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SUMMARY

Introduction/Objective One of the main side effects in patients undergoing valproic acid treatment is
weight gain, which might be the reason for drug discontinuation, especially in adolescent girls, and it
also has to be considered before introducing the drug.

The main goal of our study is to investigate a possible influence of antiepileptic therapy with sodium
valproate on weight and glucose homeostasis in pediatric patients with epilepsy.

Methods The investigation included 49 healthy children with recently diagnosed epilepsy. We measured
height, weight, and serum 12-hour overnight fasting glucose and insulin level before initiation and
after six- and 12-month valproic acid treatment periods. The body mass index and homeostasis model
assessment indexes were calculated for each patient and correlated after the initiation of therapy and
after six and 12 months of therapy.

Results We found that children significantly gained weight with statistical significance (p < 0.01) even
after six months of therapy with a significant glucose metabolism change and statistical difference in
average serum glucose and insulin levels (p < 0.05).

Conclusion Our results show that a 12-month treatment with valproic acid in children with epilepsy
has a great impact on weight gain and glucose homeostasis and metabolism. We strongly recommend
that all children with recently diagnosed epilepsy at the initiation of valproate therapy should be closely
monitored on a six-month basis. Consultations with a nutritionist is advised especially in children with

a preexisting body weight problem.
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INTRODUCTION

Epilepsy is a disease characterized by an en-
during predisposition to generate epileptic
seizures and by the neurobiological, cognitive,
psychological, and social consequences of this
condition [1, 2]. The epilepsy syndrome cluster
of features incorporates seizure types, electro-
encephalogram (EEG), and imaging features
that tend to occur together [3]. Factors that
contribute to an epilepsy syndrome include the
age of onset, remission, triggers, diurnal varia-
tion, intellectual and psychiatric dysfunction,
EEG findings, imaging studies, family history,
and genetics.

Children epilepsy prevalence is estimated
to 0.5-4% of children population, depending
on countries and world regions. The incidence
of epilepsy differs by age and is the highest in
the first year of life with a descending trend as
the children get older. The data on annual inci-
dence show discrepancies among world regions
and vary 33-82 per 100,000 children [4, 5].

The medical approach and treatment of
childhood epilepsy differs from epilepsy in
adulthood due to different etiology, seizure
semiology, existence of specific epileptic

syndromes of childhood, comorbidities, child
development. Childhood epilepsies that are
pharmacoresistant have a great impact on
psychomotor development, cognition, and are
a great burden for the family of the child. [6]

The aim of epilepsy treatment is to achieve a
total or optimal seizure control and to establish a
good quality of life for patients with epilepsy [7].

A long-time treatment with antiepileptic
drugs in childhood has a great risk of side ef-
fects that can cause damage to the child’s de-
velopment and health and can be a burden to
health in adulthood. The experience and close
monitoring of patients with a long-time anti-
epileptic treatment is of great importance in the
pediatric epilepsy practice.

One of the most widely used antiepileptic
drug in children and adults is valproic acid /
sodium valproate (VPA). Valproate has multiple
mechanisms of action, including y-aminobutyric
acid (GABA) potentiation, blocking of T-type
calcium channels, and blocking of sodium chan-
nels. One of the most observed side effects in
clinical practice of VPA treatment is weight gain
[8, 9]. The incidence of this side effect differs
10-70% in child population among authors in
the published data [10, 11].
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Transient weight gain can lead to a chronic medical
problem - obesity. Childhood obesity is a well-defined
independent risk factor for increased morbidity for the
cardiovascular disease in adulthood [12]. It is also often
related to metabolic and lipid disorders, hypertension, ath-
erogenesis and diabetes. Metabolic syndrome is a nowadays
a well-defined entity, which has a high risk of cardiovascu-
lar morbidity and diabetes mellitus type 2 [13]. It is defined
and diagnosed in case of visceral / central obesity, lipid
metabolism disorder (elevated low-density lipoprotein
cholesterol, triglycerides, lower high-density lipoprotein
cholesterol), glucose intolerance, and hypertension [14].

