
ORIGINAL CONTRIBUTION
Impact of Selected Initial Titration Schedules on Safety
and Long-Term Effectiveness of Lamotrigine for the

Treatment of Mood Disorders

Tomoyuki Nakamura, MD, PhD,1 Masaru Tomita, MD, PhD,2 Susumu Hirota, MD,3

Takamasa Matsunaga, MD,4 and Naohisa Uchimura, MD, PhD1
Abstract:
Purpose: Lamotrigine (LTG) is used for treatment of mood disorders, but
it is associated with the risk of rash occurrence in the initial administration
phase. Although slow titration reduces this risk, its effectiveness in the
treatment of mood disorders has not been verified. The effects of titration
method on the safety and effectiveness of LTG for the treatment of mood
disorders were examined in this study.
Methods: This retrospective cohort study included 312 patients with
mood disorders who underwent initiation of LTG therapy. Data regarding
baseline demographics, titration schedules, concomitant medications, and
time to and cause of discontinuation of LTGwere collected. A multivariate
analysis was used to evaluate the effects of the titration schedules. The
12-month effectiveness was also evaluated.
Results: The 12-month discontinuation rate of LTGwas 16.7%. The most
frequent cause of discontinuation was development of a rash (47.7%,
n = 312). Fast titration (adjusted odds ratio, 8.15) significantly increased
the risk of rash development, and slow titration (adjusted odds ratio,
0.29) significantly decreased this risk. The time to all-cause discontinua-
tion was not significantly different between the slow and standard titration
groups (n = 303). After 12 months of treatment, the condition of 46.7% pa-
tients were rated much or very much improved using CGI-C.
Conclusions: Although slow titration of LTG reduces the occurrence of a
rash, it is not more effective than standard titration in the long term. Optimizing
the initial LTG titration schedule for patients with mood disorders is challenging.

Key Words: lamotrigine, long term, mood disorders, titration, rash

(J Clin Psychopharmacol 2022;42: 350–356)

L amotrigine (LTG) has been widely used for the treatment of
partial epilepsy, bipolar disorder (BD), and other mood disor-
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ders. In Japan, LTG was approved for partial epilepsy in 2008
and for the prevention of relapses of BD in 2011.

During the initial administration phase, the appearance of a
rash is the most frequent cause of LTG discontinuation.1,2 As the
rash can develop into fatal symptoms,3,4 the initial titration schedule
of LTG has been regulated.5 The estimated incidence of a rash with
the regulated standard titration schedule is 5% to 10% in patients
with epilepsy6,7 and 8% to 15% in patientswithmood disorders.2,8–10

The risk factors for rash development include a fast titration
schedule,3,5,11 concomitant use of valproate (VPA),3,5,11 age of less
than 13 years,3,6,11 female sex, and a history of rash development
due to other antiseizure drugs.6,11,12Whether patients with epilepsy
and those with mood disorders, who receive different treatment set-
tings, have the same risk factors remains unclear.

Several studies regarding the effects of slow titration of LTG
on the risk of rash development have been conducted. An open-
label, naturalistic study2 and a retrospective, cross-sectional study13

reported that slow titration reduced the risk of rash development
compared with standard titration, suggesting that slow titration dur-
ing the initiation of LTGmay increase patients' tolerance of LTG. In
contrast, Jang et al14 recently reported a modified rapid titration
method that resulted in good tolerability of LTG in terms of rash oc-
currence. The ideal initial titration schedule of LTG is still contro-
versial. Moreover, how the selected initial titration method affects
long-term effectiveness of LTG remains unclear.

This retrospective cohort study examined the impact of se-
lected titration methods on the safety and long-term effectiveness
of LTG in patients with mood disorders.

MATERIALS AND METHODS

Ethics Statement
This multicenter study was approved by the ethics committee

and was conducted in accordance with the Japanese Ethical Guide-
lines for Medical and Health Research Involving Human Subjects.
The requirement for informed consent waswaived by the ethics com-
mittee based on the retrospective cohort design with anonymization
of the medical records.

