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WHAT IS ALREADY KNOWN ABOUT
THIS SUBJECT
• In the last years there has been a growing trend

in anti-epileptic drug (AED) use, particularly in
elderly patients, but few data concerning
indication of use are available in general practice.

• Various AEDs, including newer agents, have been
approved for indications other than epilepsy and
are increasingly also used for unlicensed
indications.

• No data about the impact of re-imbursement
restrictions on the choice of anti-epileptic drugs
in general practice are available.

WHAT THIS STUDY ADDS
• In general practice, a rapid increase of AED

prescriptions in the elderly was observed,
principally due to the use of newer AEDs for
indications other than epilepsy.

• Re-imbursement restrictions influenced newer
AED use, particularly pregabalin and gabapentin
prescriptions.

• Phenobarbital, accounting for more than 50% of
total AED volume, was the most prescribed
medication during the entire study period. This
finding should be considered in light of the
potential risks associated with phenobarbital use
in the geriatric population.

AIMS
The aims of the study were to assess the trend of older and newer
anti-epileptic drugs (AEDs) in the elderly population and to analyze the
effects of a health-policy intervention with regard to AED use in
general practice in a setting in Southern Italy.

METHODS
Data were extracted from the ‘Caserta-1’ Local-Health-Unit Arianna
database in the years 2004–07. Patients aged over 65 years, receiving at
least one AED prescription and registered in the lists of 88 general
practitioners, were selected. The use of older and newer AEDs was
calculated as 1 year prevalence and incidence of use and defined daily
dose (DDD) per 1000 inhabitants day-1. Sub-analyses by gender, age
and indication of use were performed.

RESULTS
Most of AED users were treated because of neuropathic pain (64.8%).
However, the main indication of use for older AEDs (57.8%) was
epilepsy, whereas newer AEDs (79.5%) were used for neuropathic pain.
Prevalence and incidence of newer AED use increased until 2006,
followed by a reduction in 2007. Newer AEDs, particularly gabapentin
and pregabalin, were used in the treatment of more patients than older
AEDs. However phenobarbital, accounting for more than 50% of total
AED volume, was the most prescribed medication during the entire
study period.

CONCLUSIONS
An increasing use of AEDs has been observed during 2004–07, mostly
due to the prescription of newer compounds for neuropathic pain. The
fall in the use of newer AEDs during 2007 coincides with revised
re-imbursement criteria for gabapentin and pregabalin. The large use
of phenobarbital in the elderly should be considered in the light of a
risk of adverse drug reactions.
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Introduction

Antiepileptic drugs (AEDs) are the mainstay of the therapy
for epilepsy, despite the development in recent years of
new therapeutic options, such as brain stimulation [1] or
surgery [2]. In the last years, several pharmacoepidemio-
logical studies documented a growing trend in AED use,
particularly in elderly patients [3, 4] and the elderly have
become the population with the highest growth for epi-
lepsy [5, 6].The prevalence of this disease ranges from 6.01
per 1000 in patients between 65 and 69 years to 7.73 per
1000 in patients aged over 85 years [7] and is about two-
fold the prevalence among younger adults with a higher
burden in nursing home residents [8, 9]. Moreover, the
annual incidence of epileptic disorders rises from 90 per
100 000 in people between 65 and 69 years to more than
150 per 100 000 in people over 80 years [10, 11].

In the last 15 years, several compounds have been
newly marketed. For this reason, AEDs are traditionally
divided into two classes: older AEDs (marketed before
1991) and newer AEDs (marketed from 1991) [12, 13]. First
and foremost, newer AEDs were developed to be used
together with older AEDs as add-on therapy in epileptic
patients with a suboptimal control of epilepsy [14]. Never-
theless, some of these newer agents such as lamotrigine,
levetiracetam, oxcarbazepine and topiramate are also cur-
rently approved in Italy as monotherapy for the treatment
of epilepsy.

