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ABSTRACT

Bipolar disorder is a complex mental disorder that often requires long-term medication management.
Lithium carbonate is widely used to prevent and treat the recurrence of bipolar disorder. However,
even with normal serum lithium levels, some rare but serious side effects may occur. This case report
describes a 42-year-old female patient with bipolar disorder who experienced “electrical shock-like”
convulsions after taking lithium carbonate sustained-release tablets, despite having normal serum
lithium concentrations. The patient had a history of emotional instability for 27 years, and no obvious
psychotic symptoms such as hallucinations or delusions were found upon psychiatric examination at
admission. On the 33rd day of medication, the patient began to experience frequent rapid convulsions in
the head, neck, and upper body. Considering the possibility of drug side effects, lithium carbonate was
discontinued, and the convulsions subsequently subsided. Electroencephalogram (EEG) examination
showed no abnormalities. After 10 days of treatment, the convulsions had essentially disappeared.
This case reminds clinicians that even with normal serum lithium levels, toxic symptoms may occur,
and close monitoring of the patient’s clinical manifestations and serum lithium levels is essential.
Additionally, poor diet and reduced sodium intake may increase the risk of lithium toxicity, so these
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factors should also be taken into consideration.

INTRODUCTION

Bipolar disorder (BD), also referred to as manic-depressive
illness, is a severe mental condition characterized by
profound mood fluctuations."? Patients often experience
rapid shifts between extreme euphoria and deep depression
within short timeframes.? This disorder significantly
disrupts daily life, affecting one’s work, academic pursuits,
and interpersonal relationships, and in severe cases,
it can precipitate suicidal tendencies. While the exact
etiology of BD remains elusive, it is believed to involve
intricate interactions among genetic, neurochemical, and
environmental factors.??

Lithium carbonate is a first-line pharmacotherapy for
BD, having been in clinical use for over 5 decades. It
effectively ameliorates mood swings, particularly manic
symptoms, in affected patients.*> However, due to its
narrow therapeutic range, lithium carbonate can induce
toxic reactions when administered in excess, leading to
manifestations such as muscle tremors, polyuria, and
gastrointestinal discomfort, with severe cases posing life-
threatening risks.®” Consequently, rigorous monitoring of

serum lithium levels is imperative to ensure they remain
within the therapeutic threshold.

Lithium carbonate is associated with substantial side
effects, some of which may occur even at standard
therapeutic  dosages.®® In addition to common
gastrointestinal symptoms and polyuria, central nervous
system manifestations like tremors and muscle spasms
may also transpire.’ These side effects can occasionally be
influenced by dietary sodium intake, renal function, and
interactions with other medications. The prevention and
management of these side effects are pivotal in enhancing
patient compliance and overall quality of life.

This study presents an uncommon case of a BD patient
experiencing electric shock-like convulsions despite
maintaining normal serum lithium levels. It entails a
comprehensive clinical assessment and literature review
to elucidate the infrequent yet significant side effects that
may arise from lithium carbonate usage. Additionally, this
study underscores the impact of diet, sodium intake, and
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individual variabilities on the efficacy of lithium carbonate
treatment.

CASE PRESENTATION

A 42-year-old female patient presented with recurrent
emotional instability for the past 2 months. She had been
diagnosed with BD for 27 years. Medical history revealed a
previous diagnosis of stage 2 hypertension, with no notable
personal or family history. On admission, a neurological
examination was unremarkable, and the mental status
examination showed clear consciousness and cooperative
interaction but exhibited low mood, decreased interest,
reduced energy, and diminished activity. Although the
patient displayed slow responses, her answers were
relevant, and there were no apparent psychotic symptoms
such as hallucinations or delusions. Her willpower was
diminished, but her intellectual orientation was intact,
although she acknowledged a lack of self-awareness. The
patient admitted to past self-destructive behavior but
denied any current negative thoughts. Routine laboratory
tests showed no abnormalities; the serum lithium
concentration was 0.47 mmol/L.

