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Abstract

Background: Epilepsy is a complex chronic disorder which affects health-related quality of life (HRQOL), especially
in women.

Pharmaceutical care (PC) allows direct intervention between the pharmacist, the patient and the other healthcare
team members to optimise treatments in order to reduce negative outcomes related to medication and contribute
to improving HRQOL.

The aim of the study was to establish the impact of the application of a pharmaceutical care programme on the
HRQOL of women with epilepsy.

Methods: This study is a pragmatic randomised controlled trial involving women with epilepsy (WWE) over

18 years of age.

The intervention group (IG) received a pharmaceutical care programme consisting of medication review follow-up
according to Déader's method, health education and therapeutic drug monitoring of anticonvulsants.

The impact was assessed by changes in seizure frequency, in the self-administered questionnaires (the QOLIE-31,
Liverpool AEP, CES-D, Haynes-Sackett test and Moriski-Green test) and between the first interview and the one at
the end of six months of follow-up.

A Student's t-test was performed to compare the final QOLIE-31 score between groups and a paired Student’s t-test
was used to determine the change in each group between the start and the end of follow-up.

Results: One hundred eighty-two WWE entered the study and 144 (79.1%) completed it. The t-test for comparing
the final QOLIE-31 scores between groups yielded a t=—-2.166 and confidence interval (Cl) (95%): —10.125; —0.4625,
p-value =0.0319. The change (A) in the QOLIE-31 score for the IG was 12.45 points (p-value <0.001) and for the
control group it was 2.61 (p-value =0.072). With 10.7 as the minimally important change we found a relative risk of
217 (Cl: 1.37; 343) and a number needed to treat (NNT) of 3.5.

Conclusions: The study demonstrated that the application of a pharmaceutical care programme significantly
improves HRQOL in WWE. The NNT we found allows a recommendation to implement the PC programme for the
additional benefit that would be obtained in patients’ HRQOL.

Trial registration: Current Controlled Trials ISRCTN46864306 IPHIWWE studly.
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Resumen

salud (CVRS), especialmente en las mujeres.

epilepsia (MCE).

meses de seguimiento.

que se obtendria en la CVRS de los pacientes.

Resultados reportados por los pacientes

Antecedentes: La epilepsia es un desorden crénico complejo que afecta la calidad de vida relacionada con la

La atencion farmacéutica (AF) permite la interaccion directa del farmacéutico con el paciente y con los demas
integrantes del equipo de salud para optimizar los tratamientos con el fin de disminuir los resultados negativos
asociados con la medicacion y contribuir a mejorar la CVRS.

El objetivo del estudio fue establecer el impacto de la aplicacién de un programa de AF en la CVRS de mujeres con

Métodos: Ensayo clinico controlado aleatorizado pragmético en MCE mayores de 18 afos.

Al grupo intervencién se le aplicd un programa de AF consistente en seguimiento farmacoterapéutico segun el
método Dader, educacion para la salud y monitoreo de anticonvulsivantes.

El impacto se evaludé con el cambio en la frecuencia de crisis y de los cuestionarios auto-administrados (QOLIE-31,
Liverpool AEP, CES-D, test de Haynes-Sackett, y test de Moriski-Green) entre la primera entrevista y al finalizar los seis

Se realizd una t de student para comparar el puntaje final entre los grupos y una t de student pareada para
comparar el cambio en el QOLIE-31 entre el inicio y el final en cada grupo.

Resultados: Se incluyeron 182 pacientes y finalizaron 144 (79,1%). La prueba t para QOLIE-31 final entre grupos
arrojo un t=-2,166 (IC [95%]: —10,125 -0,4625; p=0,0319). Para el Gl el cambio (A) en el QOLIE-31 fue de 12,45
puntos (p <0,001) y para el GC de 2,61 (p =0,072). Tomando 10,7 como cambio minimo importante se encontré un
Riesgo Relativo de 2,17 (IC: 1,37-3,43) y un Numero Necesario a Tratar (NNT) de 3,5.

Conclusiones: El estudio demostré que la aplicacion del programa de AF mejora significativamente la CVRS en
MCE. EI NNT encontrado nos permite recomendar la implementacién del programa de AF por el beneficio adicional

Palabras clave: Atencion farmacéutica, Calidad de vida, Ensayo clinico controlado, Epilepsia, Mujer con epilepsia,

Introduction

Epilepsy is a complex neurological disorder that has deep
physical, social, emotional and economic repercussions
for patients and their environment. According to the
World Health Organization, more than 20 million women
worldwide suffer from epilepsy and 85% of them live in
developing countries.

