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1  |  INTRODUC TION

Epilepsy is one of the most common neurological disorders. Besides 
epilepsy itself, the improper treatment also affects the prognosis 
and quality of life of people with epilepsy1 and even leads to psy-
chological problems.2

Among the new antiseizure medications (ASMs), oxcarbazepine 
(OXC) and levetiracetam (LEV) are commonly used for patients 
with focal epilepsy.3,4 OXC is a ketoanalogue of carbamazepine 
(CBZ). As a drug of choice for focal epilepsy in adults and children, 
OXC has more favorable tolerability and pharmacokinetic profile.5 
LEV, a broad- spectrum ASM, may modulate neurotransmission 
through vesicle protein 2A.6 The efficacy and tolerability of LEV 
are superior to those of other ASMs.7 Although many previous 
studies examining the efficacy of LEV in adult patients with focal 
epilepsy have been conducted in some Asian countries,8- 10 they in-
vestigated LEV as an add- on therapy rather than a monotherapy. 
Moreover, many comorbidities, such as anxiety, depression, and 
other mental disorders, commonly exist in those with epilepsy.11,12 
Low quality of life of patients with epilepsy is also of great concern 
in society.13 To our knowledge, few studies have compared the ef-
fects of ASMs on the quality of life and mental condition between 
LEV monotherapy and OXC monotherapy in adults with newly di-
agnosed focal epilepsy.

To expand the available data related to these two ASMs (OXC 
and LEV) as a monotherapy regarding their efficacy and effects on 
patients’ quality of life and mental health in Chinese patients with 
focal epilepsy, we conducted a multicenter, open- label study, which 
is the first comprehensive comparison between OXC and LEV for 
newly diagnosed adult focal epilepsy in China.

2  |  METHODS

2.1  |  Patients and study design

This is a multicenter, open- label, randomized (1:1) study (ChiCTR- 
OCH- 14004528) that investigated the efficacy of OXC monotherapy 
(900– 2400 mg/day) and LEV (1000– 3000 mg/day) monotherapy 
and the effects on patient quality of life and psychological status 
regarding anxiety and depression. The study was conducted at 
23 neurology department centers in China. The ethics committee 
of each center approved the protocol before patient recruitment 
commenced. All patients signed written informed consent before 
participation.

All patients were newly diagnosed with focal epilepsy in accor-
dance with the International League Against Epilepsy classification 
from 2017,14 by epileptologists with abundant clinical experience. 
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Abstract
Aims: This multicenter, open- label, randomized study (Registration No. ChiCTR- 
OCH- 14004528) aimed to compare the efficacy and effects of oxcarbazepine (OXC) 
with levetiracetam (LEV) as monotherapies on patient quality of life and mental health 
for patients with newly diagnosed focal epilepsy from China.
Methods: Patients with newly diagnosed focal epilepsy who had experienced 2 or 
more unprovoked seizures at greater than a 24- h interval during the previous year 
were recruited. Participants were randomly assigned to the OXC group or LEV group. 
Efficacy, safety, quality of life, and mental health were evaluated over 12- week and 
24- week periods.
Results: In total, we recruited 271 newly diagnosed patients from 23 centers. Forty- 
four patients were excluded before treatment for reasons. The rate of seizure freedom 
of OXC was significantly superior to that of LEV at 12 weeks and 24 weeks (p < 0.05). 
The quality of life (except for the seizure worry subsection) and anxiety scale scores 
also showed significant differences from before to after treatment in the OXC and 
LEV groups.
Conclusions: OXC monotherapy may be more effective than LEV monotherapy in 
patients with newly diagnosed focal epilepsy. Both OXC and LEV could improve the 
quality of life and anxiety state in adult patients with focal epilepsy.
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All patients had focal aware seizures, focal impaired awareness sei-
zures and/or focal to bilateral tonic- clonic seizures. Patients aged 
≥16 years who had experienced 2 or more unprovoked seizures at 
greater than a 24- h interval during the previous year and at least 
1 seizure within the last 6 months, without a history of taking any 
antiseizure medications during the past 6 months, were eligible for 
inclusion. Patients with weight <40 kg, symptoms, and electroen-
cephalogram (EEG) that indicated idiopathic generalized epilepsy, 
alcohol abuse in the past 2 years, a history of status epilepticus in 
the last 3 months, progressive brain disease, such as infection, de-
myelination, tumors, and degeneration, severe mental or systemic 
illness, and female patients who were pregnant or breastfeeding 
were excluded.