The treatment plan upon admission included early
administration of paroxetine hydrochloride 20 mg,
evening administration of quetiapine fumarate 100 mg and
oxazepam 15 mg, and once-daily extended-release lithium
carbonate 0.3 g. After 5 days, the lithium carbonate
dose was increased to 0.3 g twice daily. On the 30th day
of medication, the patient reported poor appetite and
reduced food intake. On the 33rd day, she experienced
electric shock-like convulsions characterized by rapid
jerking movements of the head, neck, and upper body,
rapid nodding and shaking movements occurring every
10-15 seconds, and slight tremors in the hands,Written
informed consent was obtained from the patient for the
publication of this case report and accompanying images.
The patient was fully informed of the purpose of the
case presentation and her right to confidentiality, and
her identity was anonymized to ensure privacy. Ethical
committee approval was receihelp_outlineved from the
Ethics Committee of Zhenjiang Mental Health Center
(Approval no: 2023L01).
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Considering the symptoms above could be drug-related
adverse reactions, lithium carbonate was discontinued
on the same day and replaced with sodium valproate
sustained-release tablets 0.5 g, once daily. The serum
lithium concentration on that day was 0.67 mmol/L. The
convulsions improved the following day, and intravenous
fluid supplementation, metabolic therapy, and intravenous
administration of diazepam 3 mg were initiated. On
the fourth day, the convulsions were significantly
improved, and there were no abnormal findings on the
electroencephalogram (EEG). On the sixth day, there were
only slight tremors in the hands, and the serum lithium
concentration decreased to 0.38 mmol/L. By the 10th day,
the electric shock-like convulsions mainly had disappeared.

The exploration of the EEG outcomes associated with the
administration of lithium was conducted (as illustrated
in Figure 1). Related research confirmed that minor
alterations in the EEG could be detected as early as 3
hours after lithium administration (Figure 1, left panel),
with significant synchronous electrical activity observable
20 hours post-administration (Figure 1, right panel).
The EEGs obtained 20 hours after lithium administration
exhibited synchronous and asynchronous activity, including
unilateral spikes and other non-epileptiform changes.
Furthermore, to assess the patient’s brain function and
the potential neurotoxic effects induced by lithium, power
spectral analysis of continuous intracortical recordings of
EEGs was performed 25 minutes before (depicted in black)
and 3 hours after (depicted in red) the administration of
lithium (3 mEq/kg) (Figure 2). The EEG results revealed a
pronounced increase in 4-5 Hz brainwave activity following
lithium treatment (Figure 2). The asterisks in Figure 2A
denote a significant increase in brain electrical activity
within the particular frequency range corresponding to 6
wave activity, as demonstrated during the time interval
shown in Figure 2B. All the above data analyses were
carried out utilizing Origin software (Microcal, v 7.0).

Literature Review

Lithium has been recognized since the 19th century
as a preventative treatment for recurrent depressive
episodes. ' Its mechanisms of action include the inhibition
of glycogen synthase kinase 3 beta (GSK-3p), modulation
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Figure 1. Changes in electroencephalogram patterns at different times after lithium administration in related research. Li,CO,

represents lithium.



Psychiatry Clin Psychopharmacol. 2025;35(1):81-87

A
LC
3 Baseline m
0 e
=8
g 1000V
[e) * % 1min
& 4 LC ‘
i, —
: e S
4 5 6 7 8
Frequency (Hz)
B
) LC
0.14 Baseline WJVWWVWMWMW
Q. 012 S
S Li,CO, RC
2 o A A e T e
3 0.08 100 uV|
Q? 0.06 1 sec
0.02

012 3 4567 8
Frequency (Hz)

MWWMM PR AP

Figure 2. Alterations in theta wave activity in electroencephalogram following lithium administration in this study. (A) Brainwave
activity after lithium administration. (B) The frequency range of theta wave activity during the most significant interval of

brainwave activity post-treatment. Li,CO, represents lithium.

of neurotrophic factors, and neurotransmitter systems."
These actions contribute to its therapeutic effects,
particularly in neuronal plasticity.”? Given its renal
excretion, regular monitoring of kidney function is critical
to avoid toxicity.” Lithium toxicity primarily affects
the central nervous system and can lead to confusion,
ataxia, and neuromuscular symptoms. Lithium’s clinically
recommended maintenance concentration is 0.6-0.8
mmol/L, though a commonly accepted range is 0.6-1.2
mmol/L. Lithium concentrations below 0.4 mmol/L are
considered non-therapeutic in the treatment of BD.'%"
Despite potential side effects, lithium remains a first-line
treatment in BD."

