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Fig. 1 Known JAKS inhibitors
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Janus kinase 3 (JAK3) is a protein tyrosine kinase of the Janus family, which includes JAK1,
JAK2, and TYK2. JAK3 binds specifically to the common gamma chain of the cytokine
receptors, which are associated with the proliferation and differentiation of lymphocytes.
Pyrrolopyrimidine, tetracyclic pyridone and oxindole derivative are known as JAKS3 inhibitors.
IKK B8 inhibitor 4 has been reported to show potent in vivo efficacy and in vitro inhibitory
activity against other kinases. Compound 4 was found to be a relatively potent JAKS inhibitor,
so we started the investigation of novel thiophene derivatives. The replacement of the
carbamoyl group or the ureido group resulted in loss of potency. Compounds (5, 6), in which
the 1sopropyl group or the acetyl group was introduced at position 2 of the phenyl ring,
exhibited potent inhibitory activity against JAK3 and less inhibitory activity against IKK 3.