As shown in Figure 1, our study included a 1- week screening pe-
riod, after which we initiated intention- to- treat (ITT) participants in 
a 3- week titration period, during which the patients received either 
OXC 300 mg/day or LEV 500 mg/day before reaching the first tar-
get dosage of 900 mg/day for OXC and 1000 mg/day for LEV. The 
titration period was followed by a 24- week treatment and evaluation 

period. The participants were followed up at 12 weeks and 24 weeks 
by investigators. If seizures were uncontrolled in the treatment and 
evaluation periods, dosages of OXC or LEV could be increased up to 
2400 mg daily or 3000 mg daily, respectively. All participants could 
withdraw from the study at any period without confronting any neg-
ative consequences.

2.2  |  Assessment

2.2.1  |  Efficacy and Safety

All patients used daily record cards to record the number of sei-
zures and adverse events (AEs) and reported this information to 
investigators at 12 weeks and 24 weeks into the treatment and 
evaluation period. The primary outcome was the rate of seizure 
freedom, which was defined as the percentage of patients who 
reached seizure freedom for 12 and 24 successive weeks. The 
second efficacy outcome was the rate of responders, which was 

F I G U R E  1  Patient disposition. ITT, intention- to- treat; OXC, oxcarbazepine; LEV, levetiracetam
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defined as the percentage of patients with a seizure reduction of 
more than 50% compared with their historical baseline. Moreover, 
we used the number and percentage of patients with AEs and the 
discontinuation rate from the study due to AEs as indicators for 
safety assessment.

2.2.2  |  Quality of life

Quality of life in epilepsy- 31 (QOLIE- 31) was used to evaluate the 
quality of life of the participants. Baseline scores were obtained be-
fore the titration period, and post- treatment scores were obtained at 
12 and 24 weeks into the treatment and evaluation period. The test 
was divided into seven subsections: seizure worry, emotional well- 
being, energy/fatigue, cognition, medication effects, social function, 
and overall quality of life. We obtained the subtotal scores for each 
subsection, and then, the overall test score was derived by weighting 
and summing the subtotal scores.15 Higher scores indicated better 
quality of life.

2.2.3  |  Anxiety and depression scale

Anxiety and depression levels were determined using the Self- rating 
Anxiety Scale (SAS)16 and Self- rating Depression Scale (SDS).17 We 
obtained baseline scores before the titration period and post- 
treatment scores at 12 and 24 weeks into the treatment and evalu-
ation period. If participants had a sum score of greater than 50 on 
either of the two tests, they were classified as “patients with prob-
able anxiety or depression.”

2.3  |  Statistical analyses

The analyses of efficacy and other parameters, including quality 
of life, anxiety, and depression, were performed on the ITT basis 
in the participants who completed the follow- up evaluation. In our 
study, the Fisher's exact tests were used for the comparison of ef-
ficacy outcomes. The other enumeration data comparisons, such 
as sex distribution and the number and percentage of patients 
with AEs, used the Pearson chi- squared tests or Fisher's exact 
tests. We used the Shapiro– Wilk tests to analyze the normality 
of all measurement data. The weight of patients and scores of 
three scales showed normal distribution. The independent sam-
ple t- tests were used to assess the difference in weight between 
groups. For comparisons of age, frequency of seizures, and du-
ration of epilepsy, the Mann– Whitney U tests were used. Taking 
the effect of study time points and a random intercept of within- 
patient correlation into account, generalized linear mixed models 
(GLMM) were used to compare scores of three scales. Significant 
results were reported with p < 0.05.

For the calculation of sample size, G*Power 3.1 software was 
used, and we expected the effect size (effect size = between- group 

variance / standard deviation) to be equal to or greater than 0.3. The 
Type I error rate was set as 0.05, the power as 0.95, and the degree 
of freedom as 1. The number of ITT patients needed for the two 
groups was 145.