Patients and Study Procedures
This retrospective, multicenter, cohort study included patients

who underwent LTG initiation at one of the following centers be-
tween July 2011 and July 2016: Kurume University Hospital,
Sanare Clinic at the Mountain, Hayatsue Hospital, or Hirota Clinic.
The patients were included if they met the diagnostic criteria for
mood disorders according to theDiagnostic and Statistical Manual
of Mental Disorders, Fourth Edition, Text Revision (codes from
296.00 Bipolar I Disorder to 296.90 Mood Disorder not otherwise
specified (NOS) and 300.4 Dysthymic Disorder, 301.13 Cyclothy-
mic Disorder, 311 Depressive Disorder NOS). A total of 317 pa-
tients were enrolled in the study, but 2 were excluded (because of
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FIGURE 1. Patient flowchart. Flow chart illustrating the patient selection procedure.
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a serious physical disease [n = 1] and noncompliance [n = 1]) and 3
were lost to follow-up (Fig. 1).

Data regarding the patients' baseline demographics, diagno-
ses, concomitant medications, and LTG titration schedules were
retrospectively collected from the medical records 12 months after
the initiation of LTG. Major adverse drug reactions (ADRs) asso-
ciated with LTG discontinuation and the time to their occurrence
were evaluated in the safety assessment. The primary end point
of the study was the time to all-cause discontinuation reflecting
the effectiveness of LTG. In addition, physicians assessed the
change in the duration, cycle, and severity of mood episodes or
in quality of life using the Clinical Global Impression of Change
(CGI-C) to evaluate the efficacy of treatment in patients who con-
tinued LTG successfully for 12 months.

The LTG titration schedule was classified according to the
prescription during the first 8 weeks of LTG administration as
standard (based on the locally approved titration schedule that dis-
tinguishes three schedules: LTG monotherapy or with concomi-
tant medication that includes types of glucuronic acid conjugation
inhibitors/promotors), fast (exceeds the standard schedule in terms
of interval or dosing), and slow (doses at 4 weeks were fewer than
those in the standard schedule and the increased interval and dose
never exceeded those of the standard schedule). Examples of the
titration schedules are shown in Supplemental Digital Content 1,
http://links.lww.com/JCP/A808.

The sample size was calculated using PROC POWER of SAS
9.2 software (SAS Institute, Cary, NC) assuming that a 15% differ-
ence in the discontinuation rate after 12 months could be detected
with 80% statistical power and a bilateral α level of 0.05%. The re-
quired sample size was determined to be 131 patients per group.
© 2022 The Author(s). Published by Wolters Kluwer Health, Inc.
Statistical Analysis
All statistical analyses were conducted using JMP Pro 15

software. Based on the Shapiro-Wilks test, continuous variables
are presented as median and range; differences across groups were
compared using the Mann-Whitney U test or Kruskal-Wallis test.
Categorical variables are presented as the number and percentage
of patients; differences across groups were analyzed using the χ2

test or Fisher exact test. Risk factors for ADRs were calculated
using adjusted odds ratios (ORs) via a multivariate logistic regres-
sion analysis. Among the baseline characteristics and selected ti-
tration schedules, factors that showed a significant difference or
a tendency to show a difference in the univariate analysis (sex, con-
comitant VPA and titration schedules) were used as independent var-
iables in themultivariate logistic regression analysis. Among the base-
line characteristics, the effect of a factor (concomitant carbamazepine,
Table 1) that showed a significant difference in the 3 titration groups
was adjusted as a confounder in the multivariate logistic regression
analysis. The times to all-cause discontinuation in the standard and
slow titration groups were compared using multivariate Cox propor-
tional hazards models with sex, diagnosis, and concomitant medica-
tions as covariates. Statistical significance was set at P < 0.05.

RESULTS

Safety Analysis
Lamotrigine was administered to patients with BD-I (n = 32,

10.3%), BD-II (n = 126, 40.4%), BD-NOS (n = 77, 24.7%), and
depressive disorder NOS (n = 77, 34.7%; Table 1). As shown in
Figure 1, the data of 312 patients were included in the safety analysis.
www.psychopharmacology.com 351
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TABLE 1. Patient Characteristics

Total (N = 312)

Titration

PFast (n = 9 [2.9]) Standard (n = 150 [48.1]) Slow (n = 153 [49])

Age, y 39 (14–85) 33 (17–65) 41 (14–82) 39 (15–85) 0.50*
Sex 0.27†
Female 224 (71.8) 5 (55.6) 104 (69.3) 115 (75.2)
Male 88 (28.2) 4 (44.4) 46 (30.7) 38 (24.8)