Therefore, it is of great importance to recognize and
identify children with an increased risk of metabolic syn-
drome, with its impact for comorbidities that are associated
with it in adulthood. One of the parameters for metabolic
syndrome is insulin resistance, which is a strong prediction
factor for the development of diabetes mellitus type 2 [15].

One of the suggested mathematical models in insulin
resistance evaluation is the Homeostasis Model Assess-
ment (HOMA) index, developed by Matthews et al. [16].
The HOMA index is calculated according to the following
formula: Glycemia (mmol/l) x serum insulin level (uU/
ml) / 22.5. The International Diabetes Federation defined
a criteria for recognizing groups of patients with a high
risk of developing metabolic syndrome in childhood [17].

The aim of the study was to investigate the influence of
VPA as monotherapy in children with recently diagnosed
epilepsy to body weight and insulin resistance parameters,
its impact on glycoregulation, and on insulin resistance de-
velopment in childhood. The parameters were obtained af-
ter six and 12 months of VPA therapy in otherwise healthy
children with recently diagnosed epilepsy.

METHODS

The investigation included 49 healthy children with re-
cently diagnosed epilepsy. After the diagnosis of epilepsy
was made (two unprovoked events confirmed as seizures
and epileptiform EEG changes), a monotherapy with VPA
was initiated.

Anthropometric parameters were analyzed — body
height and weight and body mass index (BMI) were cal-
culated using the formula BMI = */ _ 2. All the patients
were classified for puberty stage using the Tanner method.
Pubic and axillary hair was examined, and so was breast
development in girls, and genitals and testicle volume in
boys. All children were classified according to the Tanner
stages 1-4. Prepubertal children had Tanner stage 1 (pu-
bic hair and testicle volume for boys and pubic hair and
breast development for girls). The pubertal group included
children with any of the sex characteristics of Tanner stage
2. Every child had a blood sample collected at 08:00 am,
before the meal, after a 12-hour overnight fasting, and
before the morning dose of VPA. Blood samples of glu-
cose, insulin, and valproic acid level were taken. Using the
mathematical model, the HOMA index (insulin resistance
index) was calculated for each patient. The valproic acid
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serum level was used in statistical analysis to establish the
variability among patients and to evaluate a correlation
between the valproic acid serum level and other investi-
gated parameters.

Sampling was made at the initiation of therapy, after
six months and 12 months of continuous therapy with
VPA. Samples were collected at 08:00 am, after a 12-hour
night fasting and before the morning dose of VPA was
administered.

The exclusion criteria were as follows: obese children
(BMI more than 25 kg/m?before the initiation of therapy),
children with diagnosed chromosomal anomalies, children
with a chronic inflammatory autoimmune disease, children
with congenital or chronic heart, lungs, liver and kidney
diseases, which can influence glucose and lipid metabo-
lism. Children with chronic neurological conditions (ce-
rebral palsy, congenital neurological disease) and children
with any finding other than normal on brain computed
tomography or magnetic resonance imaging were also
excluded.

Data were collected and analyzed using computer pro-
gram IBM SPSS Statistics for Windows, Version 20.0 (IBM
Corp., Armonk, NY, USA) and presented in tables and
graphs.

The statistical analysis used the arithmetic mean; for
the parametric data and difference testing, the t-test and
Fisher ANOVA, ¥ test were used. For non-parametric data,
the Mann-Whitney, the Wilcoxon, and the Freidman and
Kruskal-Wallis tests were used. The correlation was in-
vestigated using the Pearson and Spearman correlation.

This investigation was approved by the University Chil-
dren’s Ethics Committee — number 017 13/77 on April 9,
2019.

RESULTS

A total of 49 children were investigated. The average age
at the time of the VPA therapy initiation was nine years
and nine months. The patients were grouped according
to their age and presence of sex characteristics (puberty).
Statistical analysis of all groups showed no statistical dif-
ference between the investigated groups. The distribution
of serum concentration of VPA after six and 12 months of
therapy showed no statistical difference (p > 0.05), which
proved that all of the investigated children received the
drug in a similar therapeutic range.