For the treatment of epilepsy, the gender of the patient
should be considered because there are conditions,
including hormonal (menstrual cycle, contraception and
menopause), reproductive (fertility, pregnancy and lacta-
tion) and role (childcare) conditions, that can affect and
be affected by anticonvulsant therapy and that change
during the different stages of life of women. In women
with epilepsy (WWE), major adverse reactions such as
reproductive endocrine disorders, hirsutism, polycystic
ovarian syndrome, obesity and sexual dysfunction have
been reported, making the treatment of women more
complex [1-3].

Several studies have shown that people with epilepsy
have lower health-related quality of life (HRQOL),
especially women [4-6], and have associated it with
depression, adverse effects, a greater number of
anticonvulsants and a higher frequency of seizures
[7-10].

Anticonvulsants are considered the cornerstone of the
treatment of epilepsy and are characterised by a narrow
therapeutic index, high inter- and intraindividual vari-
ability, a large number of interactions and side effects
and some of them have zero order kinetics.

It has been established that WWE require support and
specific information in order to achieve adequate control
of their condition. The European Declaration on Epilepsy
recommends interdisciplinary action to help people with
epilepsy understand their condition and make the search
for a proper treatment possible in order to improve their
quality of life [11,12].

Pharmaceutical care (PC) is the practice that optimises
pharmaceutical treatments contributing to an improve-
ment in HRQOL (humanistic outcome of therapeutic
relevance) which can be reported directly by the patient
as a patient-reported outcome (PRO) without requiring
an interpretation of the response by others [13-16].

The pharmacist, as a professional healthcare expert on
drugs, can contribute to the optimisation of treatment
using medication review follow-up (MRF), education in
pathology and lifestyle in the management of epilepsy,
therapeutic drug monitoring (TDM) and information on
interactions, adverse effects and the appropriate use of
medications [17,18].
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This clinical trial was designed with the aim of estab-
lishing the impact of the application of a pharmaceutical
care programme on HRQOL in WWE.

Patients and methods

The study was conducted in the Fundacién Liga Central
Contra la Epilepsia, sede Bogotd (LICCE), a non-profit
organisation specialising in the treatment of outpatients
with epilepsy and a referral centre for the management of
this disorder in Colombia. Annually about 1000 patients
consult for epilepsy, either referred by their health service
or independently. An MRF service was implemented in
the institution and a guide to medication review follow-up
for patients with epilepsy was elaborated and used as the
basis for the study intervention.

The study’s protocol was approved by the Ethics Com-
mittee of the LICCE on August 11, 2009 (ref: IEC-A1 Act
18 of 2009). All patients signed to give their informed con-
sent before entering the study. The patients were invited
to participate by posting notices at the institution and via
phone calls to the WWE who met the inclusion criteria
according to the review of the medical records of patients
who were attending the LICCE. Patient recruitment began
on June 16, 2010 and was completed on March 10, 2012.
The latest follow-up interview took place on September
27, 2012.

Study design
This study is a pragmatic, randomised controlled clinical
trial (RCT) of parallel groups.

Inclusion criteria

Women over 18 years of age were included if they had been
diagnosed with epilepsy for over a year, were receiving
out-patient treatment with anticonvulsants and had
experienced at least one seizure in the last three years.
Participants also had to have the ability to complete
questionnaires.

Exclusion criteria

WWE with psychiatric or neurological diseases diagnosed
by a specialist that prevented them from making a judge-
ment on their quality of life were excluded. Also excluded
were patients with physical (e.g., hemiplegia) or mental
deficits (e.g., mental retardation), making it impossible for
them to answer the questionnaires, and those with a his-
tory of drug or alcohol abuse. Patients who had attended
the LICCE’s MRF service before were also excluded.

Intervention
A pharmaceutical care programme was applied, consist-
ing of five parts:
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1. Medication review follow-up according to Dader’s

method for a period of six months. Déder’s method
sought to discover drug-related problems (DRPs) in
order to prevent and resolve drug-related negative
outcomes (DNOs). This method is divided into seven
stages — service offering, first interview, state of affairs,
study phase, evaluation phase, intervention phase
and subsequent interviews — rendering the process
continuous [19]. In the service offering it was explained
to the patient the kind of health care they would
receive. In the first interview, information on health
problems, use of medications and lifestyle habits were
collected. In the state of affairs we established the
relationship between DRPs and medications and in the
study phase we searched for objective information
about these. In the evaluation phase we identified the
DNOs in order to establish needs and designed an
intervention action plan for each patient. Subsequent
interviews (monthly or bimonthly) were performed
according to the conditions of each patient. If
necessary, they were conducted by telephone.

