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  Figure S1. Identifi cation and characterization of a novel brain-permeable inhibitor of BET proteins (I-BET858).  (A) Acetyl lysine ligand displace-

ment, direct Biacore binding and functional BET inhibitory activity in human blood by I-BET858 and related I-BET151 and I-BET762 compounds was measured 

using standard protocols ( Nicodeme et al., 2010 ;  Dawson et al., 2011 ). (B) Pharmacokinetic parameters of in vivo I-BET858 treatment were determined for 

mouse and rat brain tissue and blood as referenced in Methods section. Graph shows mouse brain (black) and blood (red) I-BET858 concentrations in nM at 2, 

16, and 26 h after a single i.p. injection of 30 mg/kg ( n  = 4–10 mice/time point). (C) OMIT maps of different electron density at the acetylated-lysine site are 

shown. (D) X-ray crystallography of the BRD4–BD1 complex with I-BET858 was performed as described previously ( Nicodeme et al., 2010 ).   
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  Figure S2. Affi nity analysis of I-BET858 for bromodomain-containing proteins.  (A) I-BET858 binding affi nities across 34 bromodomain-contain-

ing proteins, including the BET subfamily with Kd > 1 μM are indicated by pink circles. (B) I-BET858 affi nities across 34 bromodomain-containing proteins 

are shown using BROMO scan  Bromodomain Profi ling ( Theodoulou et al., 2015 ). I-BET858 shows highest affi nity for the BET subfamily with >1,000 fold 

selectivity.   
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 Table S1 (available as an Excel fi le) contains the eff ects of I-BET858 treatment on gene expression in primary neurons in vitro 
(2 and 12 h). Table S2 (available as an Excel fi le) lists the eff ects of I-BET858 on BDNF-inducible gene expression in primary 
neurons in vitro (2 and 12 h). Table S3 (available as an Excel fi le) displays the eff ects of acute and chronic I-BET858 on striatal 
gene expression in vivo. Table S4 (available as an Excel fi le) shows the gene lengths analysis of I-BET858 suppressed genes in 
vitro and in vivo. 
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