Diagnosis 0.25†
BDI 32 (10.3) 2 (22.2) 14 (9.3) 16 (10.5)
BDII 126 (40.4) 1 (11.1) 61 (40.7) 64 (41.8)
BD-NOS 77 (24.7) 1 (11.1) 39 (26) 37 (24.2)
DD-NOS 77 (24.7) 5 (55.6) 36 (24) 36 (23.5)

Concomitant medication at initiation
None 44 (14.1) 3 (33.3) 23 (15.3) 18 (11.8) 0.13†
Lithium 72 (23.1) 1 (11.1) 32 (21.3) 39 (25.5) 0.51†
Antiseizure drugs

Valproate 41 (13.1) 2 (22.2) 20 (13.3) 19 (12.4) 0.56†
Carbamazepine 20 (6.4) 0 3 (2) 17 (11.1) <0.005†

Antipsychotics 148 (47.4) 4 (44.4) 65 (43.3) 79 (51.6) 0.35†
Antidepressants 147 (47.1) 1 (11.1) 73 (48.7) 73 (47.7) 0.09†

*Kruskal-Wallis test.

†Fisher exact test. Data are presented as number (percentage) or median (range).

‡Indicates P < 0.05.

Nakamura et al Journal of Clinical Psychopharmacology • Volume 42, Number 4, July/August 2022
Lamotrigine was discontinued because of ADRs in 52 pa-
tients (16.7%; Table 2). The most frequent major ADR was a rash
(n = 38, 12.2%; Table 2), and the median was 21 days (range, 2–
307 days). The LTG titration schedule (P < 0.0001) and concom-
itant use of VPA (P = 0.002) were significantly associated with the
occurrence of a rash (Table 3). Female sex (adjusted OR, 3.06;
95% confidence interval [CI], 1.114–8.433; P < 0.05), a fast titra-
tion schedule (adjusted OR, 8.15; 95% CI, 1.903–34.911;
P < 0.005), and concomitant use of VPA (adjusted OR, 3.37;
95% CI, 1.439–7.888; P < 0.01) were identified as risk factors
for the development of a rash. Slow titration (adjusted OR, 0.29;
95%CI, 0.126–0.687; P < 0.005) significantly decreased this risk
(Fig. 2). No patient in this study developed a severe rash such as
TABLE 2. Major ADRs and Time to LTG Discontinuation

Total (N = 52/312 [16.7%]) Fast (n = 7/9 [77.8

n (%) Days n (%) Day

Rash 38 (12.2) 21 (2–307) 5 (1.6) 10 (3–1
Psychiatric symptoms 3 (0.9) 28 (3–126) 1 (0.3) 3
Headache 2 (0.6) 22 (3–41)
Nausea 2 (0.6) 9.5 (5–14)
Irritability 2 (0.6) 43 (30–56)
Edema 1 (0.3) 13
Sedation 1 (0.3) 69
Parkinsonism 1 (0.3) 128 1 (0.3) 128
Obsessive symptoms 1 (0.3) 13
Hypomanic switch 1 (0.3) 67

The number of day data is presented as median (range).

352 www.psychopharmacology.com
Stevens-Johnson syndrome, toxic epidermal necrolysis, or drug-
induced hypersensitivity syndrome.
Effectiveness Analysis
A total of 303 patients were included in the effectiveness

analysis, but 9 patients in whom LTG was initiated using a fast ti-
tration schedule and ultimately discontinued before 12 months
were excluded (Fig. 1). Patients in the fast titration group discon-
tinued LTG because of rash occurrence (n = 5), ineffectiveness
(n = 2), psychotic symptoms (n = 1), and parkinsonism (n = 1).
Of the 303 patients included in the effectiveness analysis, 227
(75%) received LTG for 12 months and 76 (25%) discontinued
Titration

%]) Standard (n = 31/150 [20.7%]) Slow (n = 14/153 [9.2%])

s n (%) Days n (%) Days

18) 24 (7.7) 30 (14–307) 9 (2.9) 21 (2–165)
2 (0.6) 77 (28–123)

2 (0.6) 22 (3–41)
1 (0.3) 5 1 (0.3) 14
2 (0.6) 43 (30–56)
1 (0.3) 13

1 (0.3) 69

1 (0.3) 13
1 (0.3) 67

© 2022 The Author(s). Published by Wolters Kluwer Health, Inc.
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TABLE 3. Risk Factors for Development of a Rash