More recently, various AEDs have been approved for
indications other than epilepsy, such as mood disorders or
neuropathic pain [15] and an increased use of these com-
pounds has been observed in different countries [3, 4]
both for labelled and unlabelled indications [16, 17]. With
regard to this, valproic acid, carbamazepine and lamot-
rigine are approved in the treatment of various phases of
bipolar disorder, while gabapentin and pregabalin are
approved for neuropathic pain.

As a consequence, starting from January 2007, the
Italian National Health System introduced a health-policy
intervention (as reported in ‘Nota 4’) which restricted the
refundability of newer AEDs pregabalin and gabapentin, in
diseases other than epilepsy, only to patients affected by
post-herpetic neuralgia, diabetic neuropathy and cancer
related neuropathic pain, indications for which scientific
evidence has been provided [18]. All the epidemiological
studies previously performed, have explored the AED uti-
lization in the general population [19–21], while few data
are specifically available on the use of AEDs in elderly out-
patients [22, 23]. Moreover, no data concerning the effects
of the health-policy intervention regarding the use of
AEDs in general practice are available.Thus, the aims of this
study were a) to characterize the elderly users of older and
newer AEDs during the years 2004–07 in general practice
in a setting of Southern Italy, b) to evaluate the trend in the
use of newer and older AEDs, both as 1 year prevalence,
incidence of use and defined daily dose (DDD) per 1000

inhabitants day-1 and c) to analyze the effects of health-
policy intervention with regard to AED use in general
practice.

Methods

Data source
Data were extracted from the Arianna database that cur-
rently contains information about a population of almost
400 000 individuals living in the area of Caserta and
registered in the lists of 289 general practitioners (GPs).
Information collected included patients’ demographic
characteristics and drug prescriptions coded according to
the Anatomical Therapeutic Chemical (ATC) classification
system. Every drug prescription is linked to medical diag-
noses, coded by the ninth edition of International Classifi-
cation of Diseases (ICD-9). All participating GPs received
extensive training in data collection techniques. Data are
recorded during daily clinical practice through dedicated
software and transferred monthly to the central database,
in a complete and anonymous way. Routine quality checks
include the analysis of several parameters such as missing
patient codes, the number of daily filled prescriptions, the
proportion of prescriptions correctly linked to medical
diagnoses and monthly continuity of data submission.
Quality and completeness of data out of the defined
ranges were investigated and back-submitted to each par-
ticipating GP in order to receive an immediate feedback.
GPs failing to meet these standard quality criteria were
excluded from the epidemiologic surveys according to the
basic standards in the conduction of pharmacoepidemio-
logical investigations [24]. This sample of physicians repre-
sented 30.4% (88/289) of total GPs, who practice in the
same area. A number of previously published studies has
demonstrated that the Arianna database provides accu-
rate and reliable information on drug utilization [25, 26].

Moreover, this data source has previously been used to
evaluate the effect of another health-policy intervention in
Italy [26].

Study population
For this investigation, 88 GPs who continuously sent data
to the Arianna database during the years 2004–07 were
included. A total population of almost 140 000 individuals,
registered in the lists of these GPs, was analyzed. Among
individuals aged 65 years or more,patients who received at
least one AED prescription (ATC: N03) during the observa-
tional years, were identified. Patients, irrespective of
whether pharmacological treatment was initiated by GPs
or by specialists working in the public or private sector,
were included in the analysis. In fact, in Italy outpatients
receive the medicines free of charge only through GP pre-
scriptions. For each patient, data on age, gender, AED pre-
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scriptions (including product name) prescription date,
number of prescribed packages and indication of use,were
analyzed.

Study drugs
AEDs were divided into two groups: i) older AEDs (phe-
nobarbital, ethosuximide, phenytoin, valproic acid, car-
bamazepine, clonazepam, primidone, barbexaclone, and
valpromide) and ii) newer AEDs (levetiracetam, tiagabine,
lamotrigine, gabapentin, topiramate, felbamate, oxcarba-
zepine, vigabatrin, pregabalin and zonisamide).

