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Ultra-long-term lithium therapy: all-important matters and
a case of successful 50-year lithium treatment
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This paper discusses essential issues related to long-term lithium therapy and presents a case of
successful 50-year lithium treatment. Lithium is currently regarded as the drug of choice for preventing
manic and depressive recurrences in bipolar disorder. In 1/3 of patients with bipolar disorder, long-term
monotherapy with lithium can completely prevent recurrences of abnormal mood. Numerous clinical
and psychosocial factors associated with a good response to lithium have been described. Lithium is
more efficacious than other mood stabilizers, and its long-term treatment significantly exceeds them.
Lithium also exerts antisuicidal, immunomodulatory, and neuroprotective effects. The main problems
associated with long-term lithium treatment include kidney, thyroid, and probably cognitive issues. In
this paper, a case of successful continuous lithium treatment for 50 years in a 79-year-old female
patient is presented. In this patient, apart from maintaining a euthymic state, long-term lithium
treatment also exerted a favorable effect on general health, especially the elimination of viral and other
respiratory infections. It is concluded that ultra-long term lithium therapy can enable good professional
and psychosocial functioning for many patients, and the possible somatic side effects are manageable.
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Introduction

Lithium is currently regarded as the first-choice mood
stabilizer for maintenance treatment of bipolar disorder.
This was first demonstrated in the early 1960s, and in the
21st century the efficacy of prophylactic lithium has been
convincingly confirmed.1-3 Compared to other mood stabi-
lizers, lithium is more efficacious and also exerts anti-
suicidal, immunomodulatory, and neuroprotective effects.
Although lithium has been used in significantly longer-
term treatment than any other mood stabilizer, long-term
therapy is not devoid of adverse effects, the most
important of which is kidney damage.

The quality of long-term lithium response

Meta-analyses of the prophylactic efficacy of lithium in
bipolar disorder in the 21st century can be shortly
summarized. Geddes et al.,1 based on five randomized
controlled trials including 770 patients, found that lithium
was significantly more effective than placebo for the
prophylaxis of abnormal mood relapse, with somewhat
better anti-manic than anti-depressive efficacy. Nivoli
et al.2 analyzed 1,561 patients (534 treated with lithium)
who participated in controlled studies of at least six-
months. They observed that more recent trials found more
effective anti-manic than anti-depressive prophylactic

efficacy for lithium, whereas older studies had suggested
similar preventive effectiveness for both mania and depres-
sion. Severus et al.3 analyzed seven studies with a total of
1,580 patients that compared lithium with placebo. They
found that lithium was significantly better than placebo
for the prophylaxis of abnormal mood relapse and manic
episodes. Some trials also found that lithium had better
preventive efficacy against depressive episodes than
placebo.

The prophylactic effect of lithium on mood disorders
was first demonstrated in the early 1960s,4,5 and since
then lithium has become the prototype ‘‘mood stabilizer.’’
Mood stabilizers can be classified according to their intro-
duction in psychiatry to prevent the relapse of mood
disorders. First-generation mood stabilizers, such as
lithium, valproates, and carbamazepine, first appeared
in the 1960s and 1970s. Second-generation mood stabi-
lizers, including atypical antipsychotics such as clozapine,
olanzapine, quetiapine, aripiprazole and risperidone, and
a new anti-epileptic drug, lamotrigine, have been intro-
duced since the latter half of the 1990s.6,7

MAP (Multicentre study of long-term treatment of
Affective and schizoaffective Psychoses) and BALANCE
(Bipolar Affective disorder Lithium/ANtiConvulsant Evalua-
tion) were important trials that compared lithium with other
first-generation mood stabilizers. In the MAP trial, recur-
rences in patients with bipolar disorder were analyzed
during 2.5 years of lithium or carbamazepine treatment. It
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Woźniak M, Rybakowski JK. Ultra-long-term lithium therapy: all-
important matters and a case of successful 50-year lithium
treatment. Braz J Psychiatry. 2021;43:407-413. http://dx.doi.org/
10.1590/1516-4446-2020-1111

