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Description

Crisaborole (AN-2728) is a potent inhibitor of PDE4 and cytokine release; inhibit PDE4 with an IC50 of 0.49

uM.

IC50 & Target

IC50: 0.49 uM (PDE4)[1]

In Vitro

Crisaborole (AN-2728) inhibits PDE4, TNF-q, IL-2, IFN-y, IL-5 and IL-10 with IC50 values of 0.49, 0.54,
0.61, 0.83, 2.4 and 5.3 pM. Crisaborole (AN-2728) shows the most potent activity against PDE4 catalytic
domain, but it also shows inhibition against PDE1A3, PDE3Cat, and PDE7A1. Crisaborole (AN-2728)
inhibits PDE isozymes PDE1A3, PDE3Cat , PDE4Cat and PDE7A1 with IC50 values of 6.1, 6.4, 0.11 and
0.73 pM[1]. Crystallography reveals that interaction of benzoxaboroles with the hydrophobic pocket in the
PDE4 catalytic domain increase their affinity for PDE4. These benzoxaboroles strongly suppresses the
secretion of cytokines associated with Ps and AD[2]. Crisaborole (AN-2728) is a topically administered,
boron-containing, anti-inflammatory compound that inhibits PDE4 activity and thereby suppresses the

release of TNFalpha, IL-12, IL-23 and other cytokines[3].

In Vivo

Crisaborole (AN-2728) shows significant inhibition against the ear edema caused by phorbol ester after
dosing at 1 mg/earx2 (78% and 68%, respectively). The efficacy is comparable to that of dexamethasone,
suggesting that Crisaborole (AN-2728) has good anti-inflammatory activity as well as skin penetration[1].
Crisaborole (AN-2728) is reported to be well tolerated and to demonstrate significant effects on markers of

efficacy, with results that are comparable to positive controls in clinical trials[3].

Solvent&Solubility

In Vitro:
DMSO : 2100 mg/mL (398.33 mM)

*">" means soluble, but saturation unknown:

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 3.9833 mL 19.9164 mL 39.8327 mL
Stock Solutions 5mM 0.7967 mL 3.9833 mL 7.9665 mL
10 mM 0.3983 mL 1.9916 mL 3.9833 mL
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1B IRIEAER:  10% DMSO—~40% PEG300 —~5% Tween-80 — 45% saline

Solubility: 2 2.5 mg/mL (9.96 mM); Clear solution
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M7 ETFRAS 2 2.5 mg/mL (9.96 mM, YEFIEARA) IS AT
LA mL TAERCA), B 100 pl 25.0 mg/mlL (7 DMSO fi# % IKINE] 400 uL PEG300 1, &40

FR R Z A 50 L Tween-80, R&IIE]: SASG4EINA 450 pL AEEEER/KEZA S 1 mL.

2RI IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: = 2.5 mg/mL (9.96 mM); Clear solution

M7 ETFRAS 2 2.5 mg/mL (9.96 mM, AT ARA) IS AT

PL 4 mL TAER ], B 100 pL 25.0 mg/mL 95 DMSO %8N 900 uL 20% ¥ SBE-B-CD £
HER KA, IREIA .

A KIF I IR R: 10% DMSO  —90% corn oil

Solubility: = 2.5 mg/mL (9.96 mM); Clear solution

BET7 RIS 2 2.5 mg/mL (9.96 mM, YRR EN) B ER, BT7 RANE H T SRR R A A B R
s,

Bl mL TAER 6], B 100 pL 25.0 mg/mL {354 DMSO f§&iinE] 900 L Fkiheh, REe#4.
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