The average body mass at the initiation therapy was
40.88 kg. After six months and 12 months of therapy the
average body mass increased to 43.53 kg and 47.2 kg,
respectively. Statistical analysis showed that there was a
highly statistically proven difference between these three
groups (p < 0.01), which indicates that the children gained
weight significantly. This is more obvious when BMI is
calculated for each investigated patient (Figure 1). A sig-
nificant increase in BMI is seen after six and 12 months
of therapy, respectively (p < 0.01).

The average patient serum glucose level before the
initiation of the therapy was 4.66 mmol/l. A significant
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weight more than children at a younger age (Fig-
ure 4).
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the highest statistical difference between the pre-
school (0-7 years) and the school group (older than
seven years) of children (p < 0.05) (Table 1). The
analysis of sex in relation to weight gain showed
that there was no significant difference between
boys and girls (p > 0.05). Pubertal status analysis
also showed that there was no statistical difference

Figure 3. Average homeostasis model assessment — insulin resistance (HOMA)
values distribution of patients at the initiation of therapy, after six and 12

months of continuous anti-epileptic drug therapy

increase after six and 12 months of continuous valproic
acid therapy was observed, with the average fasting glucose
level of 4.94 mmol/l and 4.97 mmol/l, respectively. This
difference showed a statistically significant difference be-
tween these three groups of parameters (p < 0.05).

The average serum insulin level at the initiation of ther-
apy was 5.69 pU/ml. After six and 12 months of continu-
ous anti-epileptic drug, the average serum insulin levels
were 8.68 uU/ml and 13.1 pU/ml, respectively. There was
a statistically significant difference between these three
groups of parameters (p < 0.05) (Figure 2).

The calculated average HOMA value at the initiation of
therapy was 1.18. After six and 12 months of continuous
VPA therapy, the average HOMA values were 2.01 and
2.98, respectively (Figure 3). Analysis shows that there is
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in weight gain among pre-pubertal and pubertal
children (p > 0.05).

Table 1. Correlation of weight change after 12 months of anti-
epileptic drug therapy between three groups of patients in
correlation to their age

Age group | Age group Mean 95%¢cl

(years) (years) Difference et P Lower
boundary

0-6 7-11 -1.36469% | 0.56736 | 0.020 | -2.5067

12-18 -1.33750% | 0.57343 | 0.024 | -2.4918

21 0-6 1.36469* | 0.56736 | 0.020 | 0.2227

12-18 0.02719 |0.50610 | 0.957 | -0.9915

12-18 0-6 1.33750* | 0.57343 | 0.024 | 0.1832

7-11 -0.02719 |0.50610 | 0.957 | -1.0459

SE - standard error;
*the mean difference is significant at the 0.05 level

www.srpskiarhiv.rs



56

DISCUSSION

Our investigation included 49 children, with the average
age of nine years and nine months. The investigated group
of children was cohort in correlation to sex, age (preschool
0-7 years, elementary school 8-12 years, and adolescents
13-18 years) and the puberty status. All of the children
received VPA in similar therapeutic doses, with no sig-
nificant difference between the serum levels of valproic
acid for each child. This is important to emphasize, since
it excludes the possible bias of VPA doses to investigated
side effects.

The investigated group of children was observed over
a one-year period. The results showed that the average
weight has increased by 2.5 kg after six months, with a
further average increase of 6 kg after a year of therapy
(p <0.01). The calculated BMI for each patient has shown
a statistically significant increase on average after six and
12 months of therapy (p < 0.01). Our results are concor-
dant with the results found in other authors’ investiga-
tions — Sonmez et al. [18], Verrotti et al. [19], Egunsola et
al. [20], Masuccio et al. [21], and Ferrara et al. [22] also
found a significant increase in weight and BMI in VPA
investigational group after six and 12 months of mono-
therapy. Publications investigating this effect of valproic
acid therapy on subsequent weight gain show different
findings for children and for adults. Bosnak et al. [23],
who investigated a group of 56 children, did not prove sig-
nificance in calculated Z score for the period of 40 months.
Sharpe et al. [10] found a significant increase in body mass
in 24% of investigated children. Wirrell et al. [11] found
that out of the group of children with significant weight
gain 12-19% became obese, with weight more than 95th
percentile for age. Among children, the publication data
shows increased weight gain in the group of female adoles-
cents [21]. As for the Tanner stage, our results did not show
a significant difference in weight gain in prepubertal and
pubertal children, although an increased trend of weight
gain has been observed in pubertal adolescents (p > 0.05).
Sex did not play a significant role in weight gain either,
since both groups - boys and girls — gained weight at the
same pace (p > 0.05).

