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ACY-738

ICs (HDAC1) = 94 nM (HDAC1/6) 55-fold

ICso (HDAC2) = 128 nM (HDAC2/6) 75-fold

IC5o (HDAC3) = 218 nM (HDAC3/6) 128-fold
IC5o (HDACS) = 1.7 nM

Acetylon Pharmaceuticals

Ricolinostat (ACY-1215)

ICs, (HDAC1) =58 nM (HDAC1/6) 12-fold

ICs, (HDAC2) = 48 nM (HDAC2/6) 10-fold

IC5, (HDAC3) = 51 nM (HDAC3/6) 11-fold
IC5, (HDACS) = 4.7 nM

Acetylon Pharmaceuticals




Tubacin

ICso (HDAC1) = 1,400 nM  (HDAC1/6) 350-fold

ICso (HDAC2) = 6,270 "M (HDAC2/6) >1000-fold

ICs, (HDAC3) = 1,270 nM  (HDAC3/6) 318-fold
ICs, (HDACB) = 4 nM

Dr. Stuart L. Schreiber

Tubastatin A

ICs, (HDAC1) = 8,100 nM (HDAC1/6) > 1000-fold

ICs5, (HDAC2) = 18,600 nM (HDAC2/6) > 1000-fold

IC5o (HDAC3) = 7,6000 nM (HDAC3/6) > 1000fold
ICs, (HDACE) = 4.4 nM

Dr. Alan P. Kozikowski group

ICso (HDAC1) = 5,230 "M (HDAC1/6) >1000-fold
Y@l 1C., (HDAC2) = 32,800 nM (HDAC2/6) >1000-fold
ICs (HDAC3) = 29,500 nM (HDAC3/6) >1000fold

N
/@J ICso (HDACS) = 2.3 nM
Cl

Dr. Alan P. Kozikowski group




ACY-775

Acetylon Pharmaceuticals

ACY-1083

Acetylon Pharmaceuticals

MPTOG211

Dr. Jing-Ping Liou group

ICso (HDAC1) = 2,123 nM  (HDAC1/6) 283-fold
ICs, (HDAC2) = 2,570 nM (HDAC2/6) 343-fold
IC5, (HDAC3) = 11,223 nM (HDAC3/6) >1000-fold
ICs, (HDAC6) = 7.5nM.

HDAC1/6 > 260-fold
HDAC2/6 >260-fold
HDAC3/6 > 260-fold
ICs, (HDAC6) = 3 nM

ICso (HDAC1) = 9,550 nM(HDAC1/6) >1,000-fold

ICso (HDAC2) = 12,500 nM (HDAC2/6) >1,000-fold

ICso (HDAC3) = 7,750 nM (HDAC3/6) >1,000-fold
ICso (HDACS) = 0.29 nM




Legend. HDACS6 inhibitors and selectivity over HDAC 1, 2, and 3. The half maximal inhibitory
concentration (IC50) is indicated for each HDACS6 inhibitor. The selectivity over HDAC 1, 2, and 3 is
indicated for each drug.

Additional HDACS6 inhibitors

HDACS6 inhibitor W-2 from Dr. Alan P. Kozikowski group, IC50 21 nM.
HDAC1/6 153 fold, HDAC2/6 59.5 fold, HDAC3/6 62.9 fold.

HDACS6 inhibitor 5-Aroylindole 6 from Dr. Jing-Ping Liou group, IC50 3.92 nM.
HDAC1/6 558.7 fold, HDAC2/6 144.9 fold, HDAC3/6 > 1000 fold.
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