. Lectures given one Saturday a month in group

education sessions on the following topics: Epilepsy in
women, Quality of life and epilepsy, Pharmacological
and non-pharmacological treatment in epilepsy,
Contraception, Fertility, Pregnancy and childbirth,
Sleep hygiene, Breastfeeding and homecare,
Menopause and bone health and How to improve
memory. These conferences were designed specifically
for WWE and were given by the principal investigator
in order to resolve questions and doubts. The dates of
lectures were scheduled six months in advance and
patients received a reminder e-mail or a call a few
days before the conference.

During the MREF interviews, education was
reinforced in the different pathologies of each
patient, in the proper use of medications, in different
habits of life and in the management of adverse
effects. A guide for patients with epilepsy [20] was
sent by e-mail so that it could be discussed in
subsequent interviews.

In order to complement the verbal information,
specific brochures were delivered according to the
needs of each patient. These included: What to do
in a seizure, Tips to improve sleep, Constipation
management, Menopause management and bone
health, Stress management, Effects of epilepsy on
learning and memory, Breathing management, List
of calcium-rich foods and Workbook for memory.
At conferences and MRF interviews the importance
of lifestyle was emphasised, including seven hours of
continuous sleep, stress management and low
consumption of alcohol or caffeine and other
stimulants of the central nervous system.
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3. Treatment adherence: the effect of anticonvulsants
in controlling epilepsy was explained to patients,
emphasising the importance of always taking them
at the same time. For the patients who took multiple
medications, a medication record was developed and
aids were given to optimise adherence, such as a pill
box (with a demonstration of its use) and an alarm
clock as a reminder of when medications should
be taken.

4. Registration of seizures and possible triggers: at the
end of the first interview a seizure journal (calendar)
with instructions on how to fill it out was given to
patients in order to record the frequency of seizures
and whether there were triggers (menstruation, sleep
problems, stress, infection, fever or use of other
drugs) that could be detected and used for the
management of epilepsy.

5. Therapeutic drug monitoring of anticonvulsants was
provided for patients who met any of the inclusion
criteria in accordance with the guidelines of the
International League Against Epilepsy [21]. They were
given instructions for the proper conditions of the
blood sampling and the cost was assumed by the study.

The PC programme was conducted by a pharmacist
trained in the management of patients with epilepsy and
the application of Dader’s method [19].

Control group

The patients in the control group (CG) received the usual
care in the institution. The first interview was conducted
according Dader’s method for establishing baseline condi-
tions, and a seizure journal (calendar) was given with
instructions to fill it out for six months and then bring it
to the second application of the questionnaires. These
patients received the brochure “What to do in a seizure”
with the respective explanation.

Outcomes
The impact was assessed by the changes in seizure
frequency, in the self-administered questionnaires (the
Quality of Life in Epilepsy Inventory-31 (QOLIE-31),
Liverpool Adverse Events Profile (Liverpool AEP), Center
for Epidemiologic Studies Depression Scale (CES-D),
Haynes-Sackett test and Moriski-Green test) and between
the first interview and the one at the end of six months of
follow-up. After each patient had answered the question-
naires, the pharmacist checked them and in case of
missing answers, asked the patient to complete them.
The primary outcome was HRQOL measured by the
QOLIE-31, translated into Spanish and validated in Spain’s
version [22]. This questionnaire allows the quantification
of the patient’s experience (PROs) by assessing seven areas
of quality of life (Energy/Fatigue, Emotional well-being,
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Social functioning, Cognitive functioning, Medication
effects, Seizure worry and Overall quality of life) with a
Likert scale, allowing patients to obtain a score between
0 and 100 points, where a higher score indicates better
quality of life. A QOLIE-31 overall score was derived by
weighting and summing QOLIE-31 scale scores according
the manual [16,23].
The following secondary outcomes were considered:

1. Frequency of crisis: a clinical variable for evaluating
the effectiveness of treatment, it was classified into
eight categories (see Table 1) and self-registered in a
format by the patient [24].

2. Adverse reactions: determined with the Liverpool
AEP translated and validated in Spanish. This 19-
item questionnaire was designed to determine the
frequency of the adverse effects of anticonvulsants
and has the advantage of being short and easy to
complete [16,25]. It rates between 19 and 76 and is
inversely correlated with quality of life: scores below
45 are associated with low toxicity and those equal
to or greater than 45 with high toxicity [26].

3. Depression: measured using the questionnaire
of the CES-D, translated into Spanish and validated
in Colombia [27]. This is one of the most used
questionnaires to assess depression in a non-
psychiatric population; it scores values between 0
and 60 where a higher score is associated with major
depression [28]. In the validation in Colombia, a
value of 20 was established as the cutoff point, since
this value is considered to indicate that the patient
has clinically significant depressive symptoms.

4. Adherence: at the end of the interview, the
pharmacist administered the Haynes-Sackett test
and the Moriski-Green test to assess patients’
adherence to drug treatment [29,30].