Braz J Psychiatry. 2021 Jul-Aug;43(4):407-413
doi:10.1590/1516-4446-2020-1111

Brazilian Psychiatric Association
00000000-0002-7316-1185

https://orcid.org/0000-0001-7701-8389
https://orcid.org/0000-0003-0577-0381
mailto:janusz.rybakowski@gmail.com
http://dx.doi.org/10.1590/1516-4446-2020-1111
http://dx.doi.org/10.1590/1516-4446-2020-1111
http://dx.doi.org/10.1590/1516-4446-2020-1111
http://creativecommons.org/licenses/by-nc/4.0/
http://creativecommons.org/licenses/by-nc/4.0/


was found that lithium was better than carbamazepine in
bipolar I, whereas both drugs had similar efficacy in bipolar
II. Although lithium treatment resulted in fewer hospitaliza-
tions in patients without mood-incongruent delusions or
psychiatric comorbidities, carbamazepine was more effec-
tive in the other patients.8 In the BALANCE trial, 330
bipolar patients were randomly allocated to monotherapy
with lithium (n=110), valproate (n=110), or a combination of
both drugs (n=110), and were followed up for 2 years.
A new affective episode occurred in 54% of the combined
group, 59% of the lithium group, and 69% of the valproate
group. Interestingly, depressive episode recurrence was
lowest in the lithium group (32%), followed by the com-
bined group (35%) and the valproate group (45%). The
results of this study indicated the superiority of lithium.9

Goodwin et al. compared the prophylactic efficacy of
lithium vs. lamotrigine, a second-generation mood stabi-
lizer,10 following up bipolar patients who received lithium,
lamotrigine, or placebo double-blindly for 18 months. Both
lithium and lamotrigine outperformed placebo for prevent-
ing affective episodes. Although lithium prevented mania
better than lamotrigine, lamotrigine prevented depression
better than lithium. Severus et al.3 compared the pro-
phylaxis efficacy of lithium with anticonvulsants such as
valproate, carbamazepine, and lamotrigine in a large
group of 1,305 subjects, finding that lithium was superior
to anticonvulsants for manic but not depressive episodes.

In a study called Bipolar CHOICE (The Clinical and
Health Outcomes Initiative in Comparative Effectiveness
for Bipolar Disorder), lithium was compared with quetia-
pine, another second-generation mood stabilizer. The
6-month multicenter study, in which both drugs were used
in typical settings of clinical practice, found that they had simi-
lar clinical efficacy.11 Ketter et al.12 proposed that lithium
and quetiapine may have similar efficacy for acute episo-
des and short-term prophylaxis of bipolar disorder. In such
conditions, a combination of the drugs is significantly more
efficacious than either agent alone. However, in a natu-
ralistic study lasting four years, Altamura et al.13 found that
the number of euthymic patients was higher among the
lithium group (18/39; 46%) than the quetiapine group
(12/49; 29%).

Kessing et al.14 compared lithium monotherapy and
monotherapy with different mood stabilizers in observa-
tional studies, finding that, in real life, lithium was more
effective than the most frequently used mood stabilizers,
such as valproate, lamotrigine, olanzapine, and quetiapine.

Lithium has a prophylactic effect against depressive
episodes, although it is probably slightly less than its effect
against manic episodes. In his pivotal 1963 paper, Hartigan
demonstrated that lithium has a prophylactic effect on both
bipolar and unipolar mood disorder.4 Recently Finnish
researchers showed that, of all pharmacological treat-
ments, lithium monotherapy has the lowest risk of hospital
readmission in patients with severe unipolar depression.15

Clinical and psychosocial factors associated with
favorable long-term lithium efficacy

