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Response to the letter: 
endocrine disturbances 
related to the use of lithium
Carta resposta: distúrbios endócrinos relacionados ao uso do lítio  

Cecília F. Giusti1, Soraya R. Amorim1, Ricardo Ayello Guerra1, Evandro S. Portes1

W e would like to thank you for your comments and interest in our article. Un-
doubtedly, the findings of your study add more information to the topic, with 

potential for further discussion.
According to our knowledge, studies on the use of free T4 (fT4) as a biomarker for 

therapeutic adjustment in patients using lithium is still an underexplored and innova-
tive field of research with very conflicting results in literature research.

Some studies do show a decrease in fT4 as described in your study (1). Others try 
to correlate this finding with a worsening in clinical response, showing greater severity 
of depression and more affective disorders related with a decreased fT4 level, but in 
an uncontrolled setting (2). In another study, a decrease in fT4 levels correlated with 
improvement in maniac symptoms (3).

Some other studies rather correlate higher T3 and fT3 levels with an improvement 
in psychiatric symptoms, instead of fT4 (4), describing a greater fT3/fT4 ratio as a 
favorable outcome marker of lithium prophylactic efficacy in major depressive disor-
ders, and conceiving T3 concentration as a necessary condition to optimal therapeutic 
response (5). 

On the other hand, a study in rats showed greater fT4/fT3 ratio following li-
thium administration, suggesting lithium would have a more pronounced effect in 
decreasing fT3 rather than fT4 (6). We also found an study in schizophrenic patients 
suggesting a possible inhibitory effect of lithium on peripheral conversion of fT4 to 
fT3 in susceptible patients showing an increased fT4 after lithium administration (7). 
Another study over a 12-month period with bipolar patients showed elevation in TSH, 
but no changes in fT4, fT3, T3 and T4 during lithium treatment whatsoever (8). 

All these studies with these variable and conflicting findings show the need of fur-
ther investigation to better understanding the relation of lithium and thyroid status 
concerning its therapeutic action in psychiatric disorders.
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