Pre-clinical evaluation of two novel benzamides LB-102 and 103
for the treatment of schizophrenia
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Schizophrenia is a debilitating disease affecting ~1% of the population. Despite a surfeit of schizophrenia drugs, biileiion cenizits 1] were cefznallzs) e ligewe el euseys
according to the APA, 60% of patients do not adequately respond to treatment. LB-102 and LB-103 are novel
benzamides designed to improve the poor blood brain barrier (BBB) permeability of amisulpride, a well established
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Pharmacokinetics p.o. dosing of rats (3/grp) LB-102. LB-102 NOR Object exploration data from a sub-chronic PCP NOR study AIC Climbing Scores from an Apomorphine Induced Climbing (AIC)

displays a demethylation burst (possibly 1st pass) followed by a
steady state having equal proportions of LB-102 and demethylated
metabolite (amisulpride). LB-102 affords exposures of active agents
(parent and metabolite) equal to amisulpride. Mouse PK (not shown)
was similar.

study in mice (n = 8/grp) showed that LB-102 significantly reduced
apomorphine-induced climbing behaviour and was statistically
indistinguishable from amisulpride.

in rats (2 mg/kg i.p. twice daily followed by 7 days drug free
(n = 10/grp) measured 60-180 min post dose drug.
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lished” and proprietary data the relationship between plasma concen- LMA Total Ambulatory Distance data from an amphetamine induced Translation to the Clinic . . '
tration and apparent D2/D3 receptor occupancy (both D2 and D3) is LMA rat study (n =10/grp) measured 6 h post-dose amphetamine dose LB-102 provides efficacy in rat and mouse behavioural studies consistent
plotted above. These data informed choice of dose and observation over the course of an hour. Treatment groups marked with * were with C'm'SU!P”de. exposure known to prowc!e clinical efficacy. Clinical
time for behavioural studies, and are expected to have application in statistically superior to amphetamine (p < 0.01), and 30 mg/kg LB-102 dosg selechor? will be gmc.led b)f animal eFF'CC'F)’ and receptor occupancy
selecting dosing for clinical studies. (**) was astatistically superior to 30 mg/kg amisulpride (p < 0.05). studies (ongoing) and amisulpride human dosing.
DISCUSSION CONCLUSION
LB-102 and LB-103 are next generation analogs of amisulpride designed to retain the LB-102 and LB-103 have target level binding, DMPK, rodent behavioural model efficacy,
antipsychotic activity of amisulpride (an antipsychotic licensed for use in Europe since 1993) and drug safety comparable-to-superior to amisulpride.
at lower doses, providing a potentially improved side effect profile. Studies to date with
LB-102 and LB-103 demonstrate: LB Pharmaceuticals expects to initiate Phase 1 clinical trials in early 2019.
1. CNS receptor binding profiles comparable to amisulpride
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