3  |  RESULTS

3.1  |  Demographic and clinical characteristics

In total, between March 26, 2018, and June 27, 2019, we recruited 
271 newly diagnosed patients from 23 neurology department cent-
ers. During the screening period, 40 patients were excluded due to 
idiopathic generalized epilepsy diagnosis and 2 patients withdrew 
consent. A total of 229 remaining patients, in accordance with the 
random number table, were divided into the OXC group (n = 118) 
and the LEV group (n = 111). Subsequently, two patients withdrew 
consent in the LEV group, resulting in 118 in the OXC group and 109 
in the LEV group enrolled in the ITT group (Figure 1). There were no 
significant differences in age, sex distribution, weight, frequency of 
seizures, and duration of epilepsy between the OXC group and the 
LEV group in the ITT population (p > 0.05), as shown in Table 1.

3.2  |  Efficacy and safety

Overall, two hundred and thirteen patients completed the 12- week 
treatment and evaluation period, and one hundred and ninety- eight 
patients completed the 24- week treatment and evaluation period. 
The mean doses of OXC and LEV during the treatment and evalua-
tion period were 1031.94±209.86 mg/d and 1225.00±337.39 mg/d, 
respectively. The number of seizure- free patients was 91 of 113 
(80.5%) in the OXC group, compared with 62 of 100 (62.0%) in the 
LEV group at 12 weeks into the treatment and evaluation period. 
Similar results were reported at 24 weeks, 82 of 108 (75.9%) in the 
OXC group and 48 of 90 (53.3%) in the LEV group, which showed 
that efficacy in the OXC group was significantly superior to that in 
the LEV group (p < 0.05). The percentages of seizure- free patients, 
responders, and patients with no response or worsening condition 
are shown in Figure 2. The frequencies of seizures of responders and 
patients with no response or worsening condition in the OXC group 
were lower than those in the LEV group at 12 weeks and 24 weeks 
(p < 0.05). In the ITT population, 9 (7.6%) patients in the OXC group 
and 12 (11.0%) patients in the LEV group dropped out of the study 
due to AEs. Additionally, five participants in the OXC group and four 
in the LEV group reported that they had experienced adverse events 
without dropping out of the study. The AEs reported by the par-
ticipants included dizziness, headache, rash, and somnolence. There 
were no severe adverse events reported in our study (Table 2). The 
other reasons for withdrawal included contact loss with participants 
(1 in the OXC group and 5 in the LEV group) and no response to the 
drug (2 in the LEV group). The total attrition rate is 8.5% of OXC vs. 
17.1% of LEV.
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3.3  |  Quality of life

The results are shown in Figure 3. The two groups showed signifi-
cant improvements in the QOLIE- 31 total scores and 6 subsection 
scores of the QOLIE- 31 (p < 0.05) at two points; the exception 
was no significant difference found in the seizure worry subsec-
tion within the OXC or LEV group (p = 0.0741). In addition, there 
was no significant difference between the two groups after treat-
ment (p > 0.05).

3.4  |  Anxiety and depression scales

Before treatment with the two drugs, the baseline scores on the 
neuropsychologic scale assessing anxiety and depression were both 
greater than 50 points, which decreased to less than 50 points after 
treatment in both groups. The change in scores was statistically sig-
nificant for anxiety in the OXC and LEV groups (p < 0.05). Although 
the score on the self- rating depression scale was reduced after treat-
ment in two groups, the reduction was not statistically significant. 
Simultaneously, comparison between two groups showed no signifi-
cant difference after treatment (p > 0.05, Figure 3).

4  |  DISCUSSION

This multicenter, open- label, randomized study was the first com-
parative study between OXC and LEV as monotherapies in patients 
with newly adult diagnosed focal epilepsy in China. Using the rate 
of seizure freedom as the primary outcome assessment, OXC mon-
otherapy was indicated to be superior to LEV in efficacy for the 

treatment of Chinese adult patients with focal epilepsy. Additionally, 
the two first- line new ASMs had similar incidences of AEs (4.6% vs. 
4.4%) based on the ITT population who completed all follow- up eval-
uations, which demonstrated that both of these ASMs have good 
tolerability. However, among the ITT population, 9 (7.6%) patients 
in the OXC group and 12 (11.0%) patients in the LEV group dropped 
out of the study due to AEs, including dizziness, headache, rash, and 
somnolence. Although these AEs were generally mild- to- moderate 
in intensity, participants still insisted on withdrawing from the study 
by changing ASM or reducing drug doses. While there was no sta-
tistically significant difference between the two groups (p = 0.380), 
the subtly higher attrition rate in the LEV group appeared to have in-
fluenced the final results over the 12- week and 24- week treatment 
and evaluation period.

