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ARV-825 is a BRD4 degrader based on PROTAC technology. ARV-825 binds to BD1 and BD2 of BRD4

Description
with Kgs of 90 and 28 nM, respectively.
IC5¢ & Target Kd: 90 nM (Bromodomain 1 of BRD4), 28 nM (Bromodomain 2 of BRD4)!"!
ARV-825 is a hetero-bifunctional proteolysis-targeting chimera (PROTAC) that recruits BRD4 to the E3
ubiquitin ligase cereblon. ARV-825 actively recruits BRD4 to cereblon, resulting in the rapid and efficient
In Vitro degradation of the former via the proteasome. Given that BRD4 and cereblon binding moieties in ARV-825

have Kgs of 28-90 nM and ~3 puM to their respective targets, this suggests that ARV-825 acts in a
substoichiometric way in mediating BRD4 degradation. ARV-825 treatment results in prolonged BRD4

down-regulation and downstream signaling suppression compared to BRD4 inhibitorsl'l.

Solvent&Solubility

In Vitro:
DMSO : 2 50 mg/mL (54.15 mM)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 1.0829 mL 5.4146 mL 10.8292 mL
Stock Solutions 5mM 0.2166 mL 1.0829 mL 2.1658 mL
10 mM 0.1083 mL 0.5415 mL 1.0829 mL
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VIR I IR ): 10% DMSO—40% PEG300 —5% Tween-80 — 45% saline

Solubility: = 2.5 mg/mL (2.71 mM); Clear solution

BeJT AR 2 2.5 mg/mL (2.71 mM,  PELFTEE R AT ST .
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2K IR AR 10% DMSO  —~90% corn oil
Solubility: = 2.5 mg/mL (2.71 mM); Clear solution
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KRS%:

Kinase Assay

Affinity of compounds (e.g., ARV-825) with Bromodomain 1 and 2 of BRD4 is determined with

BROMOscan by DiscoverX[1].
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