There have been cases where lithium toxicity does
not directly correlate with serum levels. For example,
reversible splenial lesions and neuroleptic malignant
syndrome-like symptoms were reported despite normal
lithium levels, suggesting that serum concentrations alone
may not fully reflect neurotoxicity risks.” While tremor
and polyuria are common side effects, rare cases of
irreversible neurotoxicity have been documented.®

Due to the discrepancy between serum and brain lithium
concentrations, convulsions and other adverse reactions
may occur, with EEG serving as a sensitive tool for
evaluating lithium-induced neurotoxicity.” Lithium’s
impact on brain function is further complicated by its
interactions with other drugs, such as carbamazepine,
which can exacerbate its neurotoxic effects.>?° Recent

research also suggests that increased immune activity and
disruption of the blood-brain barrier may contribute to
lithium’s pro-epileptic effects.?

DISCUSSION

This study uniquely illuminates a case of electric shock-
like convulsions in a patient with BD under normal
serum lithium concentrations, thereby establishing a
potential link between lithium carbonate treatment and
such convulsions. Through a detailed examination of the
patient’s clinical presentation and treatment regimen,
this case offers novel observations and insights, enhancing
the understanding of the complexities and challenges in
treating BD. Herein, we delve into the main findings of this
study, comparing them with existing literature in the field.

Lithium, commonly utilized as a mood stabilizer for treating
Bipolar Affective Disorder, is known for its efficacy in many
patients. However, it is also associated with a spectrum
of side effects, including but not limited to renal function
impairment, thyroid issues, tremors, increased thirst and
urination, weight gain, and cognitive function decline.
Studies have indicated that discontinuation of long-term
lithium treatment significantly increases the risk of disease
relapse, hospitalization need, and suicidal behaviors,
especially if the treatment is stopped abruptly or quickly,?
with the first 6-12 months post-discontinuation being
particularly critical. This case underscores the importance
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of careful monitoring and management of BD patients
considering cessation of lithium treatment to prevent
severe relapse. While previous studies have reported
various side effects of lithium carbonate, observations of
electric shock-like convulsions are relatively rare in the
literature. Our findings offer a fresh perspective on the
interactions between lithium carbonate and the nervous
system. Compared to other studies on the side effects of
lithium carbonate, our case emphasizes the importance
of closely monitoring patient symptoms and the necessity
for timely treatment adjustments. Moreover, the patient’s
diet and sodium intake were analyzed, factors possibly
associated with the risk of lithium toxicity, an aspect not
fully discussed in the existing literature.

Despite normal serum lithium levels, poor diet and reduced
sodium intake could elevate the risk of lithium toxicity.
This finding and existing research further underscore the
importance of assessing and monitoring the dietary habits
and electrolyte balance of patients undergoing lithium
treatment. Additionally, this study highlights how individual
differences and sensitivity to lithium salts may significantly
impact the risk of lithium toxicity. These factors, possibly
overlooked in previous research, hold significant value for
optimizing personalized treatment strategies for patients
with BD.

Although the precise mechanisms underlying the effects
of lithium in emotional regulation remain incompletely
elucidated, recent studies suggest its role in fostering
emotional stability through its influence on cellular
targets and subsequent neuroprotective effects.?* The
GSK-3 signaling pathway regulates cell apoptosis, synaptic
plasticity, and cellular adaptability.? Research indicates
that modulating the GSK-3 signaling pathway can yield anti-
manic and antidepressant effects, and genetic regulation
of GSK-3 is also implicated in the pathogenesis of BD.?%
Lithium can mitigate its excitotoxic effects by increasing
phosphorylated GSK-3p activity and influencing multiple
neuroprotective pathways while inhibiting its function.?
Previous studies have shown that the response to lithium
treatment can be predicted by GSK-3p gene expression and
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phosphorylation levels.?* Increased phosphorylated GSK-
3p induced by lithium is associated with clinical symptom
improvement.?

This study’s therapeutic approach, which included prompt
medication adjustments and fluid supplementation,
effectively mitigated electric shock-like convulsions.
Lithium treatment can potentially disrupt electrolyte
balance within the body, particularly levels of sodium and
potassium, which play crucial roles in neuronal excitability.
Imbalances in these electrolytes may lead to aberrant
neuronal discharge, culminating in epileptic convulsions.
Compared to treatment methodologies discussed in other
literature, our strategy underscores the importance
of a flexible and rapid response to clinical changes.
Additionally, using sodium valproate as an alternative to
lithium carbonate presented an effective pathway for
alleviating side effects, offering practical insights for
improving treatment methodologies for BD.