Regarding the efficacy of the two ASMs, the seizure- free rates 
in the OXC and LEV groups in our study were relatively higher than 

TA B L E  1  Demographic and focal epileptic characteristics in the 
ITT population

OXC group
n = 118

LEV group
n = 109 p- value

Age (years), 
median (IQR)

37 (26– 51) 32 (24– 45) 0.070

Gender, n (%)

Male 65 (50.9%) 53 (58.4%) 0.403

Female 53 (49.1%) 55 (41.6%)

Weight (Kg), 
mean±SD

61.94±9.70 61.39±9.89 0.672

Duration of 
epilepsy 
(month), 
median (IQR)

10.5 (3– 50.25) 17 (4– 66) 0.396

Numbers of 
seizures per 
month, median 
(IQR)

1 (0.667– 2) 1 (0.667– 2.333) 0.601

Abbreviations: IQR, interquartile range; ITT, intention- to- treat; Kg, 
kilogram; LEV, levetiracetam; OXC, oxcarbazepine; SD, standard 
deviation. p < 0.05 was accepted as significant.

TA B L E  2  Efficacy and safety of two ASMs after the 12- week 
and 24- week treatment and evaluation period

OXC group LEV group p- value

12- week efficacy 
of ASMs, n

113 100

Seizure- free, n (%) 91 (80.5%) 62 (62%) 0.004

Response but not 
got seizure- 
free, n (%)

8 (7.1%) 7 (7.0%)

No response or 
worsening, 
n (%)

14 (12.4%) 31 (31%)

12- week numbers 
of seizure 
per month*, 
median (IQR)

1 (0.5– 1.125) 1.5(0.875– 2.5) 0.032

24- week efficacy 
of ASMs, n

108 90

Seizure- free, n (%) 82 (75.9%) 48 (53.3%) 0.001

Response but not 
got seizure- 
free, n (%)

20 (18.5%) 23 (25.6%)

No response or 
worsening, 
n (%)

6 (5.6%) 19 (21.1)

24- week numbers 
of seizure 
per month*, 
median (IQR)

0.33 
(0.333– 0.833)

1 (0.667– 1.417) 0.018

Number of drop 
out study due 
to AEs, n (%)

9 (7.6%)a 12 (11.0%)b 0.380

Adverse events, 
n (%)

5 (4.6%) 4 (4.4%) 0.613

Note: ASM, antiseizure medication; OXC, oxcarbazepine; LEV, 
levetiracetam; IQR, interquartile range; AEs, adverse events; an = 118; 
bn = 109; *patients who were seizure- free were excluded from this 
calculation. p < 0.05 was accepted as significant.
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those in previous trials,18- 21 which was probably due to our design 
bias and shorter follow- up time. Unlike other studies that recruited 
patients with drug- resistant epilepsy,22 most hospitals participating 
in our study were primary hospitals where the majority of patients 
had epilepsy that was mild or moderate with low frequency of sei-
zures, where intractable epilepsy and complications were relatively 
rare, resulting in a higher seizure- free rate. Additionally, previous 
studies have shown that seizure- free rates were almost identical 
with LEV and OXC after a 1- year treatment period.23 While in stud-
ies with a 3- year follow- up, the seizure- free rate of patients taking 
LEV increased progressively over time24 and the 3- year rate was sig-
nificantly better than that with OXC,25 which suggested that LEV 
might be more effective than OXC for the long- term treatment of 
newly diagnosed focal epilepsy. In other words, the effect advantage 
of OXC is reflected in the early stage, but the persistence of efficacy 
for OXC is not as good as LEV, especially during long- term mono-
therapy for epilepsy.

