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ABSTRACT
Background: Although lamotrigine may be useful 
for treating patients with treatment-resistant bipolar 
disorder, some lamotrigine-associated adverse 
effects, including mild to moderate skin rash, may 
prevent the continuation of treatment.

Methods: We investigated lamotrigine rechallenge 
for the treatment of bipolar disorder. The present 
study was based on retrospective chart review of 
outpatients with bipolar disorder (DSM-5 criteria) 
who visited the hospital’s psychiatric department 
between July 2011 and August 2017. The review 
revealed 12 patients with bipolar disorder who 
underwent lamotrigine rechallenge following 
lamotrigine discontinuation due to various adverse 
reactions, including skin rash. None of the patients 
showed Stevens-Johnson syndrome. All patients 
suffered from treatment-resistant bipolar disorder 
that was refractory to treatments other than 
lamotrigine. For each patient, the severity of the 
adverse reaction to lamotrigine was weighed against 
the potential for therapeutic benefit. 

Results: In 9 of 12 cases, a positive outcome of 
lamotrigine rechallenge was observed. In all cases 
with initial skin rash with very slow titration of 
lamotrigine, rechallenge was successful with no 
recurrence of the rash. In the 3 cases for which 
lamotrigine was unsuccessful, lamotrigine was 
discontinued owing to movement disorders, ie, oral 
dyskinesia and action tremor, and liver dysfunction, 
respectively.

Conclusions: The present results suggest that 
lamotrigine rechallenge may be a viable option for 
treatment-resistant bipolar disorder.
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Lamotrigine is a structurally novel anticonvulsant that was approved 
by the US Food and Drug Administration for the treatment of 

epilepsy in 1994. Lamotrigine is generally well tolerated by children 
and adults.1 The mechanism of action of lamotrigine involves sodium 
channel blocking and may entail the activation of N-methyl-d-aspartate 
receptors.2 Lamotrigine is also beneficial for the treatment of psychiatric 
disorders, especially mood disorders. Evidence supports lamotrigine as 
an effective maintenance treatment for bipolar disorder, particularly in 
the prevention of depressive episodes.1 In acute bipolar depression, there 
is modest support for its efficacy from meta-analysis,1 especially in more 
severely depressed subjects. A double-blind randomized controlled trial3 
in unipolar depression reported benefits on subsets of symptoms and 
improved response in the more severely depressed subjects. Although 
the preventive effect of lamotrigine on recurrence or relapse of mood 
episodes in bipolar I disorder has been established in clinical studies, 
it has recently been reported that lamotrigine may be more suitable 
for maintenance treatment in bipolar II disorder than in bipolar I 
disorder.2 Another recent report5 suggested that lamotrigine alone or 
in combination with quetiapine may be effective in the prevention of 
postpartum depression in women with bipolar II disorder.

Some lamotrigine-associated adverse effects, such as skin rash, may 
prevent continuation of lamotrigine treatment, particularly in the first 
2 months of treatment during ongoing or completion of lamotrigine 
titration.6 Tak et al7 compared the adverse effects of lamotrigine in 
adolescent epilepsy patients and adolescent psychiatric patients. They 
reported that within 7 weeks of initiation of lamotrigine, the likelihood 
of developing a rash was not significantly different between psychiatric 
and nonpsychiatric patients.7 A recent report8 has demonstrated 
that psychiatrists, neurosurgeons, and pediatricians should strictly 
comply with the guidelines for the proper use of lamotrigine and that 
allergologists should endeavor to ensure the early detection of severe 
lamotrigine-induced skin eruptions.

Several reports9–16 have described the outcome of lamotrigine 
rechallenge following a skin rash in the treatment of either epilepsy or 
psychiatric disorders. There may be racial differences in susceptibility 
to adverse effects of lamotrigine, and probably also to rechallenge of 
lamotrigine. Here, we report on lamotrigine rechallenge in the treatment 
of bipolar disorder after discontinuation of lamotrigine due to various 
adverse effects, including skin rash.

