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Tetrahydroindazolone (THI) was recently recognized as an important 

pharmacophore because of its excellent biological activity as a potent inhibitor of 

heat-shock protein 90. SNX-2112, a novel THI core inhibitor of Hsp90, is currently in 

phase III clinical trials. In here, tetrahydroindazolone derivatives were synthesized and 

evaluated for biological activity against colon cancer cell (H226), Human T cell 

lymphoblast-like cell line (Jurkat), and nasopharyngeal cancer (NPC-TW01). The 

structure-activity relationship of THI derivatives results were shown that the N-1 

substituted tetrahydroindazolone possessed more potential activity against cancer cell 

line than those of corresponding N-2 substituted THI derivatives. The 4-methylphenyl 

THI (10k), 2-methylphenyl THI (10m), and 3,5-dichlorophenyl THI (10p) were 

demonstrated potent activity against H226, Jurkat, and NPC-TW01 in vitro, respectively. 

The 4-chlorophenyl THI (10e) was also shown good activity antitumor efficacy in vivo. 

 


