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Epilepsy, a common neurological disease characterized
by recurrent seizures, affects approximately 69 million
people worldwide. Although incurable, seizures may be
managed with antiepileptic drugs, the major goal being
seizure freedom without adverse side effects. However,
the effects of antiepileptic drugs on the haematological
and biochemical profiles are subject of debate.
Antiepileptic drugs such as phenytoin, carbamazepine,
and valproate are the most widely prescribed first-line
drugs and are associated with a wide range of adverse
effects, such as anaemia, leukocytopenia, eosinophilia,
hyperparathyroidism, osteomalacia and hepatobiliary
diseases [1,2]. Although newer antiepileptic drugs have
less adverse effects, they are generally prescribed in
combination with conventional drugs and thus the
adverse effects may be due to variable pharmacokinetic
interactions [3]. Consequently, these combinations may
generate metabolic changes in patients receiving anti-
epileptic drug therapy, so worsening their quality of life.
This emphasizes the need to perform routine monitor-
ing of hematobiochemical indices in clinical practice.
Although alterations in these indices have been
reported, such studies have been limited by their small
sample size and the absence of drug-naïve patients as
controls for comparison. Therefore, the aim of this study
was to investigate hematobiochemical parameters in
patients with epilepsy receiving and not receiving con-
ventional antiepileptic drugs (phenytoin, carbamaze-
pine, and valproate) in either monotherapy or in
multitherapy of 2 or 3 drugs.

We conducted a cross-sectional study of patients with
epilepsy, all attenders at the Outpatient Department of
Neurology, Institute of Human Behaviour and Allied
Sciences, Delhi, India. Of the 546 patients, 223 were
newly diagnosed and drug-naïve whilst 323 were receiv-
ing antiepileptic drug therapy (phenytoin, N = 82; carba-
mazepine, N = 105; valproate, N = 93; and multitherapy,
N = 43). The treatment status of all the patients was
confirmed by serum drug quantification as described

previously [4]. Patients on drug therapy were receiving
the same treatment regimen for at least 2 months to
achieve steady-state serum drug levels. A cohort of 37
healthy subjects with no history of any neurological or
neuropsychiatric ailment and on nomedication including
over-the-counter drugs was recruited to provide refer-
ence data. All subjects gave written informed consent,
and the study was approved by institutional biomedical
research ethics committee.

Blood samples were tested for haemoglobin, total
leucocyte count, glucose, liver function tests [alkaline
phosphatase (ALP), direct bilirubin, total bilirubin,
total protein, albumin, globulin, glutamic oxaloacetic
transaminase, and glutamic pyruvic transaminase] and
kidney function tests [uric acid, urea and creatinine]
by standard routine methods. Shapiro-Wilk and
Levene tests identified a non-normal distribution of
the data, therefore, the non-parametric test, Kruskal-
Wallis with post-hoc Dunn test. Drug dose and ALP
were correlated by Spearman’s method. Data are pre-
sented as median (interquartile range). P<0.05 was
considered statistically significant. All statistical ana-
lyses were performed using GraphPad Prism 7 and
Microsoft Office Excel 2013.

No differences were found in any of the hematobio-
chemical parameters of patients with epilepsy, except
serum ALP levels at 171 U/L vs 80 U/L in the healthy
controls (p<0.0001), with drug-naïve group comprising
the highest percentage (71.3%) of patients with ele-
vated ALP levels (Table 1). Among these drug-naïve
patients, individuals having higher pre-treatment sei-
zure frequency had significantly higher ALP levels [pre-
treatment seizure frequency: (Daily +Weekly +Monthly)
vs (Yearly + 5 yearly), 224 U/L vs 178 U/L, p = 0.038].
Furthermore, ALP levels were higher in drug-naïve
patients with a more recent seizure episode [last seizure
episode: <24 hours vs >24 hours, 228 U/L vs 190 U/L,
p = 0.028]. ALP levels in patients on valproate mono-
therapy and on multitherapy were within the normal
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reference range. Moreover, among the patients on mul-
titherapy, lower ALP levels in patients on multitherapy
involving valproate were observed than those on multi-
therapy excluding valproate (96 U/L vs 172 U/L,
p < 0.0001). Patients in other groups had high ALP
compared to the healthy subjects.