Data analysis
One-year prevalence of AEDs treatment was evaluated, for
each year, as the ratio between the number of patients
who received at least one AED prescription and the
number of subjects alive and registered in the GPs’ lists.
Prevalence of use was calculated overall and per year, for
both older and newer AEDs. In order to evaluate the inci-
dence of AED use (cumulative incidence), we defined a
‘new user’ as a patient receiving at least one AED prescrip-
tion during the observational year, without any recorded
AED prescription in the previous one. For each year, the
incidence was calculated as the number of ‘new users’
divided by the number of subjects free from AED prescrip-
tion in the previous year. Both prevalence and incidence of
use were expressed as rates per 1000 inhabitants, together
with the 95% confidence interval (CI). Drug volume was
expressed as defined daily dose (DDD) per 1000 inhabit-
ants day-1, where DDD is the assumed average dose per
day for a drug used, in adults, for its main indication. DDDs
provide a fixed unit of measurement independent of price
and formulation, enabling the researcher to assess trends
in drug consumption and to perform comparisons
between population groups. It does not necessarily reflect
the recommended or prescribed daily dose [27].

Statistical analysis
Chi square test for categorical variables and Student’s
t-test for continuous variables were used to assess the dif-
ferences between older and newer AED users. Significance
was set at a level of P < 0.05. Statistical analyses were per-
formed using STATA 6.0 (STATA Corporation, Texas, USA).

Results

Characteristics of AED users
Out of a total sample of 17 071 elderly patients,1609 (9.4%)
received at least one AED prescription during the study
period. In particular, 467 (29.0%) and 1255 (78.0%) were
older or newer AED users, respectively. Therefore, 113
patients (7.0% of users) received at least one prescription
of both older and newer AEDs. Demographic characteris-
tics and indication of use in the study population are
summarized in Table 1.

Females were more likely to receive newer AED pre-
scriptions (P < 0.05), while no significant differences in age
subgroups were shown between users of newer or older
AEDs (Table 1).

With regard to indication of use, overall 354 patients
(22.0%) were treated for epilepsy while 1042 patients
(64.8%) were treated for neuropathic pain. In particular, a
significantly higher proportion (P < 0.01) of older AED
users (57.8%) were treated for epilepsy, compared with
users of newer AEDs (11.3%). Neuropathic pain was the
main indication of treatment for newer AED users (79.5%;
P < 0.01) (Table 1).

One year prevalence and incidence of AED use
Overall, the annual prevalence of total AED use increased
from 33.0 per 1000 (95% CI: 30.0, 35.7) in 2004 to 53.5 (50.1,
56.9) in 2006, followed by a reduction in 2007 (40.2; 37.3,
43.2). In particular, prevalence of older AED use slightly
increased during the study period from 14.4 (12.6, 16.1) in
2004 to 19.8 (17.7, 21.9) in 2007, while the prevalence of
use of newer AEDs rose from 22.5 (20.3, 24.7) in 2004 to
41.0 (38.0, 44.0) in 2006, followed by a marked reduction to
25.5 (23.2, 27.9) in 2007. Moreover, 113 patients (6.7; 5.4,
7.8) received at least one prescription of both older and
newer AEDs with an increasing trend from 2004 (3.9; 2.9,
4.8) to 2007 (5.1; 4.0, 6.2). The prevalence of older and
newer AED use per 1000 inhabitants, in patients affected
by epileptic disorders or pain is reported in Figure 1.

Prevalence of phenobarbital, the most prescribed older
AED, increased from 7.0 (5.8, 8.3) in 2004 to 9.5 (8.0, 10.9) in
2007. Among newer AEDs, gabapentin was the most pre-
scribed drug until 2005.Pregabalin,newly marketed in Italy
from July 2004, overcame gabapentin use during 2006 and
2007 with a prevalence rising from 7.3 (6.0, 8.6) in 2005 to
25.2 (22.8, 27.5) in 2006, followed by a marked reduction in
2007 (13.1; 11.4, 14.8).

