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Autoimmune system disorders Biological Target: Sphingosin-1-phosphate 1 receptor (S1P,)

The present application discloses a series of pyridyloxadiazoles as agonists of S1P;. The compounds of the invention show a
certain level of selectivity for S1P; receptor over the S1P; receptor. The compounds claimed here are potentially useful in
the treatment of a wide range of disorders such as rejection of transplanted organs, rheumatoid arthritis, multiple sclerosis,
Crohn’s disease, psoriasis, asthma, type I diabetes, and cancer.

FYK720, Gilenya, an agonist of SIP1, S1P3, S1P4, and S1PS receptors, is the first orally bioavailable drug approved for the

treatment of multiple sclerosis.
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Compound 1 Compound R Compound R
2 n-propyl 6 isopentyl
3 isopropyl 7 pentyl-3-yl
4 n-butyl 8 cyclopentyl
5 isobutyl

The agonistic activity of the compounds was evaluated using a GTPy'S binding assay in CHO cells expressing recombinant

human S1P; receptor or S1P; receptor.

Compound S1P; ECso(nM) S1P; ECso (nM)

1 2.1 9950
2 0.7 1120
3 0.3 3940
4 1.8 700
5 0.2 757
6 5.1 2600
7 0.1 1340
8 0.1 736
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