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[0001] Ak WIS K 250 22 A, k20 e — Ph & TR 25 belinostat 5%,

B

[0002] belinostat & — Fl 24 & H 2 & W 4L B # #) 7 (histone deacetylase
inhibitors, HDACT) » 404 12 SZBEALES (HDAC) it fERIABU R F B S A Em A 2%
LAY, A5 G 2 A9k 98 A P SR AR BB, 5 [ AR W 2R R 3R R R B, 80 AR 17 AR
I HDAC i E A% A R 2 B R R AT s IPUs 2508845 . belinostat J&/N 15075
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[0036] K IA) R RTER B (224g, Imol) L /K FEE (2300g) WK ERMR (188. 6g) [R5 A
35 /N, ok 8, SEVBUINN T K BIR SR K (2008) , BiEdE 1 /NG, Ik 38, 37 U8, BRI 4,
WRATP AN FFEE (20008) , T 330 M HiHE 30 708h, i v, SEIR4G 221, 80°C 4 4 /i, 157
H R A EY) 111147, 3 61. 8% .
[0037]  BER D) ALEY IV K&
[0038]

I \Y
[0039] 4b&H 111(50g,0. 21mol) « = S 5. B (250mL) [0/ 2-6 /N A, [z B BE, YA 31 &
0-5°C, ZAZ I AVKIK, B de 2 /I fa i ug, /Rt BG4 TV40 be, tH TALEY) TV A
Fead, ATEREEHRNT — B RN,
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[0042]  Ke#f% (5.58g,0. 06mol) AT Z 30mL I [ M s, BEFEAE, D3R b) Frigfb &
Y1V (7. 05g,0. 03mol) ¥ T F 2K 60 Z T+, T2 MR S asH, Inte, T30 M s
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1=2 /B, J R e, o 38 A FH 7K B, A AR OREE 45 a0, 50°C T8 4 /b, 3 A g iRk &
M) V6. 0g, % 73% . mp :144. 4-145. 2°C o

[0043]  'H-NMR (CDC1,, 400MHz) & :3.92(s,3H) ;6. 80 (br. s, LH) ;7. 06-7. 09 (m, 2H) ;
7.11-7.15(m, 1H) ;7. 22-7. 26 (m, 2H) ;7.51(t, J = 7.8Hz, 1H) ;7.90-7.93(dt, ] = 1.2,
7.8Hz, 1H) ;8. 18-8.21(dt, J = 1.4,7. 8Hz, 1H) ;8.48(t, J = 1.6Hz, 1H) .

[0044] IR V¥ . 3243, 3198, 3081, 2953, 1705, 1438, 1345, 766, 702,681cm ',

[0045] DIE d) ALEW VI K%
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A N/\ L OH
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A VI
[0047] /K EALEE 2. 32g ANZALEN 2. 96g. THFSOmL SIS MAs 1, BEFE I 20, F AL &
)V (8g,0.027mol) ¥ T TmL VYUK, SEASI A SR, DIFAIRIE 5 /N, SR EE, Tl
AJK A0mL F1 LT B AOmL, BEFEF N, §E 7 R, ATHUR T 40mL 7K ek, 8 vk i 154
it AL PR L2 5 87 50°C R 4 /D, 15 A S B VT6. 82g, 14 90. 096 omp
98.2-98.6°C.
[0048]  'H-NMR (DMSO-d6,400MHz) & :4.53 (s, 2H) ;5. 39 (s, IH) ;6. 99-7. 03 (m, 1H) ;
7.08-7. 11 (m, 2H) 57. 19-7. 24 (m, 2H) ;7. 45-7. 52 (m, 2H) 57.61-7.63(dt, J = 1.8,7.4Hz,
1H) 57.79 (br. s, 1H) 510. 26 (s, 1H) .
[0049] IR Viar: 3453, 3130,2964, 1488, 1151, 1031, 757,688cm '
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[0052]  ALA 4 VI (7. 5g,0.028mol) BN 7ml TA BV » TN 4 4% 60mL, T 238~
BN PCC RERR 1280 20g, T3 N Hide 12-24 /i), | EE, k38, S8R 5 12, 37K,
A M 30mLb5 % Tk B A B /K D% i » ok R 28 43, L AR 2R 45 i, 50 C 44
8 /NI, AR LS AL A VITA. T, U 62. 7% mp :128. 1-128.5°C,
[0053]  'H-NMR (CDCl,, 400MHz) & :7.08-7. 15 (m,4H) ;7. 23-7. 27 (m, 2H) ;7. 60-7. 64 (t, J
= 7.7Hz, 1H) ;8.00(d, ] = 7. 6Hz, 1H) ;8.04(d, ] = 7. 6Hz, 1H) ;8. 30 (br. s, 1H) ;10. 00 (s,
1H) .
[0054] IR V¥r: 3213, 3059, 2964, 2829, 1687, 1480, 1348, 1159, 1082, 758, 679cm ',