Patients with mood disorders who have benefitted the
most from long-term lithium treatment have been referred

to as ‘‘excellent lithium responders.’’ The epithet was pro-
posed by Canadian psychiatrist Paul Grof16 for patients
whose lithium monotherapy caused a total disappearance
of abnormal mood episodes for an extended period (e.g.,
4 10 years). According to Grof, the clinical characteristics
of these subjects would be an episodic clinical course with
distinct periods of remission, a family history of bipolar
disorder, and few or no psychiatric co-morbidities, which
was similar to Emil Kraepelin’s classic description of
manic-depressive disorder in 1899.17 Approximately 30%
of bipolar patients treated with lithium can be considered
excellent lithium responders. When defined as patients
without recurrences in 10 years of lithium monotherapy,
the proportion of excellent lithium responders was com-
parable for patients who began lithium treatment at our
center in the 1970s (34%) and 1980s (27%).18

In 2005, German researchers performed a meta-analy-
sis of clinical factors related to prophylactic lithium response
in bipolar disorder. As favorable clinical features, they
identified an episodic pattern of mania-depression-inter-
val and a later illness onset, whereas an episodic pattern
of depression-mania-interval, continuous cycling, and a
high number of previous hospitalizations were indicated
as unfavorable features.19 These authors also analyzed
psychosocial and demographic factors according to
lithium response. Good outcome predictors included high
social status, social support, good compliance, and a psy-
chological tendency to dominate, whereas poor outcome
predictors included susceptibility to stress, high expres-
sed emotions, neurotic personality traits, unemployment,
and a high number of life events.20

In Poznan, Poland, we assessed a group of 111 patients
(25 male, 76 female) who received lithium for 5-39 (mean
18) years regarding clinical factors associated with the
prophylactic efficacy of lithium. We found a better effect in
patients with later illness onset, no family history of mood
disorders, and family members on prophylactic lithium, as
well as in women with comorbid anxiety disorders and men
who did not abuse alcohol.21

Recently, British researchers performed a meta-analy-
sis of 71 studies with a total of 12,000 patients regarding
clinical factors associated with quality of prophylactic
lithium response. They identified such positive features
as a mania-depression-remission episode sequence,
non-rapid-cycling, no psychotic episodes, a family history
of bipolar disorder, short illness duration prior to lithium
initiation, and later illness onset. Fewer episodes and
hospitalizations prior to lithium treatment, as well as lithium
treatment in other family members were also described as
favorable factors.22

In a 2020 study, Nunes et al.23 assessed 1,266 lithium-
treated patients from seven European and Canadian
centers. In agreement with previous results, the authors
demonstrated that an episodic clinical course and non-
rapid-cycling were the most significant factors for a good
lithium response.

Therefore, an episodic clinical course with a mania-
depression-remission sequence, later illness onset, non-
rapid-cycling, and early lithium therapy have been
repeatedly demonstrated as favorable factors for long-
term lithium response. Our previous result21 that lithium is
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less efficacious in male patients who abuse alcohol was
corroborated by O’Connell et al.24 Our finding of better
lithium response in patients with family members who
were also on prophylactic lithium corresponds with the
good next generation response described by Grof.17 The
relationship between lithium responsiveness and family
history of mood disorders remains controversial.

We also studied the association between lithium res-
ponse and personality features using the Temperament
Evaluation of the Memphis, Pisa, Paris, and San Diego
Autoquestionnaire (TEMPS-A) and the Oxford-Liverpool
Inventory of Feelings and Experiences (O-LIFE). With
the TEMPS-A, which assesses five affective tempera-
ments (hyperthymic, cyclothymic, depressive, anxious,
and irritable), we observed a positive correlation between
long-term efficacy and a hyperthymic temperament, as
well as a negative correlation with anxious, cyclothymic
and irritable temperaments.25 This could correspond with
the negative relationship between lithium prophylaxis and
neurotic personality features reported in the previously
mentioned German study.20 Using the O-LIFE scale,
which assesses four dimensions of schizotypy (unusual
experiences, introvertive anhedonia, cognitive disorgani-
zation, and impulsive nonconformity), we found a signifi-
cant negative correlation with cognitive disorganization,
which is associated with a predisposition to psychotic
symptoms.26 This could correspond with a genetic study
by the International Consortium of Lithium Genetics,
which showed that the polygenic score for schizophrenia
determines lower lithium responsiveness.27 A limita-
tion of the above-mentioned studies is that they all
consisted of retrospective clinical observations and the
statistical analyses were mainly correlations.