Other variables: in the first interview questions were
included on occupation, marital status, education, family
history of epilepsy, birth control and lifestyle habits,
such as hours of continuous sleep, alcohol and coffee
consumption and cigarette use.

Sample size was calculated using an “independent
means comparison” method for the main outcome of
quality of life. We expected a standard deviation of 12,
mean differences from 50 to 55, a ratio between sam-
ples (B/A) of 1, a confidence level of 95% and a test
power of 80%, whereby a sample size of 91 patients was
obtained in each arm. To calculate the sample size an
SD of 12 was used because in an Iranian study with
epilepsy patients they reported that polymedicated
patients had a QOLIE-31 of 46.98 (SD:12.07) [31], and
in a preliminary study in the LICCE we found that
80.6% of WWE who attended the MRF service were
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Table 1 Sociodemographic and clinical characteristics
Characteristic Initial patients Intervention group Control group Statistic p-value
No. (182) No. (70) No. (74)
Average age in years (SD) 34.2 (133) 34.7 (12.53) 36.2 (14.29) 0.6507 05163
Age range (years) 18to 75 18to 75 18 to 67
Marital status - No. (%) 3.6093 0.3069
No partner 123 (67.6) 45 (64.3) 50 (67.6)
Married or commonlaw 59 (32.4) 25 (35.7) 24 (32.4)
Educational level - No. (%) 48222 0438
Lower high school or below 32 (17.6) 10 (14.3) 17 (23.0)
High school 110 (604) 43 (614) 40 (54.1)
University 40 (22.0) 17 (24.3) 17 (23.0)
Occupation - No. (%) 3.0313 0.6952
Working 78 (42.9) 31 (44.3) 32 (423)
Housewife 33 (18.1) 11 (15.7) 15 (20.3)
Student 40 (23.0) 17 (24.3) 13 (17.6)
Retired 2(1.1) 1(14) 1(14)
Unemployed 29 (15.9) 10 (14.3) 13 (17.6)
Epilepsy’s duration in years (SD) 16.8 (12.7) 179 (12.5) 172 (13.6) -0.3078 0.7587
Age of onset in years (SD) 174 (125) 168 (11.8) 19.0 (14.2) 0.9602 03386
Epilepsy type (%) 0.3602 0.8352
Focal 95 (52.2) 38 (54.3) 39 (52.7)
Generalised 79 (43.4) 29 (414) 33 (44.6)
Indefinite 8 (44) 3(43) 227
Seizure frequency - No. (%) 5.9622 0.5442
One in the past 3 years 27 (14.8) 13 (18.6) 8 (10.8)
One in the last year 36 (19.8) 17 24.3) 15 (20.3)
One every 6 months 21 (11.5) 5(.1) 11 (14.9)
One every 3 months 25(13.7) 8 (11.4) 9(122)
One per month 47 (25.8) 19 (27.1) 17 (23.0)
One a week 12 (6.6) 5(@.0) 7 (9.5)
More than one a week but less than daily 10 (5.5) 2 (29 6 (8.1)
Daily 3(1.6) 1(14) 1014)
Number of anticonvulsants - No. (%) 1.6932 0.1932
One 116 (637) 48 (68.6) 43 (58.1)
More than one 66 (36.3) 22 314) 31 (41.9)

being treated with polytherapy [32]. The Epidat 3.1 prog-
ramme was used for calculations.

The random allocation sequence was generated by
ballot papers drawn from an urn without the principal
investigator and the coordinator knowing the results in
advance. The allocation ratio was 1:1 for the two groups.
The Runs test for randomness was applied to verify if the
experimental units were allocated randomly to the two
groups. The result (Z = -0 to 297, p-value =0.7662) shows
that there is no statistical evidence to reject the hypothesis

of complete randomness in the order of allocation of the

patients.

The concealment was performed by placing the ballot
papers in individual, opaque, sealed envelopes, numbered
sequentially, which were handled exclusively by the study

coordinator.

Patients were recruited by the pharmaceutical prog-

ramme officer after scrutiny of the inclusion—exclusion
criteria and the acquisition of signed informed consent.
Immediately after the admission of a patient to the study,
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the coordinator proceeded to open the envelope num-
bered sequentially to establish the group that she entered
and register it. The patients did not receive money for
their participation in the study but they were reciprocated
with aids to improve treatment such as brochures, pill
boxes, alarm clocks, top-eyes, top-ears, an elaboration
of “Registering taking medication” and free TDM of
anticonvulsants.

Although the study was not blinded, it was explained
to the patients that due to the large number of patients,
all could not be served at the same time and therefore
the study was conducted in two stages whose sequence
was decided randomly, so they could begin the process
of PC immediately, or do it six months after the second
questionnaire session. In this way the effect of knowing
the group assigned was avoided and those in the CG
were rewarded for their participation in the study
programme by receiving PC after answering the ques-
tionnaires the second time.

