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Table S1. HDACs isoform selectivity comparison of 6b and tubastatin A.

6b tubastatin A

ICso (nM) ICso (nM)”

HDACI >20000 16400+2600
HDAC2 >100000 >30000
HDAC3 >30000 >30000
HDAC4 >100000 >30000
HDACS >100000 >30000
HDAC6 139.0+1.4 15+1
HDAC7 >100000 >30000
HDACS 3050+210 854+40
HDAC9 >30000 >30000
HDACI0 1870+50 >30000
HDACI1 >10000 >30000

“ Assays were performed in replicate (n = 3); ICs, values are shown as mean + SD.

b Cited from K. V. Butler, J. Kalin, C. Brochier, G. Vistoli, B. Langley, A. P. Kozikowski, Rational design and simple
chemistry yield a superior, neuroprotective HDACG6 inhibitor, tubastatin A. J. Am. Chem. Soc. 132 (2010), 10842-
10846.
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"H NMR of 6a
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BC NMR of 6a
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HPLC analysis of 6a
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Instrument

Agilent 1200

Column

Luna-C18(2) 2.0*50mm, Spum

Mobile phase A (MPA)

H,0+0.037 % (v/v) TFA

Mobile phase B (MPB)

ACN+0.018 % (v/v) TFA

Flow rate 0.8 mL/min
Time (min) 0.00 | 0.40 | 3.40 | 3.85 | 3.86 | 4.50
Gradient Ratio MPA (%) 99 99 10 0 99 99
MPB (%) 1 1 90 | 100 1 1
Detection 220 nm
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'"H NMR of 6b
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HPLC analysis of 6b
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Instrument Agilent 1200
Column Luna-C18(2) 2.0*50mm, Sum
Mobile phase A (MPA) | H,O+0.037 % (v/v) TFA
Mobile phase B (MPB) | ACN+0.018 % (v/v) TFA
Flow rate 0.8 mL/min
Time (min) 0.00 | 0.40 | 3.40 | 3.85 | 3.86 | 4.50
Gradient Ratio MPA (%) 99 | 99 10 0 99 | 99
MPB (%) 1 1 90 | 100 1 1
Detection 220 nm
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