Nonrash Group (n = 274 [87.8%]) Rash Group (n = 38 [12.2%]) Test of Significance

Age, y 39 (14–85) 40.5 (17–69) z = 0.15; P = 0.87*
Sex χ2 = 3.3; df = 310; P = 0.06
Female 192 (70.1) 32 (84.2)
Male 82 (29.9) 6 (15.5)

Diagnosis χ2 = 4.0; df = 3; P = 0.74
BDI 28 (10.2) 4 (10.5)
BDII 108 (39.4) 18 (47.4)
BD-NOS 70 (25.5) 7 (18.4)
DD-NOS 68 (24.8) 9 (23.7)

LTG titration schedule <0.0001†‡
Fast 4 (1.5) 5 (13.2)
Standard 126 (45.9) 24 (63.2)
Slow 144 (52.6) 9 (23.7)

Concomitant medication at initiation
None 38 (13.8) 6 (15.8) χ2 = 0.1; df = 1; P = 0.74
Lithium 63 (22.9) 9 (23.7) χ2 = 0.008; df = 1; P = 0.92
Antiseizure drugs
Valproate 30 (10.9) 11 (28.9) χ2 = 9.5; df = 1; P = 0.002†
Carbamazepine 18 (6.5) 2 (5.3) χ2 = 0.09; df = 1; P = 0.76

Antipsychotics 132 (48.2) 16 (42.1) χ2 = 0.49; df = 1; P = 0.48
Antidepressants 128 (46.7) 19 (50.0) χ2 = 0.14; df = 1; P = 0.70

*Mann-Whitney U test.

†Indicates P < 0.05.

‡Fisher exact test.

df, degrees of freedom.
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LTGwithin 12 months. Overall, the most common reason for dis-
continuation of LTGwas the occurrence of a rash (n = 33, 10.9%),
ineffectiveness (n = 17, 5.6%), ADRs other than a rash (n = 12,
3.9%), patient request (n = 12, 3.9%), and unknown (n = 2, 0.7%;
Table 4). The most frequent reason for discontinuation in the slow
titration group was patient request (n = 12, 7.8%).

Titration schedule, sex, diagnosis, and concomitant medica-
tions did not significantly affect the time to all-cause discontinua-
tion (overall P = 0.25; degrees of freedom = 10; Supplemental
FIGURE 2. Forest plot of risk factors associated with the occurrence of a r
induced rash, and fast titration significantly increases this risk compared
Furthermore, female sex and the concomitant use of sodium VPA signifi

© 2022 The Author(s). Published by Wolters Kluwer Health, Inc.
Digital Content 2, http://links.lww.com/JCP/A809). In the 227 pa-
tients who received LTG continuously for 12 months, 12 (5.3%)
were rated very much improved with CGI-C, 94 (41.4%) pa-
tients were rated much improved, and 99 (43.6%) were rated
minimally improved. Twenty-two patients (9.7%) were rated
unevaluable because of the frequent change of concomitant med-
ications. Lamotrigine was more efficacious in patients with BD
than in those with depressive disorder NOS. In these patients,
LTGwas equally efficacious between the standard group and slow
ash. Slow titration significantly reduces the risk of developing a LTG-
with the standard titration in patients with mood disorders.
cantly increase the risk.
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TABLE 4. Duration of LTG Use and Causes of Discontinuation

Total (N = 76/303)

Titration

Time to Discontinuation, dStandard (n = 42/150) Slow (n = 34/153)

n (%) n (%) n (%) Median (Range)

Adverse effects 45 (14.8) 29 (19.3) 16 (10.4) 28 (2–307)
Rash 33 (10.9) 24 (16.0) 9 (5.8) 27 (2–307)
Others 12 (3.9) 5 (3.3) 7 (4.5) 29 (3–126)

Ineffectiveness 17 (5.6) 13 (8.7) 4 (2.6) 62 (14–300)
Patient request 12 (3.9) 0 12 (7.8) 44 (7–308)
Unknown 2 (0.7) 0 2 (1.3) 72.5 (65–80)

Nakamura et al Journal of Clinical Psychopharmacology • Volume 42, Number 4, July/August 2022
group (Supplemental Digital Content 3, http://links.lww.com/
JCP/A810).