Adverse effects of long-term lithium treatment

Four years ago, Gitlin28 reviewed lithium’s side effects
and toxicity and suggested strategies of their manage-
ment. It seems that the main adverse effects of long-term
treatment are generally related to thyroid, renal and
cognitive function. Long-term side effects frequently asso-
ciated with the thyroid gland include goiter and hypothyr-
oidism. Recently, we studied 137 patients with bipolar
disorder, including 98 (30 males) who had been treated
with lithium for at least three years (mean 19610 years)
and 39 (12 males) lithium-naive patients. The patients’
age and illness duration were similar in both groups.
Thyroid-stimulating hormone concentrations and thyroid
gland volumes were significantly higher in patients
receiving lithium. However, the frequency of hypothyroid-
ism in the course of the illness was similar in both groups
(24% vs. 18%), which could show that bipolar illness itself
can be a risk factor for hyperthyroidism. In both lithium-
treated and lithium-naive patients, the prevalence of hypo-
thyroidism was 3-4 times higher in women than men.
Subjects with hypothyroidism were successfully treated
with levothyroxine.29 No connection was found between
long-term lithium treatment and antithyroid antibodies.30

We also observed similar indexes of thyroid function in
bipolar patients who had used lithium for 10-20 years and
in those who had used it for 20 years or more.31

The most common renal adverse effect of lithium is
decreased renal concentrating capacity, which can appear
after a few weeks of lithium use. However, a more serious
concern is the possibility of lithium-induced interstitial
nephropathy, which can develop after 10-20 years of
treatment and leads to increased creatinine concentration
and a decreased glomerular filtration rate (GFR). In a
recent international study (12 participating centers), the
data of 312 bipolar disorder patients with a mean age of 56
(range 20-89) years who had received lithium carbonate for
8-48 (mean 18) years were analyzed. Nearly 1/3 of the
patients had a GFR value o 60 mL/min/1.73 m2, more
frequently after X 15 years of lithium treatment and after
55 years of age. However, no case of end-stage renal
failure was detected. The GFR reduction amounted to
0.71% with each year of age and 0.92% with each year of
lithium treatment. Risk factors for declining GFR included
longer lithium treatment, higher serum lithium concentra-
tions, older age, medical co-morbidities, and a lower initial
value when beginning lithium treatment after 40 years
of age.32

We assessed kidney function during five-years of follow
up in four good responders to lithium (three males and
one female, aged 67-69 years, treated with lithium for
2769 years) whose GFR was o 50 mL/min/1.73 m2.
During the five-year follow-up period, in three patients
whose initial GRF was between 47-48 mL/min/1.73 m2,
kidney parameters, such as GFR, serum creatinine, and
urine specific gravity, did not significantly change. There-
fore, in lithium responders whose GFR is not much lower
than 50 mL/min/1.73 m2, we suggest continuing lithium
with an annual checkup of renal parameters. In patients
with a GFR of 32 mL/min/1.73 m2, the GFR decreased by
14% and serum creatinine increased by 10%. In such
patients, we recommend reducing the lithium dose and
more frequent renal monitoring.33

In summary, progressive renal damage may occur in a
small fraction of patients on long-term lithium therapy. In
such cases, lithium is often discontinued and replaced
with another mood stabilizer. However, the decision to
discontinue lithium should be made with caution, espe-
cially in good responders, since other mood stabilizers
may not be equally efficacious. In the majority of these
patients, discontinuing lithium results in a high risk of
relapse and further treatment resistance. Therefore, in
patients with lithium-induced nephropathy, renal function
should be closely and frequently monitored, and guide-
lines for managing such patients have recently been
published.34

