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Cortical disinhibition in schizophrenia Dorsal Anterior Cingulate Cortex (dACC) Double-blind placebo-controlled 4-way crossover design
* Loss of recurrent GABA inhibition of glutamate neurones « Both doses of AUT00206 attenuated ketamine BOLD responses « pharmacoMRI effects were observed following 2 single doses (800 and 2000 mg)
» Loss of parvalbumin (PV) containing fast-spiking GABA interneurones (a) « 800mg AUTO002006 effective in first and second 8 minute post-infusion epochs AUTO00206 on ketamine-induced BOLD response in healthy male volunteers
* Due to impaired NMDA-mediated glutamate drive of PV neurones? (b) « 2000mg AUT00206 effective only in second 8 minute epochs
* Mimicked by ketamine block of NMDA associated ion-channels { Visit 1 .
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* Treatment x time interaction AUT2000 mg vs placebo on ketamine p=0.04 Inclusion criteria Doses studied
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« AUTO00206 is a Kv3.1/3.2 potaSS|um channel pOSItIVG allosteric modulator epOChS In either area. » History of positive test for hepatitis B, hepatitis C, HIV-1 or HIV-2. ketamine, specifically dorsal anterior cingulate cortex,
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Psychosis ratings +% PANSS Positive
Reversal of ketamine phMRI in the rat by AUT00206 « Ketamine increased PANSS scores . [ )5 - :EEtTSOOmg CONCLUSIONS

-  AUTO00206 10mg/kg more effective than 60mg/kg - AUTO00206 did not reduce the effect of A AUT2000mg
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