Additionally, it is worth noting that, although rare, the
combination of lithium and selective serotonin reuptake
inhibitors (SSRIs) may induce serotonin syndrome. The
symptoms of this syndrome include fever, sweating,
tachycardia, altered mental status, and muscle rigidity,
some of which overlap with the symptoms described in
this case. Previous studies have reported that lithium can
increase sensitivity to serotonin, thereby contributing to
the onset of serotonin syndrome.3"3? Therefore, during the
combined use of lithium and SSRIs, it is important to be
vigilant for this potential complication, closely monitor the
patient’s clinical manifestations, and adjust the treatment
regimen as necessary.

With the widespread application of lithium (Figure 3), it
has been extensively utilized in the clinical treatment of
various neurological disorders, including mood disorders,
adjunctive antidepressant therapy, prophylactic anti-
dementia, and neurodegenerative diseases.® The effects of
lithium on the brain involve multiple pathways, including
neurotransmitter regulation, alteration of ion transport,
and impact on second messenger systems such as cyclic
Adenosine Monophosphate (AMP). In this study, the
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Figure 3. Neurological disorders treatable with lithium. The left side of the figure lists the types of treatable disorders, while the

right side outlines the related molecular mechanisms of action.
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electric shock-like epileptic convulsions experienced by
the patient represent a rare phenomenon characterized
by rapid muscular twitching while the patient remained
conscious. Such convulsions typically affect the head,
neck, and upper body and may implicate the intricate
brain network responsible for controlling muscle activity.
This generalized convulsion and a normal EEG post-
convulsion suggest an issue with the central nervous
system rather than a simple disorder of the peripheral
or neuromuscular system. It involves partial epileptic
convulsions, possibly due to lithium’s impact on certain
brain regions while sparing those involved in consciousness
maintenance, thus affecting motor functions without
impairing consciousness. In numerous animal studies,
acute lithium treatment has been shown to facilitate
dose-dependent proconvulsant effects through various
mechanisms, including increased neuronal excitability,
enhancement of the cholinergic pathway, inhibition of
phosphoinositide signaling, and promotion of peripheral
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inflammation. Indeed, lithium-induced inhibition of GSK-
3p in controlling convulsions and epilepsy is a double-edged
sword, occasionally resulting in epileptic-like convulsions
during its use. Figure 4 depicts the pathways associated
with lithium-mediated anticonvulsant and neuroprotective
effects. Lithium has neuroprotective properties, promoting
the expression of certain neuroprotective proteins, such
as brain-derived neurotrophic factor (BDNF). However, this
neuroprotective action may, under certain circumstances,
lead to hyperactivation of the nervous system, thereby
increasing the risk of epileptic convulsions.? It can be
inferred that electric shock-like convulsions following
lithium treatment are also related to abnormalities in the
above signals.