Some clinicians believe that lithium may cause impai-
red cognition. A meta-analysis of bipolar patients treated
with lithium and patients treated with other medications
showed that lithium had a moderately unfavorable effect
on cognitive function.35 This is in contrast to experimental
studies that found enhanced learning and memory with
lithium.36-38 In a more recent clinical study, Spanish
researchers found lower performance on some neurop-
sychological tests in bipolar patients than healthy subjects
but no differences between bipolar patients receiving
lithium or no medications. They concluded that lithium
treatment had no deleterious effect on cognition.39
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Bersani et al.40 compared 15 euthymic bipolar patients
treated with lithium for more than a year, 15 matched
patients receiving other mood stabilizers, and 15 matched
controls. They found that bipolar patients had deficiencies
in visual memory and executive function, although only
patients on other mood stabilizers had reduced visual
memory.

The Poznan study demonstrated that the efficacy of
lithium prophylaxis could determine cognitive function
status. When the Wisconsin Card Sorting Test was applied
to excellent lithium responders, partial responders, and
non-responders, it was found that non-responders per-
formed significantly worse than the other lithium groups
and healthy controls on most domains of the test.41 In a
second study, performance on neuropsychological tests
that measure spatial working memory and sustained
attention was assessed. On all neuropsychological tests,
excellent lithium responders performed better than the
other lithium groups, and their results were no different
from those of healthy controls.42 A recent review of the
effects of lithium on neurocognitive function by Rybakowski
incorporated these findings.43

Lithium’s effects on cognition (and probably other sys-
tems) can be minimized by ensuring an appropriate
concentration, i.e., avoiding overdose. Among our patients,
some have been treated with lithium for 40 years or more,
and we have adhered to the prophylactic guidelines put
forward nearly four decades ago, keeping the serum
lithium concentration between 0.5-0.8 mmol/l.44 The mean
lithium level in our cognition research was 0.65 mmol/l and,
when required, the dose of lithium was reduced, resulting
in a concentration of about 0.5 mmol/l.

Distinctive properties of lithium vs. other mood
stabilizers

Much research has shown that lithium exerts the greatest
anti-suicidal, immunomodulatory, antiviral and neuropro-
tective effects of all mood stabilizers. The mortality of
bipolar patients is 2-3 times that of the general population,
mainly due to suicides. Müller-Oerlinghausen et al.45

compared mortality and suicidal behavior in 471 patients
during the initial and later period of lithium treatment. In
the initial period, mortality was twice that of the general
population and suicides were significantly more frequent.
In the latter period, both mortality and suicides were
similar to the general population. The authors concluded
that the full anti-suicidal effect of lithium comes after two
years of treatment. A recent meta-analysis by Cipriani
et al.46 with 6,674 patients concluded that lithium was
significantly better than placebo at reducing the number of
suicides and deaths from any cause. In recurrent dep-
ression, lithium was also connected with a lower risk of
suicide and fewer total deaths. As an anti-suicidal drug,
lithium was found to be superior to other mood stabilizers
or antidepressants.

Lithium can mitigate immune-endocrine components of
bipolar disorder pathogenesis, such as acute-phase reac-
tion, pro-inflammatory cytokine production, and excessive
activation of the hypothalamic-pituitary-adrenal axis.47

Recently, we examined the impact of long-term lithium
treatment on very small embryonic-like stem cells (VSELs)
and mRNA expression of pluripotency and glial markers
in peripheral blood. Bipolar patients not treated with
lithium had more VSELs (according to illness duration)
and increased expression of markers than matched
healthy subjects. Patients treated with lithium had fewer
VSELs and lower expression of some markers than those
not treated with lithium, which suggests that lithium might
alleviate excessive regenerative and inflammatory pro-
cesses in bipolar disorder.48

