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Dys!undmna\ signaling by the immunoendocrine mediaor serolonin (5-HT) may play an mportant ole in the palhevhys\u\egy of
alterations in 5-HT produci
enterochromafin ells(EC). The frststep of 5 HT synthess n the gut s catalyzed by typtophan hycorylase 1 rrPHn prominenty
‘expressed in EC. Experience with both TPHI knockout mice and the TPH inhibitor para-chlorophenylalanine ilustrates tha reduction
" inflammatory damage in of IBD. * These data, along wilh the reported association
between 5-HT production and various gastrointestinal (GI) diseases, support the hypothesis that lowering 5-HT production could
provide a benefit mv \sn  patets. We have developed TPH inhlbitors that dsplets serotorinin the perchery but ot nthe cenrl
activity is thought (o play a
role. We vepaned e iscovery ofthe TPH inibior L X1606 (aka LX1032), which recuced peripheral 5HT producton n precirical
‘and human studies. We now evaluate the efficacy of LX1606 in an experimental IBD model with the goal of developing a new
therapeutic approach for IBD.
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RESULTS

LX1606 (aka LX1032), a Novel Inhibitor of Serotonin Synthesis,
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LX1606 reduces serotonin content in the periphery, but not in the brain.
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Mice (n=5 per group) were treated with the indicated doses of LX1606 for 6 days before analysis.

Treatment with LX1606 decreases 5-HT concentration in blood.
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Treatment with LX1606 prevents the increase in blood

Treatment with LX1606 provides significant protection in a mouse model of
inflammatory bowel disease.
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LX1606 (200 mg/kg po, qd), sulfasalazine (100 mg/kg po, qd), and vehicle reatment started 6 days before TNBS challenge
and continued throughout the experiment. The study started with 10 mice per group; 4 mice died by the end of the assay in
the vehicle group and none in the other groups.

Histopathology evaluation confirms significant protective effect of LX1606 in
the mouse IBD model.
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Alleviates Development of Inflammatory Bowel Disease in a Preclinical Model

LX1606 treatment results in a trend toward decreased expression of
proinflammatory cytokines after TNBS challenge.
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CONCLUSIONS

+ LX1606 is a novel, orally-delivered inhibitor of tryptophan hydroxylase that reduces

serotonin production:
- Absorbed into peripheral circulation

- Does not cross the blood-brain barrier

+ LX1606 consistently reduced 5-HT levels in the periphery but not in the brain.

« Treatment with LX1606 showed a strong positive effect in ameliorating TNBS-
induced IBD in mice as by various of disease de

« These preclinical data demonstrate that inhibition of TPH activity by LX1606 may

that is observed after TNBS challenge. 15 100 S | L
e =i o {0 target th e v '—\Fm provide a new approach for the treatment of IBD and its serotonin-mediated
nockouts reveal a new mechanism to target the serotonin pathway. © Ssymptoms.
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