As known, OXC, the formation of an epoxide metabolite that was 
not involved in biotransformation, provides a compound chemically 
similar to CBZ to mimic its efficacy and overall tolerability while 
improving its side- effect pattern.26 Furthermore, as a new broad- 
spectrum antiseizure drug, LEV is possibly as effective as OXC in 
patients with new- onset focal epilepsy. A meta- analysis of the effi-
cacy and safety of ASMs for drug- resistant focal- onset epilepsy re-
vealed that LEV was associated with a lower study withdrawal rate 
due to fewer AEs than OXC,27 while more patients (12 (11.0%)) in the 
LEV group withdrew from our trial on the basis of adverse events. 

As a pyrrolidone derivate compound binding at the vesicle protein 
2A receptor site, LEV is active with a unique mode.28,29 However, 
this pharmacological mechanism of LEV also brings about its side 
effects, especially somnolence, one of the most common reasons 
for treatment withdrawal.29 A subjective feeling of somnolence in 
patients with epilepsy could affect their daily work and life. When 
making the ASM treatment plan for newly diagnosed patients in the 
clinic, in addition to the efficacy of drugs, the side effects are also 
an aspect we need to take into account. Combined with the efficacy 
results, OXC may be more effective than LEV in the first 6 months of 
treatment with fewer side effects in patients with new- onset adult 
focal epilepsy.

In addition to the control of seizures, issues of quality of life, so-
cial functioning, and mental health in epilepsy should be considered 
as well, which is also a very important index to evaluate the efficacy 
of ASM. Whether ASMs could improve the quality of life and men-
tal health of patients with epilepsy greatly depends on if seizures 
could be controlled.30,31 The adverse effects of ASMs have been 
associated with the incidence of psychiatric or behavioral problems 
and their severity. The combination results from the three scales 
we assessed were significantly improved, including the total score 
and 6 other subsection scores of the QOLIE- 31, covering the overall 
quality of life, emotional well- being, energy and fatigue, cognitive, 
medication effect, and social function. Even with the exception of 
the seizure worry subsection, the results suggested that quality of 
life could be improved under the high rate of seizure freedom and re-
spondence, in accordance with previous studies. However, patients 

F I G U R E  2  The seizure- free rate, 
responder rate (>50% reduction in seizure 
frequency from baseline), and rate of 
no response or worsening condition for 
focal seizures over the 12- week (A) and 
24- week(B) treatment and evaluation 
period
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F I G U R E  3  Mean change of QOLIE- 31 
(including total score and 7 subsection 
scores), SAS scores, and SDS scores in 
two groups. (A) showed the difference of 
total score of QOLIE- 31 in two groups at 
each point. (B- H) showed the difference 
of the 7 subsections of the QOLIE- 31 in 
two groups at each point. (I- J) revealed 
differences of SAS and SDS in two groups 
at each point. *p < 0.05, **p < 0.01, 
***p < 0.001. OXC, oxcarbazepine; LEV, 
levetiracetam; QOLIE- 31, Quality of life 
in epilepsy- 31; SAS, Self- rating Anxiety 
Scale; SDS, Self- rating Depression Scale
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still had a greater psychological burden, regardless of whether they 
will have another seizure, or their seizure control is effective. In 
other words, they would still be afraid of the next seizure attack. 
As a previous study showed, anxiety and depression were the most 
common psychiatric comorbidities in patients with epilepsy.32,33 
Herein, considering that the participants we recruited were patients 
with newly diagnosed focal epilepsy, we used the Self- rating Anxiety 
Scale and Self- rating Depression Scale to preliminarily evaluate the 
mental condition of patients. Set up on the baseline scores (before 
treatment), the average scores on the anxiety and depression scales 
were more than 50 points in each group, indicating that they may be 
prone to anxiety or depression when they were diagnosed with epi-
lepsy. After treatment with OXC or LEV, both anxiety and depression 
scores dropped to approximately 45 points at 12 weeks and approxi-
mately 43 points at 24 weeks into the treatment and evaluation pe-
riod, and the decline was even greater in the LEV group. Consistent 
with previous reports in the literature,34 when being diagnosed with 
epilepsy, patients in our study developed a state of anxiety and de-
pression. To some extent, both OXC and LEV could mitigate anxiety 
and depression after treatment. However, taking OXC or LEV will 
have many psychiatric side effects in previous studies including sui-
cidal thoughts, aggression, irritability, and cognitive impairment,35- 37 
which were reported rarely in our study, indicating that longer fol-
low- up periods are needed to observe if there are other psychologi-
cal side effects of these two drugs during treatment.