Lithium can exert antiviral effects against herpes
viruses. In our study, it was demonstrated that long-term
treatment with lithium resulted in the disappearance of or
greatly diminished recurrences of labial herpes caused by
herpes simplex virus type 1.49 This could be related to the
effect of lithium on cognition in bipolar patients and
Alzheimer’s disease. Infection with herpes simplex virus
type 1 is correlated with the features of impaired cognition
in bipolar illness,50 and herpes infection has also been
found to be one of the most significant pathogenic factors
in Alzheimer’s disease.51

The neuroprotective effects of lithium were recently
reviewed by Rybakowski et al.52 Lithium treatment has
led to increased volume in some brain structures, but
such an effect was not observed in patients treated with
other mood stabilizers.53,54 Epidemiological research
suggests that long-term lithium use may reduce the risk
of dementia, both in the general population and in patients
with bipolar disorders. Such a relationship has only been
found with lithium; an elevated risk of dementia, which
increases concomitantly with treatment duration, has
been found in anticonvulsants, antidepressants, and anti-
psychotics.55,56 A meta-analysis of three studies sug-
gested that lithium treatment also has some benefits for
Alzheimer’s disease and mild cognitive impairment.57

Ultra-long-term lithium therapy

Four years ago, we described five patients (two men,
aged 64 and 79 years and three women, aged 64, 65, and
75 years) who had taken lithium for 40 years or more. We
assessed their kidney, thyroid, and other functions with
respect to the course of the disease and psychosocial
functioning. Four of the patients were good or excellent
lithium responders. In the 65-year-old female patient,
despite recurrences and hospitalizations, the overall
effect of long-term lithium treatment could be classified
as relatively good.58

From a diagnostic point of view, four of the patients can
be considered bipolar I, including severe mania episodes
that require hospitalization. The 75-year-old female
patient could be considered bipolar II, or bipolar spectrum,
due to a hyperthymic personality and probable hypoma-
nia after her mother’s death. As mentioned previously,
a hyperthymic personality is a favorable factor for the
long-term prophylactic efficacy of lithium.25 In addition,
before starting lithium, the patient had frequent depres-
sive episodes and, according to some authors, such
multi-episodic depressive patients may belong to the
bipolar spectrum.59
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The course of the illness was clearly periodic in all of
the patients, with distinct intervals of remission between
episodes. No comorbid conditions, such as an anxiety
disorder or substance abuse, occurred in any of them.
Such a periodic course with distinct periods of remission
and a lack of co-morbid conditions have been regarded as
favorable factors for a good long-term response to
lithium.17

Lithium treatment began within the first 1-2 years of
illness in three of the patients, after 5 years in one, and
after 7 years in the other. Franchini et al.60 suggest that
early lithium treatment (within the first ten years after
illness onset is a predictor of a good long-term outcome.
In addition, Kessing et al.61 showed that early lithium
treatment following first psychiatric contact or a single
manic/mixed episode is associated with an increased
probability of good response. Several studies have found
that later illness onset may be a factor for a good
response to lithium.19,22 This was the case in the 79-year-
old male patient, whose illness began at 35 years of age.

The serum lithium concentration has been maintained
at a moderate level in all five patients. This concentration
was 0.60-0.65 mmol/l in four patients throughout the
study, a level recommended several decades ago for
minimizing the possible side effects of lithium.44 In the
79-year-old male patient, despite a low lithium carbonate
dose (750 mg/d), the serum lithium level was between
0.7-0.8 mmol/l, although without significant somatic side
effects.

Regarding renal function results, the 64-year-old male
patient had stage 3 chronic kidney disease, and the
kidney impairment reached stage 2/3 in the other male
patient. However, there were no signs of progressive
renal damage in the last five years in these patients. In
contrast, all three women had asymptomatic stage 2
chronic kidney disease. Previously, in an analysis of 80
long-term lithium-treated patients, we found worse kidney
function parameters in men than in women.62 On the
other hand, the results of Shine et al.63 could indicate that
women are at higher risk of developing kidney damage
during long-term lithium treatment than men.