This study emphasizes the importance of personalized
treatment for patients with BD. The response to lithium
salts may vary significantly among different patients, and
individualized treatment and monitoring plans can help
minimize side effects and maximize therapeutic efficacy.
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Figure 4. Molecular signaling pathways involved in the effects of lithium. (A) Lithium carbonate inhibits inositol monophosphatase
(IMPase), reducing IP3-mediated intracellular Ca?* elevation. (B) Lithium regulates the NMDA receptor 2B subunit and inhibits
NMDAR-mediated Ca?* influx. (C) Lithium suppresses the nitric oxide (NO)/cyclic GMP (cGMP) pathway, inhibiting Ca?*" influx
mediated by glutamate ionotropic receptor AMPA type subunit 1 (GluA1). (D) Lithium activates the brain-derived neurotrophic
factor (BDNF)/TrkB-mediated Akt pathway, where Akt inhibits glycogen synthase kinase 3 beta (GSK-3p). (E) Lithium can inhibit
IFN-y-mediated GSK-3p signaling. (F) GSK-3p phosphorylates and thereby facilitates the degradation of p-catenin; lithium, through
various pathways (A, B, E), mediates the inhibition of GSK-3p, preventing p-catenin degradation. -catenin nuclear translocation
induces transcription of cyclin D1, a cell cycle regulator. (G) Lithium-mediated inhibition of GSK-3p blocks the nuclear translocation
of signal transducer and activator of transcription factors, downregulating the transcription of indoleamine 2,3-dioxygenase
(IDO1); inhibiting IDO1 prevents tryptophan metabolism, thus inhibiting the kynurenine pathway and reducing pro-inflammatory
cytokine activity. Li,CO;, lithium carbonate; Ca*, calcium ion; GluA1, glutamate receptor AMPA type subunit 1.
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Moreover, our research highlights the crucial role of
continuous and meticulous safety monitoring in lithium
salt treatment, facilitating the timely identification and
management of potential issues. The primary limitation of
this study is its limited sample size, being based on a single
case observation. Furthermore, the lack of comparative
groups restricts our ability to explain the phenomena
observed more deeply. While we have endeavored to
interpret the unique phenomena of this case, it must be
acknowledged that these findings may not be universally
applicable. Future clinical trials and mechanistic studies
with larger samples will aid in validating and deepening
our understanding.

Overall, this study provides new insights into the use
of lithium carbonate in the treatment of BD through a
unique case. Our findings underscore the importance of
personalized treatment, continuous monitoring, and
the flexibility to adjust treatment plans. Despite some
limitations, this study contributes valuable insights into
the complex challenges of treating BD and offers guidance
for future clinical practice and research directions.

Data Availability Statement: Data availabilty statement
The datasets generated and/or analysed during the current
study are available in the manuscript and supplementary
materials.

Ethics Committee Approval: Ethical committee approval
was received from the Ethics Committee of Zhenjiang Mental
Health Center (Approval no: 2023L01).

Informed Consent: Written informed consent was
obtained from the patient who agreed to take part in the
study.

Peer-review: Externally peer-reviewed.

Author Contributions: Concept - J.C., Y.Z.; Design - J.C.,
Q.H.; Supervision - Q.H., Y.Z.; Resources - H.B., Z.C.;
Materials - H.B., Z.C.; Data Collection and/or Processing -
H.B., Z.C.; Analysis and/or Interpretation - J.Z., B.L.;
Literature Search - Y.Z., J.C.; Writing Manuscript - J.C., Y.Z.;
Critical Review - Q.H., L.T.

Acknowledgments: The authors would like to express
their sincere gratitude to Dr. Hehua Bao for her timely identi-
fication of the patient’s symptoms and the corresponding
adjustments to the treatment plan. Her efforts have signifi-
cantly improved the patient’s prognosis, inspiring our future
clinical work.

Declaration of Interests: The authors have no conflict of
interest to declare.

Funding: This study was supported by Zhenjiang science
and technology plan project (SH2024013, SH2024018,
JC2024042, JC2024043); Zhenjiang social development guid-
ing science and technology plan project(FZ2024091). Jiangsu
Natural Science Foundation Youth Project (BK20240506);
Research Foundation of Jiangsu provincial commission of
health and family planning(H2023036, H2024099); Jiangsu
Provincial Administration of Traditional Chinese Medicine
Project (MS2024122); 2023 Medical Education Collaborative
Innovation Fund of Jiangsu University (JDYY2023088), Clinical

Medical Research Conversion Special, Anhui Key Research and
Development Program, 202204295107020065), Scientific
Research Project of Anhui Provincial Health Commission
(AHWJ2022b096).

REFERENCES

1.  Correll CU, Yu X, Xiang Y, Kane JM, Masand P. Biological
treatment of acute agitation or aggression with schizo-
phrenia or bipolar disorder in the inpatient setting. Ann
Clin Psychiatry. 2017;29(2):92-107.

