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Abstract

SHP2 is of importance for the regulation of essential cellular processes that control growth, diffe-
rentiation, metabolism, motility and apoptosis and has potential as a drug target. Diaryl ketones
are frequently used as core motifs for fragment-based drug discovery (FBDD). A series of diaryl-
ketones was evaluated as a new class of inhibitors against Scr homology-2 domain containing
protein tyrosine phosphatase-2 (SHP2). Among them, (4-methoxyphenyl) (phenyl) methanone
(11), (2-fluorophenyl) (thiophen-2-yl) methanone (1u), (2,4-dimethoxyphenyl) (2-fluorophenyl)
methanone (1v) exhibited enzyme inhibitory ratio at the dose of 20 pg/mL with 53.90% * 8.35%,
47.03% * 4.85% and 50.08% * 3.90% respectively and these results would be highly advanta-
geous for fragment-based drug discovery to obtain selective SHP2 inhibitors.
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Figure 1. Pharmaceutical with diary ketone motif
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Table 1. Instruments and equipments
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Table 2. Inhibitory ratio of compounds diaryl ketones 1a-1v against SHP2" ™"
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