The exact mechanism of the effect of valproic acid on
weight gain is still not clearly defined. Sidhu et al. [24]
found that a group of patients treated with valproate had
a significant increase in HOMA and a decrease in adipo-
nectin levels and proposed that valproate induced hypoa-
diponectinemia, which correlates with insulin resistance.
Kanemura et al. [25] investigated the effect of valproic acid
on the serum insulin and glucose level and their corre-
lation and concluded that one of the possible effect was
through disturbed glycoregulation. Our results showed that
after 12 month of therapy with valproic acid, a significant
disruption in glycoregulation appeared and the average
serum glucose level (mmol/l) was higher and showed a
statistical significance after 12 months as compared to the
average glucose level at the initiation of therapy (p < 0.05).
The average serum insulin level was higher and showed a
statistical significance after 12 months of VPA treatment
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(p < 0.05) as compared to the average serum insulin level
before valproic acid was initiated.

A well-defined cut-off HOMA values for an increased
risk of developing metabolic syndrome in childhood is still
not defined. Kurtoglu et al. [26] investigated the HOMA
index in obese children and found that the cut-off val-
ues for the HOMA index were above 2.67 for prepubertal
boys and 2.22 for prepubertal girls, with a higher risk of
development of insulin resistance. Their results showed
that pubertal boys and girls had a higher cut-off HOMA
value for insulin resistance of 5.22 and 3.82, respectively.
Our investigation showed that the average HOMA index
for our patients had increased after 12 months of VPA
therapy, with a high statistical significance (p < 0.01) rang-
ing 1.18-2.98.

Although our research showed that VPA had a signifi-
cant impact to glycoregulation and glucose homeostasis,
none of the children developed clinical insulin resistance
with the HOMA index above the cut-off values. This con-
curs with the results by Belcastro et al. [9], Kanemura et al.
[25], Masuccio et al. [21], who also did not find statistical
significance in VPA monotherapy group regarding insulin
resistance parameters at the initiation of VPA therapy and
after one year period. The research by Martin et al. [27]
showed an increase in body weight in investigated patients,
with lower values of serum glycemia after 12 months as
compared to the control group of patients without VPA
therapy, which contradicts our results. They concluded that
his was probably due to an effect of VPA to increased ap-
petite. Rakitin et al. [28] concluded that metabolic changes
during VPA treatment were primarily due to a direct pri-
mary effect of VPA, with lowering of the glucose level and
thus increasing the appetite. They concluded that this ef-
fect was not the consequence of increased body weight
during VPA treatment. Our results showing significant
increase in glucose level after a 12 month of VPA therapy
might be due to the initial stage of insulin resistance de-
velopment.

Another possible explanation of a significant increase
of serum insulin and glucose as well as the HOMA index
after VPA therapy could be the direct influence of VPA
on the GABA receptors in pancreas p cells [29]. Impaired
glycoregulation could be the cause of weight increase and
metabolic disturbances during VPA therapy.

Research by Zhang et al. [30] suggests a possible influ-
ence of VPA on weight gain by upregulation of hypotha-
lamic fat mass and obesity-associated gene (FTO) expres-
sion, causing a hypothalamic dysfunction, resulting with
enhanced appetite, which contributes to weight gain.

