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This work:
(0] (0]
P .OH
cap CuU linker ZBG
4a

screening hit
alkoxyamide derived HDACi

HDAC enzyme inhibition

ICs0 (HDAC 2): 140 nM ICs0 (HLBO):

Cytotoxic activity
424.6 +68.3nM
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Previous work:
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LAK 41 (8a)%¢
alkoxyamide derived HDACi
HDAC enzyme inhibition

ICs (HDAC 2): 92 nM
ICso (HDAC 6): 25 nM

Cytotoxic activity
ICso (HLEO):  213.7 £9.7 nM

4b -m
structure activity relationship
analysis

maintained HDAC enzyme inhibition
improved anti-leukemic activity

ICso (HDAC 6): 48 nM ICso (HPBALL): 459.8 + 35.2 nM favorable therapeutic window
1C50 (K562): 879.2 £ 25.5nM
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o o a 0 0 b 0 o
N A .0 _O. o N\\')l\ pe PeN —_— N\\')j\ 0 OH
1a-m 2 3 a-m 4 a-m
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compound R IC50 (HDAC2) [uM] | ICso (HDAC4) [uM] | ICso (HDACS) [uM] | IC5o (HDACS) [uM]
4a é 0.059+0.012 > 100 0.075+0.03 4.01+09
b
4b é/ 0.046 £ 0.009 > 100 0.026 £ 0.006 2.16+0.3
4c & 0.056 +0.013 > 100 0.026 + 0.008 5.20+1.0
(o]
|
4d é 0.015 +0.004 >100 0.038 £0.01 5.75+0.9
_0O
4e éj 0.065 +0.008 > 100 0.051 +£0.05 1.29+0.3
af é 0.045 +0.011 > 100 0.047 £ 0.015 2.32+0.3
F
4g é 0.048 +0.012 > 100 0.045 +0.012 6.38+1.6
F
4h %ﬁ 0.047 £ 0.008 > 100 0.081+£0.03 2.51+0.3
4i % 0.105 +0.016 > 100 0.049 +0.017 5.41+0.3
S
4j é 0.060 £ 0.03 > 100 0.064 £0.03 7.01+1.9
4k é 0.065 +0.03 > 100 0.108 + 0.004 4.86+0.5
CFy
4l g 0.010+0.003 > 100 0.030+0.01 3.68+0.5
4m é 0.0045 + 0.0007 > 100 0.064 £ 0.03 480+1.6
N
()
Vorinostat 0.165 + 0.006 47.8+6.0 0.047 £0.003 5.85+0.7
Panobinostat - N.D. 0.725+0.06 N.D. 0.299 +0.07
Tubastatin - N.D. N.D. 0.033+0.017 N.D.
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N%N/O\/\/\AN/OH
R S
§<\/S H H
compound R ICs5 (HL60) [NnM] |ICs5o (HPBALL) [nM]| 1C5,(K562) [nM]
4a é 424.6 £ 68.3 459.8 £35.2 879.2+25.5
|
4b é/o 332.1+56.2 523.1+58.2 993 +128.2
4c é\ 670.7 £ 74.8 714.6 £55.2 1478.7 £ 53
o
T
4d é 76.8+8.2 110.6 +15.2 180.8 +55.7
_O
4e é/F 352.4+255 359.9+20 873.9+2384
4f é\ 249.8 +84.5 421.2+44.7 656.1 +264.7
F
49 é 380.3+36.8 465.3+73.1 786.4 +230.9
F
4h és 168.1+ 104 355.9+19.6 526.5+28
4i % 313.7+96.5 403.8 +£46.2 722 +164
S
4j é 192.4+22.4 279+20.7 414.6 +38.8
4k é 263.7+70.7 446.4 £ 65.7 629.6 + 69.6
CF4
4l é 86+10.4 119.4+6.2 242.5+52
4m é 49.1+54 100.1+6 141.9+13.2
N
O
Vorinostat - 318.03+36.7 823.53+27 577.4+119.8
Ricolinostat - 2190.3+24.9 2583.7+71.16 2933+79.5
Cl994 - 1578.7 £92.5 4703.3+117.2 5331.3+948.17
Belinostat - 157.7+13.9 269.1+5 217.9+51.8
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