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Forging links in Causal Chains: Genes = Diagnosis = Treatment
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Reduced spindle density in schizophrenia is a reliable and generalizable finding

Standardized Mean Difference

Study Total SZ Total HC

Buchmann et al., 2014 21 21 ——|
Wamsley et al, 2012 21 17 —a=
Seeck-Hirshner et al, 2010 21 22 — .
Goder et al, 2015 16 16 —
Schilling et al., 2017 17 17 N
Sasidharan et al_, 2017 36 37 .
Genzel et al, 2015 16 16
Ferrarelli et al., 2007 18 17 —
Ferrarelli et al, 2010 49 44 L
Baran et al., 2019 22 29 ..
Manoach et al_, 2014 15 25 — .
Kaskie et al., 2019 27 23 —
Guenole et al., 2014 10 10 ’
Manoach et al_, 2014 19 12

Schilling et al., 2017 13 17

Lai et al., Psychiatry Res, 2022
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Group differences

Kozhemiako et al., elife, 2022
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Challenge: Genetic Heterogeneity
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Andrade et al., Scientific Reports, 2016  Goshal et al., Translational Psychiatry, 2020 Herzog et al., BioRxiv, 2022




Challenge: Phenotypic Heterogeneity

a Snake!




Challenge: Finding robust biomarkers for treatment studies

ESZ > PL
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Mylonas, Baran et al., Neuropsychopharm, 2020



Challenge: Complexity of the circuitry

Experienced episodes

Adapted from Born & Wilhelm, 2011



Challenge: Drugs effects are not specific
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Sleep may be the new frontier for treating these circuitopathies

With gratitude to my lab, collaborators, study
participants, and funders
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