The present work is still limited in several ways. We acknowledge 
the open- label design of our study as the major limitation, which may 
have biased the statistics in this analysis, and the participants will be 
subconsciously curious about the differences in efficacy, side effects, 
and cost of the other group's drug, which could potentially have had 
an impact on our outcome. Second, patients who experienced at 
least one seizure in the past 6 months before their participation had 
the mild or moderate condition, and their follow- up time was only 
12 weeks and 24 weeks in our study, which may lead to overstating 
the efficacy of two drugs due to the short period of time. A longer 
follow- up should be implemented to observe the long- term response 
and side effects of OXC and LEV in future work. Third, the substan-
tially higher attrition rate, particularly in the LEV group, could have 
influenced our results. Finally, we analyzed only Chinese patients, 
which may limit the application to other ethnic groups of patients.

5  |  CONCLUSION

OXC is probably more effective than LEV monotherapy in treating 
adult patients with newly diagnosed focal epilepsy. Both OXC and 
LEV could improve quality of life and anxiety conditions in patients 
with epilepsy at a 24- week follow- up evaluation study.

ACKNOWLEDG MENT
We would like to express gratitude to all the patients with focal 
epilepsy for their cooperation in our study. We would also like to 
thank the researchers from other centers for their contributions in 

collecting and following up with the patients. This work was sup-
ported by the following funding source: National Natural Science 
Foundation of China (No.81871008 and 81974206).

CONFLIC T OF INTERE S T
All authors declare no conflicts of interest in this work. Our study 
received support from the fund of Novartis China Company, which 
produces OXC. The sponsor had no role in the design and conduct 
of the study; collection, management, analysis, and interpretation of 
the data; or in the preparation and submission of this article.

DATA AVAIL ABILIT Y S TATEMENT
Anonymized data will be shared upon request by any qualified 
investigator.

ORCID
Li Feng  https://orcid.org/0000-0001-7658-1399 
Bo Xiao  https://orcid.org/0000-0001-5204-1902 
Suiqiang Zhu  https://orcid.org/0000-0002-0421-3391 

R E FE R E N C E S
 1. Demir M, Akarsu EO, Dede HO, et al. Investigation of the roles of 

new antiepileptic drugs and serum BDNF levels in efficacy and 
safety monitoring and quality of life: a clinical research. Curr Clin 
Pharmacol. 2020;15(1):49- 63.

 2. Modi AC, Wagner J, Smith AW, Kellermann TS, Michaelis R. 
Implementation of psychological clinical trials in epilepsy: Review 
and guide. Epilepsy Behav. 2017;74:104- 113.

 3. Shorvon S. Oxcarbazepine: a review. Seizure. 2000;9(2):75- 79.
 4. Kanner AM, Ashman E, Gloss D, et al. Practice guideline update 

summary: Efficacy and tolerability of the new antiepileptic drugs 
I: Treatment of new- onset epilepsy: report of the guideline devel-
opment, dissemination, and implementation subcommittee of the 
american academy of neurology and the american epilepsy Society. 
Neurology. 2018;91(2):74- 81.

 5. Garoufi A, Vartzelis G, Tsentidis C, et al. Weight gain in children on 
oxcarbazepine monotherapy. Epilepsy Res. 2016;122:110- 113.

 6. Grinspan ZM, Shellhaas RA, Coryell J, et al. Comparative effective-
ness of levetiracetam vs phenobarbital for infantile epilepsy. JAMA 
Pediatr. 2018;172(4):352- 360.

 7. Howard P, Remi J, Remi C, et al. Levetiracetam. J Pain Symptom 
Manage. 2018;56(4):645- 649.

 8. Wu XY, Hong Z, Wu X, et al. Multicenter double- blind, random-
ized, placebo- controlled trial of levetiracetam as add- on therapy in 
Chinese patients with refractory partial- onset seizures. Epilepsia. 
2009;50(3):398- 405.