DISCUSSION
This study reports the effects of the initial titration schedule

of LTG on its safety and long-term effectiveness for the treatment
of mood disorders at the 12-month follow-up. Fast titration signif-
icantly increased the risk of rash occurrence and slow titration sig-
nificantly decreased this risk, compared with the standard titration
schedule. Although the slow titration schedule improved the
safety of LTG, it did not improve the time to all-cause discontinu-
ation, compared with the standard titration schedule. These results
suggest that optimization of the initial titration schedule for LTG
in patients with mood disorders is challenging.

Safety and Titration Methods
Lamotrigine discontinuation was associated with ADRs in

16.7% of patients in this study, and a rash was the most common
ADR, which is consistent with previous reports.6,7 The occur-
rence of fewer ADRs other than a rash among overall patients sug-
gests good tolerability of LTG. Previous studies have reported the
effects of the initial titration schedule on the risk of rash develop-
ment.2,13 Joe et al2 reported a significant decrease in the incidence
of LTG-induced rash development during initiation with slow ti-
tration schedules and lower initial doses of LTG (12.5 mg if no
concomitant antiseizure drugs were used) or increased intervals
(biweekly). Fujii et al13 reported that titration schedules with ex-
tended intervals and standard dosing also significantly decreased
the development of LTG-induced rashes. As shown in these stud-
ies, the method for slow titration of LTG has not yet been stan-
dardized. In this study, the slow titration schedule was defined
as a decreased total dose of LTG during the first 8 weeks of adminis-
tration compared with that used in the standard titration schedule,
achieved via modified doses or dose intervals. The fast titration
schedule was defined as a dose interval of less than biweekly or a
higher dosage than that included in the standard titration schedule.
In the real-world setting, the titration schedules are determined based
on various factors. Fast titration has been followed on an involuntary
basis. In some cases, slow titration was selected as the physician's
treatment strategy aimed at further reducing rash, but in many cases,
slow titrationwas selected according to patient's present visiting inter-
val. Slow titration scheduleswere used in 48.1%of the patients in this
study, and fast titration schedules were used in 2.9% of the patients in
this study. Although the small sample size in the fast titration group
might have affected accurate estimation, fast titration significantly in-
creased the risk of rash development and slow titration significantly
decreased this risk, suggesting that slow titration during the initiation
of LTG reduces the risk of rash development in patients with mood
354 www.psychopharmacology.com
disorders. Previous studies have reported that very slow titration
schedules prevented the recurrence of rashes during rechallenge
after the first occurrence of a LTG-induced rash15 and that low
plasma LTG concentration 2 weeks after initiation was associated
with a low risk of rash.16

The results of this study are consistent with those of previous
studies regarding the risk of LTG-induced rash development in pa-
tients with epilepsy. Concomitant use of VPA3,5,11 and female sex5,17

have been reported to increase the risk of developing LTG-induced
rashes. Concomitant use of VPA, a glucuronic acid conjugation-
inhibiting drug, has been reported to increase the serum concen-
tration of LTG, suggesting that the starting and maximum doses
should be reduced to half of those used in LTG monotherapy.
The results of this study suggest that using this adjusted titration
method is insufficient to eliminate the risk of concomitant VPA
for common LTG-induced rashes. To improve tolerability of LTG
among patients on concomitant VPA, physiciansmay choose to dis-
continue VPA before LTG initiation or slow titration of LTG. The
increased risk of developing LTG-induced rashes in female patients
with epilepsy may be due to an altered immune response due to sex
hormones.17 Female patients may need to be monitored more care-
fully during LTG initiation and choosing slow titrationmay improve
tolerability among these patients. In this study, the concomitant use
of lithium or atypical antipsychotics commonly used in patients
with mood disorders did not affect the risk of rash development.