METHODS

Between July 2011 and August 2017, we retrospectively reviewed 
charts from the psychiatric department of our hospital for outpatients 
with bipolar disorder. Among this group, we were looking for patients 
who had experienced an adverse reaction to lamotrigine on initial 
exposure to the drug (Table 1), even though lamotrigine had been 
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titrated according to the manufacturer suggested protocol, 
and who had discontinued the drug because of the reaction. 
We found all of the patients had been diagnosed by the same 
psychiatrist (T.I.) according to the DSM-5 classification, and 
all of the patients were Japanese and thus have the same 
ethnic traits. Lamotrigine had been used in combination 
with other drugs, such as antipsychotics, antidepressants, 
other anticonvulsants, and benzodiazepines, and patients’ 
prescription regimens had been maintained during the 
rechallenge.

For those who had skin rash as their reason for lamotrigine 
discontinuation, grade of the rash was based on the intensity 
and location of the outbreak according to the classification 
system of Serrani Azcurra.16 For example, Grade 1 is 
“Macular or papular outbreak or erythema without related 
symptoms”; Grade 2 is “Macular or papular outbreak or 
erythema with itching or other related symptoms. Localized 
peeling or other lesions that cover < 50% of body surface 
area”; and Grade 5 is “Severe life-threatening Stevens-
Johnson syndrome.”16

Because our patients suffered from treatment-resistant 
bipolar disorder that was refractory to treatments other than 
lamotrigine, they were offered lamotrigine rechallenge by 
their responsible physician (A.M.). For each patient, the 
severity of the adverse reaction to lamotrigine was weighed 

against the potential for therapeutic benefit with the drug. 
Informed consent had been obtained at that time for all those 
considered appropriate for rechallenge. 

RESULTS

Twelve patients fit our criteria; their clinical data are 
shown in Table 1. In all cases, adverse effects showed 
improvement after withdrawal of lamotrigine. In 5 of 12 
cases, the reason for initial lamotrigine discontinuation was 
skin rash. Four patients showed a Grade 1 skin rash and 1 
patient showed a Grade 2 skin rash. None of the patients 
showed Stevens-Johnson syndrome. In 9 of 12 cases, a positive 
outcome following lamotrigine rechallenge was observed in 
psychiatric symptoms. In all cases with an initial skin rash, 
lamotrigine rechallenge was successful with no recurrence 
of the rash. In 3 of 12 cases, lamotrigine rechallenge was 
discontinued because of oral dyskinesia, action tremor, and 
liver dysfunction, respectively.

DISCUSSION

To our knowledge, few reports have described lamotrigine 
rechallenge for the treatment of bipolar disorder following 
skin rash. In case studies of single patients, reports are 
mixed. Buzan and Dubovsky10 reported an unsuccessful case 
of lamotrigine rechallenge, while Manfredi et al12 reported a 
successful case of lamotrigine rechallenge. In a larger study 
of a group of 27 patients with bipolar disorder, Aiken and 
Orr15 investigated the efficacy of lamotrigine rechallenge 
and reported a positive outcome in 21 cases. Another 
study16 of 10 patients with bipolar disorder undergoing 
rechallenge reported that 8 patients had a positive outcome. 
These 2 reports15,16 that included groups of patients support 
the use of lamotrigine rechallenge as a viable option for 
treatment-resistant bipolar disorder following a benign 
lamotrigine-induced rash, and they demonstrated that 
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 ■ Lamotrigine is an effective maintenance treatment 
for bipolar disorder, particularly in the prevention of 
depressive episodes.

 ■ Some lamotrigine-associated adverse effects, such as skin 
rash, may prevent continuation of lamotrigine treatment, 
particularly in the first 2 months of treatment during 
ongoing or completion of lamotrigine titration.

 ■ Lamotrigine rechallenge with very slow titration may 
be a viable option for bipolar disorder that is treatment 
resistant against drugs other than lamotrigine.

