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[Abstract] Bromodomains (BRDs) are a type of conserved protein domains that recognize acetyl-lysine and facilitate the formation of protein

complexes that drive active transcription. N-terminal acetylation or deacetylation of histone lysine modifies the structure of chromatin, thereby

regulating transcriptional activation and inhibition. Small-molecule inhibitors of BRDs compete with acetyl-lysine in binding the hydrophobic

pocket of BRDs, playing important roles in epigenetic regulation and showing great potential in the treatment of tumor, inflammation,

autoimmune diseases and cardiovascular diseases. The progress in BRDs inhibitors and their roles in the treatment of diseases, so as to provide

reference for the design and development of efficient and selective small-molecule inhibitors of BRDs.
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Figure 1 Transcriptional regulation by BRD4
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Figure 2 Two dimensional model of binding between
JQ1 and BRD4
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Table 1 Inhibitors of BET bromodomain in clinical trials

R Vg MEME IRKKE i& R iE
1 # NCT01713582 S e s AR A L R R

0TX-015 Oncoethix (Merck) 13 NCT02259114 i 30 S AR
1T NCT02296476 85 R T I R4 R

Constellation I NCT01949883 HEAT MR R
CPI1-0610 134 NCT02157636 Z R E B
Pharmaceuticals

I3 NCT02158858 Mk Mf H BEHY A S8 SR G 1E . B REHY A S -1 g A M st
I3 NCT01987362 SEARIR

TEN-010 Tensha Therapeutics
I NCT02308761 SMEBEEM A L (AML) BB A
134 NCT01587703 28 e AN L A e i

I-BET762 GSK I3 NCT01943851 YR A e e
3 NCT02964507 T 2 S AP B 1 L e
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51 70 2aE] MM EEKERE
13 NCT00768274
T3 NCT01058018
I NCT01067820

RVX-208 Resverlogix
113 NCT01423188
1T NCT01728467
3 NCT02586155
ABBV-075 AbbVie I 44 NCT02391480
INCB 054329 Incyte T3 NCT02431260
BMS-986158  Bristol-Myers Squibb T NCT02419417
FT-1101 Forma Therapeutics I 44 NCT02543879
BI 894999 BoehringerIngelheim I8 NCT02516553
(GSK2820151 GSK 1 NCT02630251
7EN-3694 Zenith Epigenetics (] ggg%%ézgg
GS-5829 Gilead Sciences o NC102392611
T34 NCT02607228
NMP Peter MacCallum 14 NCT02468687
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Figure 3 CBP/p300 acetylation promotes leukemogenesis
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