The incidence of older AED use increased from 3.1 (2.3,
3.9) in 2004 to 5.3 (4.1, 6.4) in 2007, while newer AED users

Table 1
Demographic characteristics and indication of use of AED users

Older AEDs (n = 467) Newer AEDs (n = 1255)
n % (95% CI) n % (95% CI)

Age group (years)
65–74 253 54.2 (49.7, 59.7) 744 59.3 (56.6, 62.0)
75–84 175 37.5 (33.1, 41.9) 441 35.1 (32.5, 37.8)
�85 39 8.3 (5.8, 10.9) 70 5.6 (4.3, 6.8)

Gender
Female 252 54.0 (49.4, 58.5) 755 60.2 (57.4, 62.9)
Male 215 46.0 (41.5, 50.6) 500 39.8 (37.1, 42.5)

Indication for use
Epilepsy 270 57.8 (53.3, 62.3) 142 11.3 (9.6, 13.1)
Pain 78 16.7 (13.3, 20.1) 998 79.5 (77.3, 81.7)
Mood disorders 81 17.4 (13.9, 20.8) 72 5.8 (4.4, 7.0)
Other 38 8.1 (5.7, 10.6) 43 3.4 (2.4, 4.4)

Newer and older AED users are not mutually exclusive.
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significantly increased from 13.4 (11.7, 15.2) in 2004 to 27.7
(25.2, 30.3) in 2006 and decreased to 11.8 (9.8, 13.0) in the
last year. However, restricting the analysis to patients
treated for epileptic disorders, the incidence of use of older
AEDs increased slightly from 2005–07 while newer AED
use remained stable during the whole study period. In
patients affected by pain, the incidence of newer AED use
increased from 2004 to 2006 falling to 36% in the last year
(Figure 2).

Concerning specific medications, gabapentin and pre-
gabalin were the drugs mostly prescribed as initial AED
treatment during the observational years (Figure 3): the
incidence of gabapentin use was up to 10 times higher
than that of phenobarbital (the second medication) in
2004 (data not shown). Nevertheless, the number of new
users treated with gabapentin decreased from 12.5 (10.8,
14.2) in 2004 to 2.6 (1.8, 3.4) in 2007, while pregabalin rose
from 5.5 (4.4, 6.6) in 2005 to 18.1 (16.1, 20.2) in 2006 and
decreased to 6.7 (5.5, 8.0) in 2007. Incidence of older AED
use remained stable during the study period except for
phenobarbital which increased slightly from 1.0 (0.5, 1.5) in
2006 to 1.8 (1.1, 2.4) in 2007. Restricting the analysis to
epileptic patients, the incidence of use of phenobarbital
showed an increasing trend, ranging from 0.8 (0.4, 1.3) in
2004 to 1.5 (0.9, 2.1) in 2007. A similar trend was observed
for valproic acid (2004: 0.4, 0.1, 0.7; 2007: 0.6, 0.2, 1.0) while
the incidence of gabapentin use (2004: 0.6; 0.2, 1.0; 2007:
0.1; 0.0, 0.3) decreased over the years. Although gabapen-
tin was the most prescribed drug for pain during 2004
(11.2; 6.1,16.2) and 2005 (8.6; 7.2,10.0), it was outnumbered

by pregabalin in 2006 for the same indication (17.1; 15.2,
19.1). A marked decrease was shown in 2007 for both
medications (gabapentin: 2.2; 1.5, 2.9; pregabalin: 6.4; 5.1,
7.6). Carbamazepine incidence of use slowly increased
from 2004 (0.4; 0.1, 0.7) to 2007 (0.7; 0.3, 1.1). No relevant
prescriptions of other AEDs were observed in the treat-
ment of pain.