 9. Heo K, Lee BI, Yi SD, et al. Efficacy and safety of levetiracetam 
as adjunctive treatment of refractory partial seizures in a mul-
ticentre open- label single- arm trial in Korean patients. Seizure. 
2007;16(5):402- 409.

 10. Tsai JJ, Yen DJ, Hsih MS, et al. Efficacy and safety of levetirace-
tam (up to 2000 mg/day) in Taiwanese patients with refractory 
partial seizures: a multicenter, randomized, double- blind, placebo- 
controlled study. Epilepsia. 2006;47(1):72- 81.

 11. Keezer MR, Sisodiya SM, Sander JW. Comorbidities of epi-
lepsy: current concepts and future perspectives. Lancet Neurol. 
2016;15(1):106- 115.

 12. Berg AT, Altalib HH, Devinsky O. Psychiatric and behav-
ioral comorbidities in epilepsy: A critical reappraisal. Epilepsia. 
2017;58(7):1123- 1130.

https://orcid.org/0000-0001-7658-1399
https://orcid.org/0000-0001-7658-1399
https://orcid.org/0000-0001-5204-1902
https://orcid.org/0000-0001-5204-1902
https://orcid.org/0000-0002-0421-3391
https://orcid.org/0000-0002-0421-3391


1080  |    ZHU et al.

 13. Yogarajah M, Mula M. Social cognition, psychiatric comorbid-
ities, and quality of life in adults with epilepsy. Epilepsy Behav. 
2019;100(Pt B):106321.

 14. Fisher RS, Cross JH, French JA, et al. Operational classification of 
seizure types by the International League Against Epilepsy: position 
Paper of the ILAE Commission for Classification and Terminology. 
Epilepsia. 2017;58(4):522- 530.

 15. Saadi A, Patenaude B, Mateen FJ. Quality of life in epilepsy- 31 in-
ventory (QOLIE- 31) scores: a global comparison. Epilepsy Behav. 
2016;65:13- 17.

 16. Reuber M, Andersen B, Elger CE, Helmstaedter C. Depression and 
anxiety before and after temporal lobe epilepsy surgery. Seizure. 
2004;13(2):129- 135.

 17. Kampf C, Walter U, Rösche J. The impact of anxiety, seizure se-
verity, executive dysfunction, subjectively perceived psychological 
deficits, and depression on social function in patients with epilepsy. 
Epilepsy Behav. 2016;57(Pt A):5- 8.

 18. Eun SH, Kim HD, Chung HJ, et al. A multicenter trial of oxcarba-
zepine oral suspension monotherapy in children newly diagnosed 
with partial seizures: a clinical and cognitive evaluation. Seizure. 
2012;21(9):679- 684.

 19. Martinez W, Ingenito A, Blakeslee M, Barkley GL, McCague K, 
D'Souza J. Efficacy, safety, and tolerability of oxcarbazepine mono-
therapy. Epilepsy Behav. 2006;9(3):448- 456.

 20. Trinka E, Marson AG, Van Paesschen W, et al. KOMET: an un-
blinded, randomised, two parallel- group, stratified trial comparing 
the effectiveness of levetiracetam with controlled- release carba-
mazepine and extended- release sodium valproate as monother-
apy in patients with newly diagnosed epilepsy. J Neurol Neurosurg 
Psychiatry. 2013;84(10):1138- 1147.

 21. Werhahn KJ, Trinka E, Dobesberger J, et al. A randomized, double- 
blind comparison of antiepileptic drug treatment in the elderly with 
new- onset focal epilepsy. Epilepsia. 2015;56(3):450- 459.

 22. Geng H, Wang C. Efficacy and safety of oxcarbazepine in the treat-
ment of children with epilepsy: a meta- analysis of randomized con-
trolled trials. Neuropsychiatr Dis Treat. 2017;13:685- 695.

 23. Kim JH, Lee SK, Loesch C, Namgoong K, Lee HW, Hong SB. 
Comparison of levetiracetam and oxcarbazepine monotherapy 
among Korean patients with newly diagnosed focal epilepsy: A 
long- term, randomized, open- label trial. Epilepsia. 2017;58(4): 
e70- e74.

