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Very interesting study. Some minor remarks : - Could the authors tell something about the clinical

relevance. Could those results already be translated in a diagnostic assessment (for example standard

blood sampling ?) - Why no "pyschotic-group' and rationale for 4 groups ? - Which questionaires have

been used to assess childhood adversity and traumatic experiences. Please mention this in the

manuscript.
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This study examined the associations between mental disorders and infectious, atopic, inflammatory
diseases while adjusting for other risk factors. The authors used data from PsyCoLaus, a large Swiss
Population Cohort Study (N=3720; age range 35-66). A French version of the semi-structured
Diagnostic Interview for Genetic Studies (DIGS) was used in the PsyCoLaus study to assess a broad
spectrum of lifetime DSM-IV Axis I criteria. The DIGS allowed for gathering additional information
on the course and chronology of comorbid features. However, the brief phobia section of the DIGS
was replaced by the corresponding sections from the Schedule for Affective Disorders and
Schizophrenia - Lifetime Version (SADS-L) in the current study. All diagnoses are lifetime diagnoses.
Lifetime diagnoses of mental disorders were grouped into the following categories:
neurodevelopmental, anxiety (early and late onset), mood and substance disorders. They were
regressed on infectious, atopic and other inflammatory diseases adjusting for sex, educational level,
familial aggregation, childhood adversities and traumatic experiences in childhood. A multivariate
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logistic regression was applied to each group of disorders. In a complementary analysis interactions
with sex were introduced via nested effects. As a result, associations with infectious, atopic and
other chronic inflammatory diseases were observable together with consistent effects of childhood
adversities and familial aggregation, and less consistent effects of trauma in each group of mental
disorders. Streptococcal infections were associated with neurodevelopmental disorders (men), and
measles / mumps / rubella-infections with early and late anxiety disorders (women). Gastric
inflammatory diseases took effect in mood disorders (both sexes) and in early disorders (men).
Similarly, irritable bowel syndrome was prominent in a sex-specific way in mood disorders in
women, and, moreover, was associated with early and late anxiety disorders. Atopic diseases were
associated with late anxiety disorders. Acne (associations with mood disorders in men) and psoriasis
(associations with early anxiety disorders in men and mood disorders in women) contributed
sex-specific results. Urinary tract infections were associated with mood disorders and, in addition, in
a sex-specific way with late anxiety disorders (men), and neurodevelopmental and early anxiety
disorders (women). In conclusions, infectious, atopic and inflammatory diseases are important risk
factors for all groups of mental disorders. The sexual dimorphism of the associations is pronounced.
Importance: There is an increasing awareness that infectious diseases, atopies and inflammatory
conditions contribute to the risk for neurodevelopmental disorders (ND) and common mental
disorders (CMD). This is the first study to apply a comprehensive epidemiological perspective on the
associations of major groups of ND and CMD with infectious, atopic and inflammatory diseases. The
findings add to the evidence that infectious, atopic and inflammatory diseases make up an important
group of risk factors for neurodevelopmental and common mental disorders. They contribute
independently of further major risk factors such as childhood adversities, traumatic experiences and
familial aggregation. Each group of mental disorders (neurodevelopmental, early and late anxiety,
mood, substance) attracts different combinations of risk factors. The sexual dimorphism of the
associations is pronounced. In addition, the authors provided very reasonable hypotheses. A
hypothesized biological mechanism that acts as a common denominator in this group of risk factors
involves imbalances, e.g. within the development of the immune system interfering with critical
stages of brain development. In agreement with epidemiological research, the microglia pathway
offers new perspectives for the understanding of the sex-ratios in mental disorders. Microglia
numbers in males and fem
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Intriguing approach to the biology of major psychiatric disorders. Gender differences are critically

important for the further efforts to understand the role of inflammation.
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