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ABSTRACT

An anti-suicide effect has been well documented in pro-
longed lithium treatments, with high-quality evidence in 
bipolar disorder and unipolar depression, shown to be sig-
nificantly superior to other mood stabilizers, with a 50-80% 
of reduction in suicide risk.

We illustrate the case of a 70-year-old man who was ad-
mitted to our unit for attempted suicide by hanging after 
discontinuation of lithium treatment due to the detection 
of renal damage. Clinical stability had been maintained since 
the onset of the disease with a dose of 1200 mg/d, which 
was then reduced to 600 mg/d, obtaining maintained infra-
therapeutic levels of lithium of 0.32-0.34 mEq/L, psycho-
pathological stability persisting for several more years.

Subsequently, progressive lithium withdrawal was per-
formed over a 6-month period, which conveys depressive 
decompensation with delusion of harm approximately one 
month after complete withdrawal, without any improve-
ment under antidepressant and antipsychotic treatments, 
culminating in attempted suicide aforementioned.

Notwithstanding an evident mood stabilizing and an-
ti-suicide effects, and the fact that one third of the patients 
with bipolar disorder are considered excellent responders to 
lithium monotherapy, with complete remission of affective 
relapses, its use has declined in different countries for the last 
decades in favor of other drugs with a mood stabilizing effect.

Nevertheless, lithium is effective and safe in general. By 
performing adequate controls, its benefits often outweigh 
the risks. Overall, it is recommended to maintain it even in 
patients with a partial affective response, especially before a 
high suicide risk.
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EFECTO ANTISUICIDA DEL LITIO A DOSIS  
INFRATERAPÉUTICA, A PROPÓSITO DE UN CASO

RESUMEN

Ha sido bien documentado un efecto antisuicida en 
tratamientos prolongados con Litio, con evidencias de 
alta calidad en trastorno bipolar y depresión unipolar, 
demostrado significativamente superior al de otros es-
tabilizadores del ánimo, con reducción del riesgo suicida 
en un 50-80%.

Presentamos el caso de un varón de 70 años que in-
gresa en nuestra unidad por intento de ahorcamiento tras 
suspensión del tratamiento con Litio debido a detección 
de daño renal. Se había mantenido estabilidad clínica des-
de el debut de la enfermedad con dosis de 1200 mg/d, de-
cidiéndose entonces reducción hasta 600 mg/d, obtenién-
dose litemias mantenidas en niveles infraterapéuticos de 
0,32-0,34 mEq/L, persistiendo estabilidad psicopatológica 
varios años más. Posteriormente, se realiza retirada pro-
gresiva de Litio en un periodo de 6 meses, produciéndose 
aproximadamente al mes de la retirada completa descom-
pensación depresiva con delirio de perjuicio, sin mejoría 
con pauta antidepresiva y antipsicótica; que culmina en el 
gesto autolítico mencionado.

A pesar de un evidente efecto estabilizador del ánimo, 
antisuicida y del hecho de que un tercio de pacientes con 
trastorno bipolar se consideran excelentes respondedores 
a Litio en monoterapia, con remisión completa de recaídas 
afectivas; su uso ha declinado en distintos países durante 
las últimas décadas, en favor de otros fármacos con efecto 
estabilizador del ánimo.

A pesar de ello, en general el Litio es eficaz y seguro. Rea-
lizando controles adecuados, sus beneficios suelen superar a 
los riesgos. En general, se recomienda mantenerlo incluso en 
pacientes con respuesta afectiva parcial, especialmente ante 
riesgo suicida elevado.

Palabras clave. Trastorno bipolar, litio, efecto antisuicida, suicidio.

INTRODUCTION

Lithium is a first-line mood stabilizing drug to prevent 
affective relapses in bipolar disorder, also indicated for resis-
tant depression1-4.
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There is evidence of a significantly higher risk of suicide 
in individuals with mood disorders5, 6, with 25-50% of pa-
tients with bipolar disorder having a medical history of at 
least one suicide attempt4 and an estimated annual suicide 
rate of 4%7,8.

The anti-suicide effect of lithium has been well doc-
umented in treatments lasting at least 3 months8, with 
high-quality evidence in bipolar disorder and unipolar de-
pression, showing that it is significantly superior to that of 
other mood stabilizers4, 7, 9-19, with suicide risk reduction of 
50-80%20, 21. With more limited conclusions, some studies 
also conclude that this effect is exerted rapidly after the 
beginning of treatment8 and there is also evidence in other 
diagnoses, such as schizoaffective disorder, dysthymia or 
rapid cycling bipolar disorder21. Regarding its mechanism 
of anti-suicide action, the reduction of impulsivity and ag-
gressiveness22, proinflammatory theories23 or the reduction 
of testosterone are contemplated as hypothesis, the latter 
being in line with some studies that demonstrate the an-
ti-suicide effect of lithium in men6, 14, 18, 24.

Studies from different countries reveal an anti-suicide 
effect of exposure to minimum doses of lithium naturally 
present in drinking water3, 13, 18, 25, 26, what involves plasma 
levels of 0.001 to 0.04 mEq/L14, much lower than those 
ones considered therapeutic. Several studies establish 30-
31 microg/L as the minimum dose that has demonstrated 
an anti-suicide effect24, 27. Proposals have been supported 
to supplement drinking water with lithium in certain geo-
graphical areas3 to attempt to reduce suicide rates in the 
general population6.

CASE REPORT

Here is the case of a 70-year-old man who was admitted 
to our psychiatry unit due to a suicide attempt after sus-
pending treatment with lithium.