No patient who experienced rash in this study developed a
serious rash. This could be more than chance. All 38 patients who
experienced rash stopped taking LTG immediately after the occur-
rence of the rash according to the prior education and direction by
physicians. This action might have been responsible for preventing
serious rash. Education regarding safety issues of LTG before initi-
ation would be essential toward the safe use of LTG.
Effectiveness and Titration Methods
The clinical effectiveness of LTG in patients with mood dis-

orders was evaluated using the time to all-cause discontinuation,
which has been reported to reflect the efficacy and tolerability of
the medication.18 Although it was hypothesized that the titration
schedule would influence the effectiveness of LTG by affecting
its safety during the initiation phase, the time to all-cause discon-
tinuation was not significantly different between the slow titration
and the standard titration groups in this study. Although the risk of
rash development was lower in the slow titration group than in the
standard titration group, the long-term effectiveness of LTG was
not significantly different between the groups. In this study, the
most frequent cause of discontinuation of LTG in the slow titration
group was patient request, suggesting that the occurrence of a rash
did not affect the long-term use of LTG in this group. Patients
© 2022 The Author(s). Published by Wolters Kluwer Health, Inc.

http://links.lww.com/JCP/A810
http://links.lww.com/JCP/A810
http://www.psychopharmacology.com


Journal of Clinical Psychopharmacology • Volume 42, Number 4, July/August 2022 Lamotrigine for Mood Disorders
requested to discontinue LTG for several reasons including the
tablet flavor and financial considerations. Because of the slow
manifestation of the effects of LTGwhen a slow titration schedule
is used, patients may subjectively experience less benefits of the
medication during the initiation period. A subanalysis that excluded
the 12 patients who requested discontinuation of LTG revealed that
slow titration significantly increased the time to discontinuation
(P < 0.05) and the concomitant use of VPA significantly decreased
the time to discontinuation (P < 0.05) compared with standard titra-
tion andmonotherapy (Supplemental Digital Content 4, http://links.
lww.com/JCP/A811). These results suggest that the safety of LTG
during the initiation phase is related to the long-term effectiveness
of LTG. Because of the slow manifestation of the effects of LTG
when a slow titration schedule is used, patients may subjectively ex-
perience less benefits of the medication during the initiation period.
This might cause requests for discontinuation as an adherence issue
in the slow titration group.

The evaluation of the long-term efficacy of mood-stabilizing
agents is challenging because of the complicated disease course of
mood disorders that includes several mood episodes and fluctua-
tions. Treatment efficacy evaluated comprehensively using CGI-C
in patients who used the medication for at least 12 months was sim-
ilar to previously reported results.19 Lamotrigine seemed to more
efficacious in patients with BD than in those depressive disorder
NOS, regardless of the selected titration methods, reflecting treat-
ment responsiveness of the disease. As long-term LTG use results
in acceptable outcomes for patients with mood disorders, avoiding
early discontinuation is essential. Physicians should strive to opti-
mize the titration schedule by using slow titration schedules for fe-
male patients and those with the concomitant use of VPA.
LIMITATIONS
This study is not without limitations. Amedical record-based

collection may reduce the accuracy of information. A retrospec-
tive study could result in potential selection biases. Missing dem-
ographics of entire patients with mood disorders who visited the
centers make it difficult to correct possible selection biases in
the demographics of the cohort. Some confounding factors, such
as concomitant oral contraceptive pill, that affect the serum level
of LTG20 were not adjustable. Polarity as well as frequency and
severity of mood episodes was not evaluated in the cohort. Data
regarding patient allergies6,11,12 were not collected. Moreover,
pharmacogenomics factors were not assessed in the present study,
although an association between HLA types (HLA-B*1502,
HLA-A*2402, and HLA-A*3303) and LTG-induced rash in
Asian population has been reported.21 Serum levels of LTGwould
be needed for the accurate examination of the efficacy of LTG.22

In addition, the rash was not diagnosed by a dermatologist in this
study, and causes other than LTG were not excluded, which may
have led to overdiagnosis.23 Furthermore, the definition of slow
titration used in this study is comprehensive, and schedules with
fewer initial doses that used the standard titration interval could
not be distinguished from those that used prolonged intervals with
the standard titration dosing.

In conclusion, although slow titration of LTG reduced the risk
of rash development, the long-term effectiveness of this schedule
was not significantly different from that of standard titration. An ad-
herence issuemight occur in patients treatedwith slow titration. The
results of this study suggest that optimizing the initial titration
schedule of LTG in patients with mood disorders is challenging.
On the other hand, selecting a slow titration schedule for LTG could
be beneficial for female patients or for patients on concomitant
VPA. Further studies using a randomized prospective design with
© 2022 The Author(s). Published by Wolters Kluwer Health, Inc.
detailed examination including mood/polarity assessment would
be needed to ensure optimal titration method maximizing safety
and efficacy of LTG for patients with mood disorders.
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