Table 1. Characteristics of Recruited Patients and Details of Treatment With Lamotrigine (initial and rechallenge regimens)

Case Sex Age
Initial  

Dose (mg)

Maximum  
Dose 
(mg)

Days of  
Treatment 

Before  
Adverse Effect

Reason for Initial 
Discontinuation

Days Until 
Rechallenge 

Initial  
Dose of 

Rechallenge (mg)

Maximum  
Dose of 

Rechallenge (mg)
Progress

(Adverse Effect)
1 F 37 25 50 20 Skin rash (Grade 1a) 107 25 25 Improvement
2 F 39 25 25 14 Pruritus 308 25 200 Improvement
3 F 36 50 50 14 Skin rash (Grade 2a) 362 25 400 Improvement
4 F 85 25 200 208 Dizziness 626 25 50 Improvement
5 F 44 25 25 16 Oral dyskinesia 533 25 150 Discontinuation

(oral dyskinesia)
6 F 46 50 100 28 Skin rash (Grade 1a) 795 25 250 Improvement
7 M 71 25 125 471 Action tremor 124 25 50 Discontinuation

(action tremor)
8 F 71 25 100 138 Dizziness 629 25 250 Improvement
9 F 25 25 25 29 Nausea 595 25 150 Improvement
10 M 18 25  

(every  
other day)

25 27 Skin rash (Grade 1a) 489 25 50 Improvement

11 F 73 25 125 152 Dizziness 1,289 25 25 Discontinuation
(liver dysfunction)

12 F 46 25 25 24 Skin rash (Grade 1a) 354 25 50 Improvement
aGraded according to the classification system of Serrani Azcurra.16 
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lamotrigine rechallenge should be avoided within 4 weeks 
of the initial rash.

In the present study, we investigated lamotrigine 
rechallenge in several patients with bipolar disorder that was 
resistant to treatments other than lamotrigine. These patients 
had discontinued their treatment owing to various adverse 
effects induced by lamotrigine, including skin rash. In all 
of the cases with initial skin rash, lamotrigine rechallenge 
with very slow titration of lamotrigine occurring for several 
weeks was successful and there were no recurrences of the 
rash.

In some cases (case 1 and case 4 in Table 1), maximum 
doses of lamotrigine in rechallenge were lower than those 
of lamotrigine in the first challenge; however, psychiatric 
symptoms were ameliorated in these cases. The reason for 
these results should be clarified in future studies. The present 
results suggest that lamotrigine rechallenge is a viable 
option for treatment-resistant bipolar disorder. However, 
the clinicians should consider the ethnicity of the patients 
because there might be different reactions of lamotrigine in 
other populations.

In 3 cases, lamotrigine rechallenge was unsuccessful. 
In 2 of them, patients experienced movement disorders 

such as oral dyskinesia and action tremor twice during the 
treatment of lamotrigine. This side effect is surprising as 
lamotrigine has rarely been linked to the development of 
movement disorders17; although, a few studies18 reporting on 
adverse effects following long-term use of lamotrigine report 
movement disorders among the symptoms experienced. 
Mackay et al18 reported that early in lamotrigine treatment, 
adverse effects experienced by epileptic patients included skin 
rash and Stevens-Johnson syndrome. Lamotrigine rechallenge 
may have unacceptable risk in patients who had previously had 
severe (Stevens-Johnson syndrome) rash with lamotrigine. 
However, after more than 6 months of treatment, adverse 
effects experienced included mood disorder, ataxia, visual 
blurring, and diplopia.18 Other reports19–21 demonstrated 
late neurologic disturbances induced by lamotrigine in 
epileptic patients, including ataxia, headache, oculogyric 
crises, involuntary eye blinking, and tic disorder. Therefore, 
clinicians should bear in mind the potential for movement 
disorders induced by lamotrigine, as seen in the present study.

This study was limited by its small number of subjects 
and use of a retrospective design. Future prospective studies 
with more subjects are necessary to draw more definitive 
conclusions.
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