The study was blind to the LICCE neurologists. They
were informed that the RCT was taking place in the
institution but did not know which patients were par-
ticipating in the trial. In the MRF service we attended
LICCE patients who were not included in the RCT.
Due to the study’s design, the principal investigator was
not blinded to the patients’ allocation.

Statistical methods: Through the evaluation of the
study results, the null hypothesis of the equality of mean
scores in the QOLIE-31 after application of the PC prog-
ramme was established (uIG = uCQ) versus the alternative,
that mean scores are different (uIG = pCQ).

A complete case analysis was conducted, omitting the
data from lost patients. It was considered inappropriate to
perform data analysis by imputation because for the
second HRQOL assessment the change (A) in each patient
needed to be established.

An analysis for intention to treat was done with the
patients who completed the second application of ques-
tionnaires, although these patients had not attended the
MREF interviews or the health education lectures in the
PC programme.

An exploratory and descriptive data analysis was con-
ducted for the sociodemographic and clinical character-
isation of the patients via the information registered in
interviews and medical records. In addition, it was veri-
fied using a Student’s t-test and a Chi-square test that
there were no significant differences between groups at
baseline. The two-sample Kolmogorov-Smirnov test was
used to compare the cumulative distributions of the initial
scores of the QOLIE-31.

To quantify the effect of the PC programme on HRQOL,
the means of the scores were compared between groups at
the end of the study with an independent samples Student’s
t-test. The change (A) in scores (QOLIE-31 after-QOLIE-
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31 before) in the two groups was evaluated using a
paired Student’s t-test. The assumptions of normality in
the residuals and homogeneity of variances between
groups were checked with the Shapiro-Wilk test and
Bartlett’s test respectively. Data processing was performed
in the R programme (version 3.0.1) [33].

To evaluate the clinical significance of the application
of the PC programme, an increase of 10.7 points in the
QOLIE-31 was established as the minimally important
change (MIC) according to studies by Cramer et al. and
Borghs et al. [34,35]. To estimate the strength of associ-
ation the relative risk (RR) and number needed to treat
(NNT) were calculated. Finally, the calculation of RR for
the best- and the worst-case scenario was performed.

Results

We invited 506 patients to participate, of whom 182
entered the study and 144 (79.1%) completed it, 70 in IG
and 74 in CG. The Reasons for withdrawal were job,
economic and family-related and in no case related to
the outcome (Figure 1).

The most widely used anticonvulsant was valproic acid
in 85 patients (46.7%), while carbamazepine was used in
42 (23%), levetiracetam in 22 (12.1%) and lamotrigine in
20 (11%). Most patients (116) were on monotherapy
(63.7%), which is highly recommended for the manage-
ment of this condition, and only four (2.7%) received
three anticonvulsants.

The average value of the QOLIE-31 for the initial
group of 182 patients was 54.56, and confidence interval
(CI 95%) 53.79; 55,33. The two-sample Kolmogorov-
Smirnov test between scores of the initial groups showed
a p-value =0.1686. The homogeneity variances test of
the initial scores of the groups resulted in F =1.02 and a
p-value of 0.94. The t-test results relating to the difference
of the initial mean scores between groups were t = 0.8499,
and CI 95%: —2.56; 6.44, p-value: 0.397.

The t-test of the final mean scores of the QOLIE-31
between groups was t = -2.166, CI 95%: —10.125; —0.4625,
p-value =0.0319.

The mean of the change (A) (after-before) in the
QOLIE-31 scores in the final group of 144 patients was
12.45 points in the IG and 2.61 points for the CG. In the
paired t-tests comparing initial and final scores, the
following results were obtained: for the I1G t =8.1878 (CL:
9.41; 15.48, p-value <0.001) and for the CG t =1.8259
(CIL: -0.24; 5.45, p-value =0.072).

An analysis was performed for each component of the
QOLIE-31 to establish the effect of the PC programme.
The changes (A) (after-before) indicated by the scores for
each of the seven components of the QOLIE-31 are pre-
sented in Figure 2. Categorisation of the QOLIE-31 scores
before and after application of the PC programme was
performed according to quality of life (see Figure 3) [36].
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[ Enrollment ]

Assessed for eligibility (n=506)

Excluded (n=324)

+ Net meeting inclusion criteria (n=95)
+ Declined to participate (n=15)

+ Not attending consultation (n=111)

+ Other reasons (n=103)

Randomised (n=182)

!

