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Introduction: Treatment-resistant depression (TRD) is highly
prevalent and can affect one in three patients with unipolar depres-
sive disorders. Lithium is an established option in the treatment of
TRD. However, real-world data on how this recommendation is
perceived by prescribers, as well as psychopharmacological and
diagnostic correlates, remain scarce.
Objectives:To investigate the frequency, diagnostic predictors, and
prescribing patterns of lithium in patients diagnosed with unipolar
depressive disorders in Greece, with a focus on polypharmacy and
potential drug interactions.
Methods: We analysed a large Greek nationwide prescription
database covering all ICD-10 unipolar depression codes for one
calendar year. Logistic regression models were used to identify
diagnostic predictors of lithium prescription, adjusting for age,
sex, and psychiatrist involvement. We examined co-prescription
patterns and potentially interacting drugs. Sensitivity analyses were
conducted to exclude patients with coexisting psychiatric disorders
during the observation period.
Results: A total of 9,218,025 prescriptions were retrieved for
753,142 patients who received at least one unipolar depressive
disorder diagnosis. Of these, 1,314 patients (0.174%) were pre-
scribed lithium (people prescribed lithium, PPL). PPL were
younger, with males overrepresented, and were more likely to have
been treated by a psychiatrist. Disorder severity markers such as
psychotic symptoms (adjusted odds ratio (aOR) 6.05 (5.21, 6.81))
and mixed presentations (aOR 7.12 (5.11, 9.08)) were predictive of
lithium prescription. The most commonly prescribed primary
agent was venlafaxine (38% of PPL), while atypical antipsychotics
were the most frequently co-prescribed drug class (51%). The
historically first described effective combination of lithium + tri-
cyclic antidepressant was prescribed to 7% of PPL.
One in thirteen PPL received a potentially interacting drug, pre-
dominantly in the class of antihypertensives.
In sensitivity analyses, the proportion of PPL among those that
consistently received only a unipolar depression was even lower
(0.08%).
Conclusions: Lithium prescription in unipolar depressive dis-
orders remains unpopular and is predominantly given in those
with severe depression. Newer antidepressants are favoured against
the classical combinations of lithium and tricyclic antidepressants.
Despite proven efficacy and a sustained positioning in the treat-
ment algorithms for treatment-resistant depression, other alterna-
tives are preferred.
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Introduction: Thyroid hormones regulate mood, brain develop-
ment and neurotransmitter systems. The association between thy-
roid dysfunction and major mood disorders, including major
depressive disorder (MDD) and bipolar disorder (BD) has been
extensively studied, but it is unknown whether these associations
are causal or not. Thyroid dysfunction, both hypothyroidism and
hyperthyroidism, is strongly linked to developing mood disorders.
Thyroid hormones showpotential as biomarkers inmood disorders
by predicting treatment outcomes.
Objectives: We performed a literature review on the association
between thyroid hormones, thyroid dysfunction and developing
mood disorders, as well as on the role of thyroid hormones as a
biomarker of treatment response in mood disorders.
Methods: We searched the electronic databases PubMed, Psy-
cINFO and EMBASE to identify appropriate studies. All relevant
articles over the last 20 years were included. Search terms included
thyroid hormones, thyroid dysfunction, mood disorders, depres-
sion, bipolar disorder, and biomarkers.
Results: Many studies have shown that thyroid dysfunction is
associated with depression. Hypothyroidism has been considered
a strong risk factor for developing depression.However, newer studies
have shown that the association between hypothyroidism and clinical
depression is considerably lower than previously assumed. Several
studies have proposed that thyroid hormones may have a role in the
etiology of bipolar disorder. Increased prevalence of thyroid autoanti-
bodies in bipolar patients indicates that a thyroid autoimmunity
present in 20-30% of patients with BD might be a genetic marker of
vulnerability for bipolar disorder. It is also important to recognize the
thyroid hormone mechanisms beyond the HPT axis and the role of
deiodination, the conversion of T4 to biologically active T3, and the
genetic variation of thyroid deiodinase enzymes in patients with
depression. Injection of T3 increases neurogenesis by upregulating
BDNF. With respect to thyroid function and treatment response in
mood disorders, in some cross-sectional studies of patients with
MDD, higher FT4 concentrations were associated with more severe
depression, while a significant decrease in T4 was associated with
treatment and clinical improvement. T3 augmentation in MDDwith
partial response to antidepressants is usually effective with a 50%
improvement rate. T4 augmentation is effective in patients with
bipolar disorder. Higher doses of T4 are helpful in rapid cycling
bipolar disorder. Finally, brain-targeted thyromimetic ABX-002, as
a CNS-directed thyroid hormone receptor beta agonist, is currently
studied as an adjunctive treatment for MDD and BD.
Conclusions:Although there is no definite answer about the causal
relationship between thyroid dysfunction and mood disorders, the
role of thyroid hormones in mood regulation and response to
antidepressant treatments is significant.
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