 24. Zhao T, Li HJ, Yu J, et al. Long- term safety, efficacy, and tolerability 
of levetiracetam in pediatric patients with epilepsy in Uygur, China: 
a retrospective analysis. Epilepsy Behav. 2021;120:108010.

 25. Li R, Zhou Q, Ou S, et al. Comparison of long- term efficacy, tolera-
bility, and safety of oxcarbazepine, lamotrigine, and levetiracetam 

in patients with newly diagnosed focal epilepsy: An observational 
study in the real world. Epilepsy Res. 2020;166:106408.

 26. Tecoma ES. Oxcarbazepine. Epilepsia. 1999;40(Suppl 5):S37- 46.
 27. Hu Q, Zhang F, Teng W, et al. Efficacy and safety of antiepilep-

tic drugs for refractory partial- onset epilepsy: a network meta- 
analysis. J Neurol. 2018;265(1):1- 11.

 28. Steinhoff BJ, Staack AM. Levetiracetam and brivaracetam: a review 
of evidence from clinical trials and clinical experience. Ther Adv 
Neurol Disord. 2019;12:1756286419873518.

 29. Egunsola O, Choonara I, Sammons HM. Safety of levetiracetam in 
paediatrics: a systematic review. PLoS One. 2016;11(3):e0149686.

 30. Blond BN, Detyniecki K, Hirsch LJ. Assessment of treatment side 
effects and quality of life in people with epilepsy. Neurol Clin. 
2016;34(2):395- 410.

 31. Miller JM, Kustra RP, Vuong A, Hammer AE, Messenheimer JA. 
Depressive symptoms in epilepsy: prevalence, impact, aetiology, bi-
ological correlates and effect of treatment with antiepileptic drugs. 
Drugs. 2008;68(11):1493- 1509.

 32. Hingray C, McGonigal A, Kotwas I, Micoulaud- Franchi JA. The re-
lationship between epilepsy and anxiety disorders. Curr Psychiatry 
Rep. 2019;21(6):40.

 33. Josephson CB, Lowerison M, Vallerand I, et al. Association of de-
pression and treated depression with epilepsy and seizure out-
comes: a multicohort analysis. JAMA Neurol. 2017;74(5):533- 539.

 34. Kanner AM. Management of psychiatric and neurological comor-
bidities in epilepsy. Nat Rev Neurol. 2016;12(2):106- 116.

 35. Kawai M, Goji H, Kanemoto K. Aggression as psychiatric side ef-
fect of newer AEDs in patients with epilepsy: cross- sectional study 
based on buss- perry aggression questionnaire. Epilepsy Behav. 
2021;115:107546.

 36. Chen B, Choi H, Hirsch LJ, et al. Psychiatric and behavioral side 
effects of antiepileptic drugs in adults with epilepsy. Epilepsy Behav. 
2017;76:24- 31.

 37. Aldenkamp AP, De Krom M, Reijs R. Newer antiepileptic drugs and 
cognitive issues. Epilepsia. 2003;44(Suppl 4):21- 29.

How to cite this article: Zhu H, Deng X, Feng L, et al. Efficacy 
comparison of oxcarbazepine and levetiracetam monotherapy 
among patients with newly diagnosed focal epilepsy in China: 
A multicenter, open- label, randomized study. CNS Neurosci 
Ther. 2022;28:1072– 1080. doi:10.1111/cns.13840

https://doi.org/10.1111/cns.13840

	Efficacy comparison of oxcarbazepine and levetiracetam monotherapy among patients with newly diagnosed focal epilepsy in China: A multicenter, open-­label, randomized study
	Abstract
	1|INTRODUCTION
	2|METHODS
	2.1|Patients and study design
	2.2|Assessment
	2.2.1|Efficacy and Safety
	2.2.2|Quality of life
	2.2.3|Anxiety and depression scale

	2.3|Statistical analyses

	3|RESULTS
	3.1|Demographic and clinical characteristics
	3.2|Efficacy and safety
	3.3|Quality of life
	3.4|Anxiety and depression scales

	4|DISCUSSION
	5|CONCLUSION
	ACKNOWLEDGMENT
	CONFLICT OF INTEREST
	DATA AVAILABILITY STATEMENT

	REFERENCES