Figure 1 Flow diagramme.
A

[ Allocation }
Allocated to control (n=91) Allocated to intervention (n=91)
+ Received usual care (n=91) + Received allocated intervention (n=91)
v [ Follow-Up ] v
Lost to follow-up (not attending Lost to follow-up (2 changed city housing,
consultation) (n=15) 19 not attending consultation) (n=21)
Discontinued intervention (1 adverse Discontinued intervention (not attending
reaction, 1 diagnostic change) (n=2) two consultations) (n=9)
v [ Analysis J v
Analysed (n=74) Analysed (n=70)
+ Excluded from intention to treat + Excluded from intention to treat analysis
analysis (n=0) (n=0)
+ Excluded from per protocol analysis
(n=9)

The mean of the change (A) in the QOLIE-31 scores for
IG patients who attended at least three MRF interviews
(61/70) during the application of the PC programme (ana-
lysis per protocol) was 14.41 (CI: 11.37; 17.45).

The contingency table was made with an increase of
10.7 points in the QOLIE-31 score taken as the minimally
important change [34]. Epidemiological parameters were

calculated finding a RR of 2.17 (CIL: 1.37; 3.43) and a NNT
of 3.5. The RR was 3.22 for the best-case scenario and
1.06 for the worst-case scenario.

Attendance at health education conferences fluctuated
between 28% and 3%. The seizure journal was returned
six months after, at the end of the study, by 54 (37.5%)
of the 144 patients.
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Figure 2 Changes (after-before) in the Quality of Life in Epilepsy Inventory-31 (QOLIE-31) scores by components.




Losada-Camacho et al. Health and Quality of Life Outcomes 2014, 12:162

http://www.hglo.com/content/12/1/162

Page 8 of 11

v [e2)
o o
L )

I
o
1

Number of patients
5 8

[
o
L

IG* Before IG After

M Bad (<60) ® Middling (61-70)

*|G= Intervention group. **CG= Control group

\

Classification of quality of life
Good (71-80)

Figure 3 Classification of quality of life according to the initial and final QOLIE-31 scores.
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The results of the Liverpool AEP, CES-D, Haynes-
Sackett and Moriski— Green tests will be published in
subsequent papers.

Discussion

To our knowledge this is the first RCT investigating the
impact of a programme of PC on HRQOL among patients
with epilepsy.

The number of patients lost to follow-up was similar
in both groups. Table 1 reveals that the characteristics of
the groups, after losses, do not differ from those of the
entire group of patients who entered the study. The initial
QOLIE-31’s mean scores, of the patients who remained in
the study, did not present statistically significant differ-
ences between groups (Table 2).

The t-test for the final scores of the QOLIE-31 estab-
lished a statistically significant difference (p-value =0.0319)
with an increase in the HRQOL after the application of the
PC programme in the IG. The paired t-tests to compare
the initial and final scores showed that there is a statistically
significant difference in the change of the scores of the
QOLIE-31 in the IG (p-value <0,001), but not in the CG
(p-value =0,072) confirming that the intervention does
serve to improve HRQOL in WWE.

Table 2 The quality of life in epilepsy inventory-31 scores

Quality of life
questionnaires

QOLIE-31 before (Cl 95%)
QOLIE-31 after (CI 95%)

Intervention group
No (70)

51.9 (50.40; 56.78)
64.4 (61:00; 67.78)

Control group
No (74)

56.5 (52.31; 58.74)
59.1 (55.61; 62.58)

Change (A) QOLIE-31 1245 (9.41; 15.48) 261 (—0.24; 545)
after- before
p-value <0.001 0.072

The increase of 12.45 points in the QOLIE-31 scores of
the IG is considered clinically significant according to the
study by Borghs et al. and Cramer et al. of the Epilepsy
Impact Project Group, where they established the minim-
ally important change of 10.7 points for the QOLIE-31 in
patients passing to monotherapy, who are the most similar
to the patients in this study [34,35].

The individual analyses of the seven components of
the QOLIE-31 allowed us to establish that the changes
(A) were positive in all cases and they were always
higher for the IG (Figure 2). Seizure worry, social and
cognitive functioning presented significant differences. It
is possible that the improvements in social and cognitive
functions are due to the clarifications made in the MRF
interviews, to the WWE and his family, about the use of
medications, diseases, lifestyle habits (allowed to have up
to 2 beers/celebration, attend evening meetings, adjusting
sleeping schedules to 7 h uninterrupted, the importance
of hobbies and activities for stress management, etc.).
Learning this information from a pharmacist and resolving
their doubts could have led to a reduction in their fear of
social activities and the self-stress of living with this
disease. The increase in HRQOL in the drug component
was small, possibly due to the fact that the follow-up
period of six months is too short for evaluating the
benefits of optimized drug therapy. Additionally, the
QOLIE-31 includes only three questions to evaluate the
effect of drugs and gives them the lowest weight (0.03)
throughout the questionnaire, while a total of eleven
questions are devoted to either social or cognitive function
and they are given the greatest weight in the questionnaire
(0.21 and 0.27 respectively) [23].