[0055] IR ) X TT LSkl +%
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[0057]  WWEIE 2R = g (2. 93g,0.0161mol) AN SN 3%, N THESOmL , 4 $E s fif ,
A2 -5-0°C, AN (0. 8g, F & 80% ), e, Fik: 10-20 438h, M MANHAYI VII (g,
0.0156mo1) F1 THF (20mL) WIHEFH, T = T HR: 1-4 /N, OV EE, §i 0 10 % SAL K%
7 50mL, 2R J5 N 50mL LR L B, B 30min J5 i & 40 )=, 57K )Z, A AU I8 H W 4 1941
ot A 60mL F B 45 i, 50°C T 8 /I, 15 e 45 Ak &4 113, 6g, IR 75% . mp :
152. 0-152.5°C o
[0058]  '"H-NMR (CDC1,,400MHz) & :3.81 (s,3H) ;6.40(d, ] = 16. 0Hz, 1H) ;6. 79 (br. s, 1H) ;
7.08(d, ] = 7.8Hz,2H) ;7.14(t, J = 7. 3Hz, 1H) ;7. 24 (m, 2H) ;7. 46 (t, J] = 7. 8Hz, 1H) ;
7.61(d, ] =16. 0Hz, 1H) ;7.64(d, ] = 7. 6Hz, 1H) ;7. 75(d, ] = 7. 8Hz, 1H) ;7. 89 (br. s, 1H) .
[0059] IR v¥:3172,3081, 2954, 2849, 1698, 1475, 1345, 1157,773,714,677cm ',
[0060] S — :belinostat ( X T ALEW ) K&
[o061] AU :
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[0063]  FRAETTVZ
[o064] X II 54 (4. 0g) IIAJMVAFH, IO FEE 30ml, LA A, A IM a’fwc%w
KW (38mL) , T2 T HFE 4, RV EE, I L2 £ (10mL) /K (20mL) , $iH: 5 \!gr}n
#H, FF LR CTEAH, JKAH A 10 % $hFR IR AL 22 pH2, T2 iR N HiHE 30 4380, i vk, Kok, T4,
IKIEF=H) 3. 1g, UK 81. 6%,
[0065]  H/KAFE W) (3.02) MMA MRS, AT ot (53. 2¢) , THEEM, TR T
NS (2. 8mL, 0. 0032mol) , BTN 1 ¥ DMF, [Al3 1 /MBS, ¥4, 5% B W%+ THF (30mL)
% H S ROV NN B BR B i (3. 5g,0. 05mol) « THF (50mL) ¥ 1B R & Bl 7K ¥
(40mL) , ZIR A T 20 T BRE 10 7080, 285 & RN, T2 T BRe 1/, RV EE,
T -ZR T IMA LB CEE (50mL) 2M £hER (50mL) , B+ 5 738, 4045, FE/KAH, A HLIZ K
B, MR ER K, BRI 38 kS, 453 belinostat fH i, H LR LB E 45 i, 50 C 5 8 /)y
IS, 15 E 450 2. 6g, I0# 83. 8%,
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[0066]  '"H-NMR (DMSO-d6,400MHz) 6 :6.50(1H, d, ] = 16.0Hz) ;7.07(d, ] = 7. 8Hz,
2H) ;7.16(t, J = 7. 3Hz, 1H) ;7. 25(m,2H) ;7.45(t, J = 7.8Hz, 1H) ;7.60(d, J = 15. 9Hz,
1H) ;7.62(d, J = 7.7Hz,1H) ;7.75(d, J = 7.8Hz, 1H) ;7.88(br.s,1H) ;9. 17(br s, 1H) ;
10. 35 (s, 1H) ;10. 82ppm(br s, 1H) .
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