.15, 128.42, 127.03, 124.93, 119.96, 77.99,

NH 77.55, 77.07, 68.76, 38.30, 28.58, 28.19, 26.33,

25.43, 20.25. HR-MS m/z 486.2882 C31H3sN20s3,

[M+H]* 487.2944.

[0056] A BAML & BB IS PR SE IR VA S A R AT -

[0057] (1) HEH & LB 9L AR I R AL S V0 BUIR BRI L 8 1 & C AL B
PERTIE » K F 2 e TR I -

[0058] K5 FRASALM MY , M S HUA% B 1, SRS HDACHY i PR AL W REAS , BEAT I PRI, 20

11
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[0059]  SEEG 5V

[0060]  HDACHIHIFFIF i i%

[0061]  FEEPE H N SR Z2 75 B2 B VR (9 42 1 2EL A B2 0 N AH B (1 DMSO) | 8¢ i A% 4
E37TCHEE Lh, GE— MR I GG 30s , BRI EE —ANRES ) |, ) 58 1S 30sHY
— MUK E L BN X JRBE AR 2205 F Lh, OV 58S » 30s B — Mok b, FEE120ul A 96
FLHRH 5 360nm, 460nm4dh il 5% 5 - 549 B2 9 100um/m1 , 87 24 WL 1.

[0062] M\ S2B6 4k B rb A] DL Hi3c  3d dc  AdFE 251K FE S 100uMR IRF {5 X HDAC PR 477 i) 2
FRAEHE , T REAEAE WS AE T HDACHI 75 o FH T~ AR SEEGPE I P A8 IONE , AN € A& ) 1 HDACIE 72
FRIE , BT LA — 2D BT 2 75 2 IR I 7 THD 1 S IR, AT 1 PR o 7 12 1 S 560 o

[0063]  JER7H$11 i) 77) %) 977 12k «

[0064]  FEEPA Hr NN S A& ZR 7 B 0 (7 42 1) 2+ B2 I N AR 2R DMSO) , RS 0ul
A InEBEHN50ul/K) ,37°CHEE Lh CGE—MFEm IO G EFE30s, B IMASE =M FEf )
SLTERE > 30sHL— NG VK b, FEE120ul I 96 LA H , 7£360nm, 46 0nmAb {5 FH B bR K
M7« 258 & 9 100um/m1 o 5545 B0 L 2.

[0065] AR & Pl 45 i, BRI ST iZ AL 250 R e s H L (B2 & I 1 2% B
AT SEN3Z A 245 S HDACH I 4E FH

[0066]  (2) BARALMINE Iy T 4L 2R 19 2= 2 T A T 6 750076 70 P8 200 e P o A 3k

[0067] SR FHA AR AT F T R R I8 24 90 0 4k 2011t B 1 36 0 e 1) DY R 2 2t g L
a3k (MTT) PR E As A G455 50 N Jid 24 B (10 40 39 B P o BE PG BB 24 R IR b 32 48
M3 e 25408 2525 (ADR) A&z Vorinostat (SAHA) .

[0068]  ZHfiw bk - Ay 40 AS49, N FLAR S 40 IMCF7 , A BT 4l fidHep G2, A 45 i 41 i
SWA80, fivi [lst J5i 983 £ I US T , & 208 4 ffHe 1a

[0069] &1 ffg 3585 U 1) 2R = (IS 4 0o} HR AL ODAE —Z45 W0 41 ODAEL) %100 % / ¥ P4 Xt HE 4 ODAE
[0070] R 1A i BH AKXt e 9 4411 A 89 8 P 101 2R %6 (100mmo 1 /L) 3 43 Sk 36 Ik 45 1
mR——:
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wEY A549 MCF7 Hep G2 Us7 Hela
SAHA* 79.38 83.91 81.09 88.54 89.62
3a 60.55 52.85 58.32 51.33 60.15
3b 62.56 54.38 60.14 54.16 62.95
3¢ 76.59 77.57 78.56 82.61 84.45
3d 77.66 79.12 79.11 83.88 85.16
3e 72.26 74.26 72.50 78.61 77.04
o7l 3f 74.55 76.81 74.5 80.04 79.18
4a 63.45 54.47 59.88 53.51 61.56
4b 65.66 56.78 61.98 55.86 64.33
4c 77.98 80.12 79.36 84.66 86.78
4d 79.03 82.56 80.23 86.89 88.25
de 74.95 75.21 73.68 79.05 77.98
4f 75.49 76.28 75.33 80.65 78.35

[0072] s SAHAFIVKFE N 10umol /L s He Ak &0 5 9100umol /L.

[0073]  {y S8 i v 0 BT A 4k &40 5 0 1t SAHASK B, Fi A5 F A4 2 0 P 4000 #1570 28 2408 06 v
ik, Hrf3a.3b.4a.4b.3e.3f . 4e A4F X[ A549 MCE7 \Hep G2.US7 .He La fiy5d 4 ffa 417 1| 35 28 A
AL S AR T 5 3a3by 3. 3d  3e 3£ XTA549 MCF7 \Hep G2.US7 . He 1afMag 4H o411 1) 2%
55 RE PR X R 2590 SAHA T 4001 2 AH X I A, 15 -5 SAHA ) i1 26 A7 - 38 3b 3¢~ 3d  3e~ 3T 43 il
H4a.4b4c 4d de AL FEEE FDHIFHZE AR WA , B0RH A AL 5 B AL S PIAE R B AL AL S 1)
NI Z AL s 4a4bde4dde AT BIFNHIZEAREL , 1 B 1 inker B KR 52 e A6 S 40 () #1571
B WOZRWAE Y EAG BRI KR 773 — 0 H 5 inkerii /0 KK I G5 M 1&40 , A EE RE
RBNE RIS

[0074]  Zx BRTIR , AR A EIDL RAE T« AR R AL 7 — PP U & PO A DB BLHDACHT
FURTPT IR 2 FH e 5 1] 6 5325 AR i 1 4k S 36 504 S 7 < 1% R A WX HDACH W FE 41T
AR s Rt , v e — P AEZBGHS /r $E B BE 2 AR Linker AT 2 MK FEI 5 5255 72 1
A FEA_E HEAT 5 RS , DL IR HDACY. 2 LA B 4306 36 ) 100 61| 751) B JHL A 88 s ) 1
FH o AR BH A B SR ARG B 2 M0 2 B 2 v  BROAS AR S I A, A6 B2 i A P HDAC TR 284
R B | T R 7 0 387 BLHDACH 1) 70 2K T R 2640

[0075] 44K, DLk R AR BH 1) BRI FYE A9 AR BRI A FAth 1 st 7 =, LR FH 4 [
B P o S5 R W H AR T R S SV AEA R W T ER B AR S L 2 Y
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