Most patients had bad HRQOL at baseline (Figure 3),
which remained in the CG at the end of the study
(p-value =0.1994), but decreased almost to half in the
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IG, presenting a statistically significant difference
(p-value <0.001) which makes the positive effect of the
PC programme on HRQOL among WWE evident [37].

Helde et al. conducted a RCT to evaluate the change
in HRQOL with a two-year application of a structured
nurse-led programme among patients with epilepsy [38].
They used the QOLIE-89, which is similar to the QOLIE-
31, and found an initial value of 52.5 + 1.3 (standardised
error margin) and two years later a change (A) of 2.3+ 7.0
in the IG and 1.5+ 7.2 for the CG, which is not clinically
significant, according to Wiebe et al., who established an
MIC of 10.1 points for the QOLIE-89 [39].

In the per protocol analysis, an even greater increase
in quality of life for IG patients who attended at least
three interviews of the PC programme during the six
months (A) was observed: 14.41 points (CL: 11.37; 17.45).
This result highlights the importance of the continuity of
the process.

The average value of the QOLIE-31 for the initial
group of 182 patients was 54.56 + 15.36 (SD), similar to
the one found by Almeida Souza Tedrus et al. with a value
of 58.37 +17.31 (SD) for WWE in Brazil [4], where the
gap between women and men was statistically significant
at 7.57 points (p-value: 0.012). It was also similar to the
value of 53.4 + 14.7 (SD) reported by Alanis-Guevara et al.
for WWE in Mexico [5]. In both cases HRQOL was lower
in women [6].

In a prospective study performed by Kanjanasilp et al.,
PC was provided for six months among patients with
epilepsy treated with phenytoin; they measured HRQOL
before and after the intervention with the QOLIE-31 and
found that it increased from 61.15+13.67 to 63.47
16.11, showing a statistically significant increase of 2.32
points [40].

The increase in the QOLIE-31 scores in our CG in the
second application could be due to the fact that during
the first interview, according to Dader’s method, patients
expressed their doubts regarding treatment and patholo-
gies, and the pharmacist, for ethical reasons, had to answer
the concerns and correct the patients when errors were
found in the administration of medications, although this
could lead to the contamination of the group. In a before-
after study conducted in adults with epilepsy by Fogg et al.
[41], the effect of a single 30-minute consultation with a
pharmacist was evaluated using the QOLIE-10, and they
found that HRQOL increased by 4.2 points (CI 95%: 0.4;
8.0). Although this is a different questionnaire, an increase
in HRQOL due to a single consultation with a pharmacist
was observed, just as it was in our CG.

The clinical significance of the implementation of the
PC programme was evaluated (see Table 3), finding that
the possibility of obtaining an MIC in the IG is 2.17
times the CG’s one, even though that PC was presented
to the CG during the first interview. The result could
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Table 3 Contingency table for the implementation of the
pharmaceutical care programme

Exposure to the Increase (A) >10.7 Increase (A) <10.7 Total
programme

Intervention group 37 33 70
Control group 18 56 74
Total 55 89 144

have been higher if this confounding bias had not been
introduced.

By performing the sensitivity analysis, we found that
for both the best- and the worst-case scenario the value
of RR is higher than 1, confirming that the intervention
does serve to improve HRQOL and that the result is due
to the implementation of the PC programme. Sensitivity
analysis also allows us to assess the impact of loss of
follow-up. We found the values were not very different
from each other (RR for the worst scenario: 1.06 and for
the best scenario: 3.22). We deduce from this that the
losses did not affect the validity of the study. Addition-
ally, we believe that the results were not biased because
the losses were not related to HRQOL. The effect of the
intervention is notable because, despite the losses, which
led to a significant reduction in sample size (and in the
power of the study), clinically and statistically significant
differences were found in both the ITT analysis and in
the PP analysis.

The NNT found allows us to recommend the imple-
mentation of the PC programme for the additional benefit
that would be obtained in patients’ HRQOL.

Unfortunately, conference attendance was very low des-
pite being scheduled six months in advance, with the most
common reason for the absence being lack of time.

The seizure journal was delivered by only 54 (37.5%)
of the 144 patients, possibly because they had never used
it and therefore did not realise its importance, despite
the explanation and recommendation about filling it out.
This result could also be due to the fact that it was given
at the end of the first interview, after about an hour of
consultation with the application of five questionnaires,
and patients were tired and may not have understood
the purpose of completing this seizure journal.

We believe that the study by a single researcher, quali-
fied and experienced in the management of patients with
epilepsy and in the implementation of pharmaceutical
care, allowed an homogeneous intervention. The bias of
the researcher was minimised by measuring the out-
comes with a patient-reported outcome questionnaire
that does not require interpretation.