While no gender disparity was observed in the ALP
levels, there was a marked effect of age on levels of
ALP in all groups, with highest levels in the young
(Table 1). Seizure type had no effect on ALP levels,
however, significant differences were observed
among patients with different epilepsy types.
Patients with symptomatic epilepsy were found to
have higher levels than those with idiopathic or cryp-
togenic epilepsies. In addition, patients receiving anti-
epileptic drug therapy for >3 months had significantly
lower ALP levels than those for <3 months (Table 1).
There was an inverse correlation between ALP levels
and drug doses of phenytoin carbamazepine and
valproate (Figure 1). To analyse possible interactions
between the parameters, multivariate logistic regres-
sion was performed with sex, age, pre-treatment sei-
zure frequency, seizure type, epilepsy type and
duration of drug therapy as the independent vari-
ables. The analysis retained the effect of age and
duration of drug therapy but eliminated the link of
epilepsy type with ALP levels (Table 1).

Of all the measured parameters, only serum ALP,
a marker of hepatocellular injury and bone turnover,
was elevated in patients when compared with healthy
subjects. The observation is consistent with previous
findings reporting patients with epilepsy to be more
susceptible to metabolic bone diseases and fractures
linked to elevated serum ALP levels [5,6]. However,
the data reported data from patients receiving medi-
cation with respect to healthy subjects, instead of
drug-naïve patients. This limitation failed to clearly
conclude antiepileptic drug administration being the
cause of increased ALP levels. To overcome this lim-
itation, we enrolled drug-naïve as well as patients
receiving antiepileptic drug therapy. Interestingly,
both the groups had increased serum ALP levels,
supporting the findings of previous longitudinal stu-
dies which reported no change in ALP levels before
and after treatment [7,8]. This suggests that it is not
the medication but disease phenotype which may
play a role in increasing ALP levels. Studies regarding
the effect of valproate on bone turnover markers have
yielded debatable results in the past. Some studies
have reported a marked increase in serum ALP levels
by valproate [6,9], but are limited by their small sam-
ple size. Consistent with a previous report [10], we
note that ALP levels in patients receiving valproate
were within the normal reference range suggesting
the reduction of epilepsy-linked ALP levels by valpro-
ate. This was further strengthened by the observation

that patients on multitherapy involving valproate had
lower ALP levels compared to patients on multither-
apy excluding valproate. Unsurprisingly, we found
higher ALP levels in patients aged 5–15 years than
in older patients, probably due to the increased osteo-
blastic activity in children. Though significant associa-
tion was also observed between epilepsy type and
ALP levels with symptomatic epilepsy showing the
highest increase, it was not retained after multivariate
logistic regression.

Antiepileptic drug therapy has often been associated
with osteomalacia due to increased ALP levels [5]. If this
had been a relevant mechanism, bone fracture risk in
patients with epilepsy should increase with prolonged
treatment. However, previous studies have reported con-
trary outcomes demonstrating prolonged treatment to
be associated with lower fracture risk [11,12]. Our study
observed higher pre-treatment seizure frequency and
recent seizure episodes to be significantly associated
with elevated ALP levels, signifying it to be the conse-
quence of seizure occurrence. Additionally, prolonged
duration of antiepileptic drug administration decreased
the ALP levels in our patient groups and their ALP levels
were found to be inversely correlated with the drug
doses. Such reports question the role of antiepileptic
drugs in altering bone turnover markers. Previously,
Hamed et al. [6] investigate several biochemical indices
of bone and mineral metabolism such as calcium, mag-
nesium, phosphate, vitamin D, ALP, 25-hydroxy vitamin
D (25(OH)D), along with markers of bone remodelling.
Hormones such as prolactin, oestrogen, parathyroid hor-
mone, etc. have earlier been reported to influence bone
metabolism [10,13] as well as seizure activity [14].
Therefore, future studies should be designed to examine
all these parameters along with the bone mineral density
to gain insight into the clinical relevance of ALP and
associated markers of bone metabolism in epilepsy. We
recognize certain limitations. Lacking the bone-mineral
density of patients we cannot determine an effect of
altered ALP levels on bone mineralization, and as our
study is not longitudinal, it lacks follow-up data.
However, a strength is the stringent selection criteria,
the relatively large overall sample size and the inclusion
of drug-naïve patients, although we acknowledge that
the sample size in some groups is small.

In conclusion, early age and recent seizure activity
were significantly associated with higher ALP levels
while prolonged treatment duration and higher doses
of antiepileptic drugs were inversely related. Our
study suggests increased ALP levels in patients with
epilepsy to be an attribute of seizure occurrence and
not the consequence of drug administration. This
work represents an advance in biomedical science
because it demonstrates elevated serum ALP in
a large number of drug-naïve patients with epilepsy
suggesting higher ALP levels to be attributed to

46 C RAWAT ET AL.



seizure occurrence and not the antiepileptic drug
therapy.
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