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Name EC50 range (µM) Reported cellular IC50 Original indication Highest phase smiles MOAs Known targets Cmax in humans Category Reference 

Apilimod 0.023 0.01 uM Autoimmune disease, Cancer Phase 2 Clinical Cc1cccc(c1)/C=N/Nc1nc(OCCc2ccccn2)nc(c1)N1CCOCC1 A PIKfyve-dependent PtdIns5P synthesis inhibitors (Blocking the endocytosis) PIKfyve Cmax 0.265 +/- 0.183 uM (70 mg QD) phosphoinositide kinase [44]

VBY-825 ~ 0.3 NA Bone cancer, NASH, PBC Phase 0 CC[C@@H](C(=O)C(=O)NC1CC1)NC(=O)[C@H](CS(=O)(=O)CC1CC1)N[C@H](C(F)(F)F)c1ccc(cc1)F A reversible cathepsin protease inhibitor Cathepsins B, L, S and V NA Cysteine protease

ONO 5334 ~ 0.5 85% reduction at 0.1 µM (human osteoclast-mediated bone resorption assay) Osteoporosis Phase 2 Clinical O=C(C1CCCCCC1)N[C@@H](C(=O)C(=O)N/N=C/1\SC[C@H](N1C)C)C1CCOCC1 A cathepsin K inhibitor Cathepsin K Cmax 1.6uM (300 mg QD) Cysteine protease [81,82]

MLN-3897 0.14* 40 - 60% inhibition at 0.01 uM (osteoclast formation assay) Bone disease, Inflammatory disease Phase 2 clinical Clc1ccc(cc1)C1(O)CCN(CC1(C)C)CCC=C1c2cc(ccc2OCc2c1cccn2)C(O)(C)C A specific antagonist of CCR1 C-C Motif Chemokine Receptor 1 (CCR1) Cmax 9.0 nM (10 mg QD) G-protein-coupled receptor [72]

SDZ-62-434 0.75* 5 uM - 111 uM (MTT cytotoxic assay) Cancer Phase 1 Clinical C1CCN(CC1)Cc1ccc(cc1)c1cc2ccccc2c2=NCCn12 A platelet-activating factor (PAF) antagonist, may have anti-inflammatory features derived from PI3K/Akt/NF-kappaB inhibitory activity PAF /PI3K/Akt/NF-kappaB pathway NA G-protein-coupled receptor [35]

YH-1238 ~ 0.95* NA Stomach ulcer Phase 1 Clinical COc1cccc2c1nc(Nc1ccc(cc1C)F)nc2N1CCc2c(C1C)cccc2 Potassium-competitive acid antagonist H+, K+ ATPase enzyme NA Proton Pump

Elopiprazole ~ 1.1* NA Psychotic disorder Phase 1 Clinical Fc1ccc(cc1)c1ccc([nH]1)CN1CCN(CC1)c1cccc2c1occ2 An antipsychotic drug of the phenylpiperazine class, an antagonist at dopamine D2 and D3 receptors and an agonist at serotonin1A receptors. D2, D3, 5-HT1A receptor NA Unspecified

astemizole ~ 1.1* 0.48 uM (HERG K+ channels), 0.086-0.37 uM (antiplasmodium activity) Allergies Registered and withdrawn COc1ccc(cc1)CCN1CCC(CC1)Nc1nc2c(n1Cc1ccc(cc1)F)cccc2 A histamine H1-receptor antagonist, KCNH voltage-gated potassium channel-1 inhibitor; Unspecified ion channel modulator Histamine H1 receptor NA Unspecified [70]
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