AED volume
Overall, AED volume, measured as DDD per 1000 inhabit-
ants day-1, increased slightly from 2004 to 2006, remaining
stable in the last year (Table 2). Older AEDs were the most
used drugs and their volume increased during the whole
study period, while newer AED use decreased in 2007 com-
pared with the previous year. With regard to total AED
volume, the proportion of newer AED volume rose from
24.9% in 2004 to 34.5% in 2006 followed by a fall during
2007 (29.9%).

Phenobarbital accounted for more than 50% of total
AED volume during the study period, increasing from 5.7 in
2004 to 6.4 in 2007.

Gabapentin, the most frequently used newer AED in
2004 (1.58), decreased to 0.94 in 2007, while pregabalin,
the most used newer AED since 2006, rose from 0.25 in
2005 to 1.51 in 2006 and decreased to 1.03 in the last
observational year. Newer AEDs, approved to treat epilepsy
also as monotherapy, were used in smaller amounts than
the previous ones. However, oxcarbazepine and levetirac-
etam volume rose from 0.14 and 0.05 in 2004 to 0.56 and
0.26 in 2007, respectively.
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4.5 4.9
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-
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15.0

20.0

25.0

30.0

35.0

2004 2007 2004 20072006200520062005

Epilepticdisorders Pain

Figure 1
One-year prevalence of AED use per 1000 inhabitants, in patients affected by epileptic disorders or by pain, stratified by drug class and calendar year. Use
of newer and older AEDs was not mutually exclusive. Older ( ); Newer ( )
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Discussion

The results of this study indicate an increase in both preva-
lence and incidence of AED use from 2004 to 2006, fol-
lowed by a marked reduction in the last observational year
in an elderly population in Southern Italy. This finding is
mainly due to newer AED use and in particular to gabap-
entin and pregabalin, usually prescribed for neuropathic
pain. Neuropathic pain was the main indication for AED
use in our study. In fact 64.8% of AED users were treated
because of this condition, while only 22.0% of patients
were treated for epilepsy. This result is consistent with our
population of elderly patients. In fact painful syndromes
affect elderly patients with a prevalence rate between 40%
and 80% [28] and AED efficacy in pain is well-documented
[15]. The wide use of newer AEDs in indications other than
epilepsy is in line with other studies that documented an
increased use of newer AEDs in the last few years for the
treatment of neuropathic pain [3, 4] However, users of
older AEDs were significantly more affected by epilepsy
compared with newer AED users (57.8% vs. 11.3%).

The increase of AED use during the years 2004–06 is in
line with several European drug utilization studies that
explored the trend of AED prescriptions [3, 4, 22, 29, 30]. In
particular, a recent survey, performed in an Italian general
population during 2000–05, showed a prevalence ranging
from 11.4 to 34.8 in patients over 65 years [4].

A different trend in the prevalence of use of older and
newer AEDs was observed in our study; older AED use
increased slightly during the whole study period (14.4 in
2004 to 19.8 per 1000 in 2007), while newer AED use sub-

stantially increased until 2006 (41.0),with a 40% decrease in
the following year (25.5).Similar trends were shown regard-
ing the incidence of newer and older AED use.The striking
decrease of newer AED use in 2007 could be ascribed to the
introduction, by the Italian Drug Agency, of a restriction in
the refundability for gabapentin and pregabalin (Nota 4)
starting from January 2007 [18]. In detail, this health policy
intervention was targeted to restrict the refundability of
these medications, in diseases other than epilepsy, only to
patients with severe neuropathic pain associated with post-
herpetic neuralgia,diabetic neuropathy or cancer [18].Even
though this kind of health policy intervention is principally
aimed at cost-containment, measures adopted for drug
refundability are based on EBM principles, taking into
account only proven scientific evidence. Our study showed
that drug refundability restrictions may be very influential
and have far reaching consequences for drug prescribing
behaviour. As a consequence, it could be considered as a
useful tool, not only in cost-containment, but also in
improving effective and safe prescribing of new drugs.Even
though these conditions are the only ones with proven
scientific evidence, a large increase in gabapentin and pre-
gabalin use has been observed for unlicensed indications in
the last few years [16, 17].