2. Harrison PJ, Geddes JR, Tunbridge EM. The emerging
neurobiology of bipolar disorder. Trends Neurosci.
2018;41(1):18-30. [CrossRef]

3.  Smith DJ, Whitham EA, Ghaemi SN. Bipolar disorder.
Handb Clin Neurol. 2012;106:251-263. [CrossRef]

4.  Wilkinson ST, Trujillo Diaz D, Rupp ZW, et al. Pharmaco-
logical and somatic treatment effects on suicide in
adults: a systematic review and meta-analysis. Depress
Anxiety. 2022;39(2):100-112. [CrossRef]

5. Bojja SL, Singh N, Kolathur KK, Rao CM. What is the role
of lithium in epilepsy?. Curr Neuropharmacol.
2022;20(10):1850-1864. [CrossRef]

6. Sheikh M, Qassem M, Triantis IF, Kyriacou PA. Advances
in therapeutic monitoring of lithium in the management
of bipolar disorder. Sensors (Basel). 2022;22(3):736.
[CrossRef]

7. Wen J, Sawmiller D, Wheeldon B, Tan J. A review for
lithium: pharmacokinetics, drug design, and toxicity.
CNS Neurol Disord Drug Targets. 2019;18(10):769-778.
[CrossRef]

8. Patino LR, Klein CC, Strawn JR, et al. A randomized,
double-blind, controlled trial of lithium versus quetia-
pine for the treatment of acute mania in youth with
early course bipolar disorder. J Child Adolesc Psychop-
harmacol. 2021;31(7):485-493. [CrossRef]

9. Gomes-da-Costa S, Marx W, Corponi F, et al. Lithium
therapy and weight change in people with bipolar dis-
order: a systematic review and meta-analysis. Neurosci
Biobehav Rev. 2022;134:104266. [CrossRef]

10. Shorter E. The history of lithium therapy. Bipolar Disord.
2009;11(suppl 2):4-9. [CrossRef]

11. Wu C, Gong WG, Wang YJ, et al. Escitalopram alleviates
stress-induced Alzheimer’s disease-like tau pathologies
and cognitive deficits by reducing hypothalamic-pitui-
tary-adrenal axis reactivity and insulin/GSK-3p signal
pathway activity. Neurobiol Aging. 2018;67:137-147.
[CrossRef]

12. Benedetti F, Radaelli D, Poletti S, et al. Opposite effects
of suicidality and lithium on gray matter volumes in
bipolar depression. J Affect Disord. 2011;135(1-3):139-
147. [CrossRef]

13. Gitlin M. Lithium and the kidney: an updated review.
Drug Saf. 1999;20(3):231-243. [CrossRef]

14. American Psychiatric Association. Practice guideline for
the treatment of patients with bipolar disorder (revi-
sion). Am J Psychiatry. 2002;159(4 suppl):1-50.

15. Yatham LN, Kennedy SH, O’Donovan C, et al. Canadian
Network for Mood and Anxiety Treatments (CANMAT)
guidelines for the management of patients with bipolar
disorder: consensus and controversies. Bipolar Disord.
2005;7(suppl 3):5-69. [CrossRef]


https://doi.org/10.1016/j.tins.2017.10.006
https://doi.org/10.1016/B978-0-444-52002-9.00015-2
https://doi.org/10.1002/da.23222
https://doi.org/10.2174/1570159X20666220411081728
https://doi.org/10.3390/s22030736
https://doi.org/10.2174/1871527318666191114095249
https://doi.org/10.1089/cap.2021.0039
https://doi.org/10.1016/j.neubiorev.2021.07.011
https://doi.org/10.1111/j.1399-5618.2009.00706.x
https://doi.org/10.1016/j.neurobiolaging.2018.03.011
https://doi.org/10.1016/j.jad.2011.07.006
https://doi.org/10.2165/00002018-199920030-00004
https://doi.org/10.1111/j.1399-5618.2005.00219.x

Psychiatry Clin Psychopharmacol. 2025;35(1):81-87

16.

17.

18.

19.

20.

21.

22.

23.

24,

Balance investigators and collaborators, Geddes JR,
Goodwin GM, et al. Lithium plus valproate combination
therapy versus monotherapy for relapse prevention in
bipolar | disorder (BALANCE): a randomised open-label
trial. Lancet. 2010;375(9712):385-395. [CrossRef]

Ryu HU, Chung JY, Shin BS, Kang HG. Lithium induced
reversible splenial lesion in neuroleptic malignant syn-
drome like symptoms: two case reports. BMC Neurol.
2020;20(1):164. [CrossRef]

Adityanjee MKR, Munshi KR, Thampy A. The syndrome of
irreversible lithium-effectuated neurotoxicity. Clin Neu-
ropharmacol. 2005;28(1):38-49. [CrossRef]

Hanak AS, Malissin I, Poupon J, Risede P, Chevillard L,
Mégarbane B. Electroencephalographic patterns of lith-
ium poisoning: a study of the effect/concentration rela-
tionships in the rat. Bipolar Disord. 2017;19(2):135-145.
[CrossRef]

Helmchen H, Kanowski S. EEG changes under lithium (Li)
treatment. Electroencephalogr Clin Neurophysiol.
1971;30(3):269.

