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The elucidation of the mechanisms underlying treatment-resistant depression by
steroid and peptide hormones
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We revealed that serum cortisol levels were higher in patients with
schizophrenia compared to those with depression, and the correlation between serum IGF-1 levels and
severity differed between depression and schizophrenia, suggesting that the differences in these
hormones may reflect the pathophysiological differences between the two disorders. Additionally, we
first reported that serum IGF-1 levels are positively correlated with insulin resistance only in
non-remitted depression patients, but not in remitted ones. Furthermore, through a longitudinal
study, we demonstrated the potential of serum IGF-1 and dehydroepiandrosterone sulfate levels as
predictive factors for treatment-resistant depression.
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® Relationship between treatment responsiveness and serum DHEAS levels for
depression
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® Association between insulin resistance and serum insulin-like growth factor 1
levels in patients with non—-remitting major depressive disorder
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@ Relationship between the response to the treatment of depression and serum
insulin—-like growth factor—-1 levels: a longitudinal study

Background: Insulin-like growth factor—-1 (IGF-1) is important in neuronal formation
and myelin sheath synthesis, and may be linked to major depressive disorder (MDD).
However, there have been few longitudinal studies, and it is unclear whether the
serum IGF-1 levels of the patient affects their treatment outcomes. Therefore, we
aimed to longitudinally assess whether the serum IGF-1 levels of patients with MDD
affects their subsequent treatment outcomes.

Methods: We recruited 39 patients with MDD aged 218 years who were receiving
outpatient or inpatient care at Niigata University Medical and Dental Hospital.
Blood samples were collected in the morning after a >8-hour fast to measure serum
IGF-1 levels, and psychiatric symptoms were evaluated using the Hamilton Rating
Scale for Depression (HAM-D). These assessments were made at baseline and <3 months
later.

Results: The age of the participants was 40.0%15.6 years; 19 were male and 20
were female. Their baseline HAM-D score was 19.6%+6.0, their serum IGF-1 levels
was 169.6+49. 3 pg/dl, the change in the HAM-D score was —7.6=%7.1, and the duration
of treatment was 41.47%17.8 days (all mean == SD). A stepwise multiple regression
analysis identified the baseline serum IGF-1 levels to be a predictor of the change
in HAM-D score (adjusted R*=0.171, B=0.43, P<0.001).

Conclusions: A high serum IGF-1 levels in patients with MDD may be associated with
a poorer improvement in depressive symptoms with treatment. Serum IGF-1 levels may
represent a useful predictor of treatment response in such patients
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