He shows no signs of drug allergies as somatic history. He 
suffers from arterial hypertension in treatment with Lecar-
nidipine 20 mg/d and chronic renal failure in follow-up by 
nephrology.

Regarding his mental health background, he had been 
diagnosed with bipolar disorder at the onset of approximate-
ly at the age of 40, in regular outpatient psychiatric moni-
toring, with good compliance with the treatment prescribed 
for years. There have been two psychiatric admissions at the 
onset of mental illness for maniac episodes.

He does not present a psychiatric family history or toxic 
habits.

Psychopathological stability has been preserved for more 
than 25 years under treatment with lithium at a dose of 
1200 mg/d in combination with Clotiapine 40 mg taken in 
the evening.

In evaluation by the nephrology service, moderate 
chronic renal failure was described due to stable chronic 
interstitial nephropathy with creatinine levels around 1.60 
mg/dl. Therefore, it was decided to reduce the lithium dose 
progressively to 600 mg/d, obtaining from that moment lith-
ium levels maintained at subtherapeutic levels of 0.32-0.34 
mEq/L, with psychopathological stability persisting for more 
than two years.

As the nephrology service determines that lithium 
could be promoting kidney damage, a and therefore they 
recommend avoiding it as much as possible, progressive 
withdrawal of lithium is carried out over 6 months, which 
involves a decompensation to the depressive pole approx-
imately one month after complete withdrawal, together 
with hypothymia, apathy, anhedonia, global insomnia, irri-
tability, negativism, and recurrent death ideas. In addition, 
delirium of prejudice reappears. He shows little improve-
ment despite the establishment of Sertraline 100 mg/d and 
Paliperidone 6 mg/d.

In this way, the patient committed an impulsive attempt 
of hanging in the doorway of his home with no anticipation 
of rescue. He was found unconscious by his brother, a fact 
that motivated his admission to our hospitalization unit.

A few days after admission, a maniac shift is observed, 
including hyperthymic attitude, megalomaniacal verbaliza-
tions and disinhibited attitudes towards female patients.

During hospitalization, lasting a total of 22 days, it was 
decided to change the stabilizer treatment to prolonged-re-
lease valproate, reaching a dose of 800 mg/day, obtaining 
valproemia of 55.80 µg/ml, with good tolerance. In addition, 
Sertraline was suspended, maintaining Clotiapine, Paliperi-
done and antihypertensive treatment. Almost at the begin-
ning of admission, the suicidal ideation cedes, subsequently 
reaching euthymia. Progressively delusional ideation acquires 
an encapsulated character and insomnia is corrected.

With regard to complementary tests, blood tests are per-
formed, highlighting a Creatinine value of 1.55 mg/dl, with an 
Estimated Glomerular Filtration rate of 44.7 ml/min/1.73m2, 
with no other pathological findings to note in the blood 
count, coagulation, biochemistry and systematic urine.

Table 1 specifies the timing of the lithium dose adjustments 
carried out in relation to the renal function values.
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Table 1 Timeline of lithium dose adjustments 
carried out in relation to lithium levels 
and renal function figures.

DISCUSSION

The serum concentration of lithium necessary to induce an 
anti-suicide effect remains unclear4. This effect has been 
documented at levels between 0.5 and 1 mmol/L3, 4, with 
some researchers advocating that it could be achieved with 
lower doses6,10, as occurred in the case of our patient.

Although in our case the suicide attempt occurs in re-
lation to a depressive relapse, the anti-suicide properties of 
lithium do not seem to be exclusively related to its mood 
stabilizing effect, having been shown a reduction of suicide 
attempts in patients in whom it did not present efficacy on 
mood symptoms4 ,6, 22.

Although the suicide attempt occurs after slowly 
progressive withdrawal of lithium treatment in the case 
presented, the increased risk of suicide described after 
discontinuation3, 15, 22 occurs especially when it is carried 
out abruptly7.

Regarding mood-stabilizing drugs, although lithium is 
the only one that has firmly demonstrated an anti-suicide 
effect20 and the findings concerning the rest are inconsis-
tent7, certain studies affirm that valproate or carbamaze-
pine could also have it in patients with bipolar disorder8, 

17. Therefore, we decided ti choose Valproate. As per anti-
psychotics, although there is some evidence of reduction 
in suicidal ideation or behavior in patients with affective 
disorders treated with atypical ones, specifically Sertin-
dole, Olanzapine and Risperidone, it should be noted that 
Clozapine is the only one that has been shown to reduce 
the risk of suicide in patients diagnosed with schizophre-
nia7 unquestionably. Although evidence with anxiolytics 
and other antidepressants is inconsistent7, studies with 

Ketamine suggest promising results in terms of reducing 
suicidal thoughts in the short term17, 19.

It should be pointed out that, despite the obvious mood 
stabilizing and anti-suicide effects of lithium, and the fact 
that, as in the case presented, one-third of the patients 
with bipolar disorder are considered excellent responders 
to lithium monotherapy, with complete remission complete 
of affective relapses28; its use has diminished in different 
countries for the last decades in favor of other drugs with 
mood-stabilizing effect2, 3, 16, 29, 30. This fact is probably re-
lated to a predominance of suboptimal responses, the need 
for regular blood monitoring, the perception of greater tox-
icity, and the need for prolonged trials to determine their 
response.2, 31. Regardless, lithium is generally effective and 
safe, and the benefits often outweigh the risks, especially if 
adequate controls are performed4.

Although in our case the risk-benefit assessment was 
complex, in general it is recommended, whenever possible, 
to maintain treatment with lithium, even in patients with 
partial affective response, especially in cases of high sui-
cidal risk4.
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