Marchi N, Fan Q, Ghosh C, et al. Antagonism of
peripheral inflammation reduces the severity of sta-
tus epilepticus. Neurobiol Dis. 2009;33(2):171-181.
[CrossRef]

Tondo L, Alda M, Bauer M, et al. Clinical use of lithium
salts: guide for users and prescribers. Int J Bipolar Dis-
ord. 2019;7(1):16. [CrossRef]

Malhi GS, Tanious M, Das P, Coulston CM, Berk M. Poten-
tial mechanisms of action of lithium in bipolar disorder.
Current understanding. CNS Drugs. 2013;27(2):135-153.
[CrossRef]

Carter CJ. Multiple genes and factors associated with
bipolar disorder converge on growth factor and stress

25.

26.

27.

28.

29.

30.

31.

32.

activated kinase pathways controlling translation initia-
tion: implications for oligodendrocyte viability. Neuro-
chem Int. 2007;50(3):461-490. [CrossRef]

Martinowich K, Schloesser RJ, Manji HK. Bipolar disor-
der: from genes to behavior pathways. J Clin Invest.
2009;119(4):726-736. [CrossRef]

Serretti A, Benedetti F, Mandelli L, et al. Association
between GSK-3beta -50T/C polymorphism and personal-
ity and psychotic symptoms in mood disorders. Psychia-
try Res. 2008;158(2):132-140. [CrossRef]

Lee YJ, Kim YK. The impact of glycogen synthase kinase
3p gene on psychotic mania in bipolar disorder patients.
Prog Neuropsychopharmacol Biol Psychiatry.
2011;35(5):1303-1308. [CrossRef]

de Sousa RT, Zanetti MV, Talib LL, et al. Lithium increases
platelet serine-9 phosphorylated GSK-3p levels in drug-
free bipolar disorder during depressive episodes. J Psy-
chiatr Res. 2015;62:78-83. [CrossRef]

Iwahashi K, Nishizawa D, Narita S, et al. Haplotype
analysis of GSK-3B gene polymorphisms in bipolar disor-
der lithium responders and nonresponders. Clin Neurop-
harmacol. 2014;37(4):108-110. [CrossRef]

Jang Y, Lee SH, Lee B, et al. TRPM2, a susceptibility
gene for bipolar disorder, regulates glycogen synthase
Kinase-3  activity in the brain. J Neurosci.
2015;35(34):11811-11823. [CrossRef]

Levine SB. The nature of sexual desire: a clinician’s
perspective. Arch Sex Behav. 2003;32(3):279-285.
[CrossRef]

Wilkinson D, Zhang J, Parker M. Predictive validity of
the Undergraduate Medicine and Health Sciences Admis-
sion Test for medical students’ academic performance.
Med J Aust. 2011;194(7):341-344. [CrossRef]

87


https://doi.org/10.1016/S0140-6736(09)61828-6
https://doi.org/10.1186/s12883-020-01742-z
https://doi.org/10.1097/01.wnf.0000150871.52253.b7
https://doi.org/10.1111/bdi.12482
https://doi.org/10.1016/j.nbd.2008.10.002
https://doi.org/10.1186/s40345-019-0151-2
https://doi.org/10.1007/s40263-013-0039-0
https://doi.org/10.1016/j.neuint.2006.11.009
https://doi.org/10.1172/JCI37703
https://doi.org/10.1016/j.psychres.2007.06.017
https://doi.org/10.1016/j.pnpbp.2011.04.006
https://doi.org/10.1016/j.jpsychires.2015.01.016
https://doi.org/10.1097/WNF.0000000000000039
https://doi.org/10.1523/JNEUROSCI.5251-14.2015
https://doi.org/10.1023/a:1023421819465
https://doi.org/10.5694/j.1326-5377.2011.tb03002.x