CONCLUSION

Our results have showed that a 12-month VPA treatment
in children with epilepsy has a great impact on weight
gain and glucose homeostasis and metabolism. Despite
significant increase of weight gain and disturbed glucose
homeostasis, none of the children became obese nor
did they develop clinical signs of insulin resistance. Our
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investigation showed that significant number of children
increased weight during the initial 12 months of VPA
therapy and we strongly recommend that all children with
recently diagnosed epilepsy should, at the initiation of VPA
therapy, be closely monitored on a six-month basis. Close
monitoring of weight, serum glucose, and insulin should
be conducted before and after six- and 12-month VPA
therapy. In case of a significant weigh gain and glucose
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YTULaj HaTPUjym-BasinpoaTa Ha TeNecHY Macy U NapameTpe UHCYIUHCKe

pes3ucTeHuMje Koa aeue ca enunencujom

AnekcaHgap Aumutpujeuh’, PagaH CrojaHosuh? [IparaHa boruhesuh'3, BecHa Mutuh', Qumutpuje M. Hukonuh'2

'YHuBep3uTeTCKa fievja KNnHNKa, Ogerberbe Heyponoruje, beorpag, Cpbuja;
2YnusepauTet y beorpaay, MeanunHcki Gakyntet, MIHCTUTYT 3a KNHUYKY GapMakonorujy u Tokcukonorujy, beorpag, Cp6uja;

*YHusep3utet y beorpapy, MeguunHcku akyntert, beorpag, Cpbuja

CAXETAK

YBoa/Lwm [lobuTak y TenecHoj Macu je jefaH of, Hajuewwhx
HeXerbeHrx edpekata NpuMMeHe Tepanuje BannpoaTumMa Kog 60-
necHuKa ca enunencujom. Moseharme TenecHe mMace je 4ecTo
rf1laBHY Pa3nor CaMOBOJbHOT NPeKMAa Tepanuje, HaPOUNTO y
rpynuv afonecLeHTK ba.

Linrb papa je 6uo fa ce ncnuTa yTuLaj NpMMeHe Bannpoata Ha
TenecHy Macy v IMKoperynaumjy feLe ca enviencrjom.
MeTop VcTpaxmBambe je ykibyunno ykynHo 49 3gpase gee
Ca HOBOAMjarHOCTMKOBaHOM enunencujom. MepeHa je Tene-
CHa BMCMHa, TefleCHa Maca Te Y30pKOBaHW MIMKeMUja U NHCY-
NUH HawTe. [apameTpu cy NCNUTUBaHM Npe NoYeTKa aHTue-
nuienTUYHe Tepanuje BainpoaTma, a NoTOM MocChe WecT 1
12 meceum Tepanuje. Ungexkcn BMI n HOMA cy nspauyHaBaHu
Kopuwherem MaTemaTuKe Gpopmysie 3a CBakor 6osiecHKa Ha
CBaKOM Mepetby NOHaoco6.
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Pesyntatu VicTpaxuBarbe je nokasano Aa NoCToju CTaTUCTUYKM
3HavajHo noBehame TenecHe mace Beh nocne Wwect meceumn
npumeHe Tepanuje Bannpoatuma (p < 0,01), Te ga nocTojum cTa-
TUCTUYKM 3HaYajHO noBeharbe NPOCeUYHUX BPEAHOCTM FINKe-
Muje 1 HCynmHa nocne 12 meceun Tepanuje (p < 0,05).
3akspy4ak Hale nctpaxmsame je nokasano ga 12-meceyHa
nprviMeHa BannpoaTta Koj AeLe ca HOBOAMjarHOCTVKOBaHOM
enuiencmjom MMa 3HauajaH yTruaj Ha nosehare TenecHe mace
1 yTn4e Ha rMukoperynauujy  metabonusam rnykose. Mpeno-
pyuyjemo fa ce Aela ca HOBOAMjarHOCTUKOBAHOM enencunjom
Koja 3amoyHy Tepanujy BaanpoaTuma pefoBHO npaTe Ha Le-
CTOMECEeYHVM KOHTpOama.

KrbyuHe peun: Bannpoar; feyja enunencuja; UHCY/vH; TefiecHa
maca; HOMA
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