The study also showed a peculiar trend of gabapentin
and pregabalin use. Gabapentin, the most used AED until
2005, significantly decreased in the following years, as
reported in the Italian National report on drug use (OsMed
2007) [31]. On the contrary, the use of pregabalin strongly
increased starting from its introduction to the market (July
2004), becoming the most prescribed AED during 2006.
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Figure 2
One-year incidence of AED use per 1000 inhabitants, in patients affected by epileptic disorders or by pain, stratified by drug class and calendar year. Use of
newer and older AEDs was not mutually exclusive. Older ( ); Newer ( )
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This finding confirms the trend of newly marketed drugs
widely prescribed in general practice after their marketing
[32]. In addition, this trend in the use of pregabalin and
gabapentin may reflect a change in the promotional strat-
egies by the drug manufacturer of both medications, since
gabapentin lost its patent in 2005. In line with this hypoth-
esis, a previous paper has shown how promotional strate-
gies influenced the use of gabapentin by physicians [16].

Although the prevalence and incidence of newer AED
use strongly increased until 2006 and were consistently
higher than older AED use, opposite results were shown

after restricting the analysis to epileptic patients. Indeed, in
this condition, older AED prevalence of use was almost
twice that of newer AED use and phenobarbital emerged
as the most prescribed medication. Nevertheless, no differ-
ence between older and newer AED incidence of use was
observed until 2006. Gabapentin, not currently approved
in Italy to treat epilepsy as monotherapy, was the most
used newer AED in epileptic patients. Conversely, a very
low incidence of use was reported for other newer medi-
cations approved to treat epilepsy as monotherapy, such
as oxcarbazepine and levetiracetam.

0 2 4 6 8 10 12 14 16 18 20

Carbamazepine

Clonazepam

Valproic acid

Phenobarbital

Gabapentin

Lamotrigine

Levetiracetam

Oxcarbazepine

Pregabalin

Topiramate

Figure 3
One-year incidence of the most prescribed medications per 1000 inhabitants (more than 90% on total prescriptions during 2007), irrespective of the
indication use, stratified by calendar year. 2004 (�); 2005 ( );2006 ( ); 2007 ( )
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Older AED volume was significantly higher with respect
to newer AEDs when measured as DDD per 1000 inhabit-
ants day-1.The reported higher volume of older AEDs could
be explained by a more persistent use in chronic diseases
while newer AEDs are principally used for acute conditions
[3].

In particular, phenobarbital, accounting for more than
50% of total AED volume, was the most prescribed medi-
cation during the entire study period, followed by valproic
acid and carbamazepine. Phenobarbital volume increased
more than 10% during the study years. A recently pub-
lished study, based on a US population, indicated a
decreasing trend in the use of phenobarbital in older
patients with new-onset epilepsy during the years
2000–04 [23]. Phenytoin, the most used AED reported in
this study, is scarcely prescribed in the general practice
setting in Southern Italy, as well as in the Italian general
population [4]. The large use of phenobarbital observed in
our research and confirmed by other studies deserves a
particular consideration [23, 33]. Indeed, it disagrees with
recently published international guidelines and expert
consensus recommendations, suggesting the use of lam-
otrigine, gabapentin or carbamazepine as first line agents
in the treatment of epilepsy in elderly patients [33–35].This
is because of the negative cognitive effects, sedation
and potential toxicity of phenobarbital in this group of
patients. This finding should be considered in the light of
the potential risks associated with phenobarbital use in
geriatric population [28].

Finally, an increasing trend in volume of use of oxcar-
bazepine and levetiracetam was observed with almost a
five fold increase between 2004 and 2007. This result is in
line with a US study reporting a significant increase in the
use of these drugs over time [23].