Many studies have suggested that female bipolar
patients in general are more prone to developing thyroid
dysfunction.64 In our sample, the 65-year-old female
patient had severe thyroid dysfunction (Hashimoto dis-
ease) with extremely high levels of anti-thyroid peroxidase
and anti-thyroglobulin antibodies, for which she has been
receiving thyroxine. The levels of thyroid hormones and
antibodies in the four remaining patients were in the
normal range.

In all patients, the preservation of cognitive functions
was satisfactory. This enabled them to continue their
professional activity until 55-65 years of age. This is in line
with other studies by our group that found preserved
cognitive function in good lithium responders.41,42

Fifty years of lithium treatment

Given that it is the 50th anniversary of lithium treatment
for one of the patients in the above-mentioned study, her
case will be described here in greater detail. This female

patient, born in 1941, can be described as hyperthymic.
She has always been optimistic and had good inter-
personal relationships. She graduated from the Poznan
Medical Academy in 1961. In 1963 she married, and in
1967 gave birth to a daughter. In 1973 she completed a
specialization course in ophthalmology.

From the beginning of the 1960s, she suffered from
labial herpes on average once a year. In 1966 she had
shingles, and in 1968 was diagnosed with Wilson’s lichen
planus. Her first depressive episode appeared in 1965
without apparent cause and receded after 2 months of
treatment with imipramine. The next depressive episodes
occurred in 1968 and at the end of 1970. She was again
treated with imipramine with good results. After the third
depressive episode (April 1970), lithium carbonate treat-
ment began and has continued without interruption until
today. For the first 20 years, the dose was 1,000 mg/24 h,
taken once during the evening, and the mean lithium
concentration in the serum was 0.6 mmol/l. This dose was
reduced to 750 mg/24 h in 1990, to 500 mg/day in 2005,
and to 250 mg/day in 2010. Her mental state has been
stable and she has not shown any significant fluctua-
tions throughout the entire period of lithium treatment. In
1985, after the death of her mother, a two-week period of
increased emotional instability, likely hypomania, was
observed, but this did not require additional pharmacolo-
gical intervention. The patient worked successfully as an
ophthalmologist until 2007.

During the lithium treatment period, labial herpes
occurred only twice and she reported no colds or other
viral infections. Examination of kidney function in 2012
revealed asymptomatic stage 2 chronic kidney disease
with serum creatinine 0.97 mg/dL, eGFR 60 mL/min/
1.73 m2, and a calcium level of 2.44 mg/dL. Regarding
thyroid function, all hormones and antibodies assessed in
2013 were in the normal range. Since 2015, she has been
treated for hypertension with cilazapril, 0.5 mg/day.

This patient could be considered the epitome of an
excellent lithium responder. Among the factors that
predisposed her to a good response, we point out her
hyperthymic personality25 and early lithium treatment
(5 years after onset).59,60. It is especially important to point
out the favorable effect of long-term lithium treatment on
the general health of this patient, especially the elimina-
tion of viral and other respiratory infections. In our retro-
spective study we demonstrated that, in patients with
mood disorders and recurrent labial herpes infections,
lithium exerts an antiviral action, preventing or reducing
the recurrence of labial herpes.49 We also observed a
reduction in the mean rate of reported flu-like illness
during lithium therapy.65

Concluding remarks

All-important issues of longitudinal lithium treatment were
discussed with a special focus on the possibility of ultra-
long term lithium treatment. Such an extended duration
(i.e., forty years or more) has not yet been matched by
any other mood-stabilizing drug. The final section of the
paper described a case of successful lithium treatment for
50 years. It can be concluded that ultra-long term lithium
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therapy is possible and enables good professional and
psychosocial functioning in many patients. In such patients,
the possible somatic side effects can be successfully
managed.
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