Strength and limitations of the study
To our knowledge, this is the first drug-utilization study
that provides information about both prevalence and inci-
dence of AED use in elderly outpatients. Another strength
of this study is the availability of clinical information, such
as indication of AED use, in the data source. However,
several limitations of this study need to be considered.
First, diagnoses made by GPs may not be highly accurate
and for this reason we decided not to evaluate the AED use
in the treatment of different subtypes of epilepsy. Second,
we used outpatient prescription data and we had no infor-
mation about actual filling and use of the medications.
However, this study was primarily aimed at exploring the
prescribing pattern of AEDs without considering any clini-
cal outcome. In addition, such an investigation was per-
formed using data collected from a restricted area of
Southern Italy. It is therefore possible that these findings
could not be fully generalized to the whole Italian general
practice. However, the comparison with the Italian national
report on drug consumption supported the reliability of
this database in providing information about AED utiliza-
tion in Italy. Finally, the generalizability of the results is
restricted to the outpatient setting, since data on elderly

Table 2
Volume of AED prescriptions, measured as DDD/1000 inhabitants day-1, stratified by drug and calendar year

AED

2004 2005 2006 2007
DDD
1000
inhabitants
day-1 %

DDD
1000
inhabitants
day-1 %

DDD
1000
inhabitants
day-1 %

DDD
1000
inhabitants
day-1 %

Older AEDs
Phenobarbital 5.70 59.8 5.83 56.7 6.16 51.7 6.40 53.8
Phenytoin 0.01 0.1 0.03 0.2
Valproic acid 0.52 5.5 0.66 6.4 0.66 5.5 0.78 6.5
Carbamazepine 0.70 7.4 0.64 6.2 0.64 5.3 0.74 6.2
Clonazepam 0.09 0.9 0.13 1.2 0.21 1.7 0.23 2.0
Primidone 0.05 0.6 0.07 0.7 0.09 0.8 0.11 0.9
Barbexaclone 0.09 0.9 0.07 0.7 0.05 0.4 0.05 0.4
Valpromide 0.02 0.2
Total 7.18 75.3 7.39 72.0 7.81 65.5 8.34 70.1

Newer AEDs
Levetiracetam 0.05 0.6 0.08 0.8 0.19 1.6 0.26 2.1
Tiagabine 0.04 0.4
Lamotrigine 0.41 4.4 0.47 4.5 0.47 3.9 0.63 5.3
Gabapentin 1.58 16,6 1.66 16.2 1.35 11.3 0.94 7.9
Topiramate 0.13 1.4 0.14 1.3 0.13 1.1 0.14 1.2
Oxcarbazepine 0.14 1.4 0.28 2.8 0.45 3.8 0.56 4.7
Pregabalin 0.25 2.4 1.51 12.7 1.03 8.6
Total 2.35 24.7 2.88 28.0 4.11 34.5 3.56 29.9
Total AEDs 9.53 100 10.27 100 11.92 100 11.89 100
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inpatients and those residing in nursing homes were
missing. As a consequence, the prevalence rates might
have underestimated the use of these agents, especially in
certain age groups, such as very old people, who are more
likely to be admitted to these facilities. To avoid an addi-
tional underestimation, only GPs who continuously pro-
vided data to the Arianna database, during the whole
observation period, were included in the study. Sensitivity
analysis did not show any significant difference in prescrib-
ing behaviour between GPs enrolled in the study and the
others.

In conclusion, a different prescribing pattern of newer
and older AEDs in elderly patients was observed in the last
years in a general practice setting in Southern Italy; older
AED use increased slightly during the study years, while a
strong increase in the use of newer AEDs was reported
until 2006, followed by a striking reduction in 2007. Phe-
nobarbital has been increasingly used in the treatment of
epileptic disorders in elderly patients, while newer AEDs,
mainly gabapentin and pregabalin, were largely pre-
scribed for neuropathic pain. The increased use of pre-
gabalin instead of gabapentin,since its introduction on the
market, could be justified by a change in the promotional
strategies by the drug manufacturer of both medications.
The health policy intervention, introduced in 2007 to
restrict the use of gabapentin and pregabalin only for the
indications supported by scientific evidence, led to a sig-
nificant reduction in the use of both medications.
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