Initially, an inclusion criterion of having had at least
one crisis in the last year (85.2% met this condition) was
established, focussing on patients with greater difficulty
controlling the disease, but given the slow rate of
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recruitment, the decision was made to extend this criter-
ion to at least one seizure in the last three years.

Study’s limitations

Due to the study design, the pharmacist who performed
the procedure was not blinded to the allocation of the
patients.

Of the QOLIE-31 versions available in Spanish, Spain’s
version was selected for being very similar to Colombia’s
Spanish. According to our knowledge, of all the question-
naires used, only the CES-D is validated in Colombia.

Conclusions

The study allowed us to demonstrate that the application of
a pharmaceutical care programme significantly improves
HRQOL in WWE. The NNT we found allows the recom-
mendation to implement the PC programme for the add-
itional benefit that would be obtained in patients’ HRQOL.

Recommendations
Institutions serving WWE should implement pharmaceut-
ical care programs as a public health measure to improve
the HRQOL.

It is recommended to include the pharmacist in the
health team serving the WWE.

It is not convenient to apply five questionnaires in one
sitting because it is very tedious for the patients and it
may induce withdrawal from the study.

Abbreviations

CES-D: Spanish Center for Epidemiologic Studies Depression Scale; DNOs:
Drug-related negative outcomes; DRPs: Drug-related problems; HRQOL: Health-
related quality of life; LICCE: Fundacion Liga Central Contra la Epilepsia, sede
Bogotd; Liverpool AEP: Liverpool Adverse Events Profile; MIC: Minimally important
change; MRF: Medication review follow-up; NNT: Number needed to treat;

PC: Pharmaceutical care; PRO: Patient-reported outcome; QOLIE-10: Quality of Life
in Epilepsy Inventory-10; QOLIE-31: Quality of Life in Epilepsy Inventory-31; QOLIE-
89: Quality of Life in Epilepsy Inventory-89; RCT: Randomised controlled trial;

RR: Relative risk; TDM: Therapeutic drug monitoring; WWE: Women with epilepsy.

Competing interests
The authors declare that they have no competing interests.

Authors’ contributions

L-CM had full access to all of the data in the study and takes responsibility for
the integrity of the data and the accuracy of the data analysis. Study concept
and design: L-CM. Acquisition of data: L-CM. Analysis and interpretation of data:
L-CM. Drafting of the manuscript: L-CM. Critical revision of the manuscript for
important intellectual content: G-PMF, G-DP, M-MF. Acquisition of funding:
L-CM. Administrative, technical or material support: L-CM, G-DP, M-MF. Study
supervision: G-PMF. All authors read and approved the final manuscript.

Authors’ information

L-CM is a pharmacist with an MSc in Pharmacology, a Pharmacy Professor at
the Universidad Nacional de Colombia (since 1999) and a PhD candidate in
Farmacia Asistencial at the University of Granada, Spain, for which she
conducted this RCT as her Doctoral Thesis.

G-PMF is a phisycian, with a PhD in Pharmacy. Professor at the Universidad
Nacional de Colombia (since 1996). Head of Research Group FARMOL.

G-DP is a pharmacist with a PhD in Pharmacy, University expert in
epidemiology and clinical research. Member of Research Group CTS-131
Pharmaceutical Care. Member of the scientific committee of the journal

Page 10 of 11

“Pharmacy Practice”. Member of the scientific committee of the journal
“Farmacéuticos Comunitarios”.

M-MF is a pharmacist with a PhD in Pharmacy. Associate Professor (since
1984). Head of Research Group CTS-131 Pharmaceutical Care (since 1993).
Director of Sandoz-Chair of Granada University Research and Teaching in
Pharmaceutical Care (since 2003).

Acknowledgements

We thank the Fundacién Liga Central Contra la Epilepsia, sede Bogot, for its
continued support of all the activities of the study and its open willingness
to advance research in Colombia. We would also like to thank Carlos E
Granados-Gomez for his contributions to the study’s design and his analysis
of the results and to Ariel | Ruiz-Parra for his contributions to the analysis of
the results.

Funding/Support

This study was funded by a competitive investigator grant award from the
Universidad Nacional de Colombia (Colombia) - Research Division of Bogotd
(ref: 202010011419 Quipu Code).

Role of the Sponsor

The Universidad Nacional de Colombia had no role in the design and
conduct of the study, in the collection, analysis and interpretation of the
data or in the preparation, review or approval of the manuscript.

Disclaimer

The opinions or assertions herein are the private views of the authors and
are not to be construed as reflecting the views of the Universidad Nacional
de Colombia or the Fundacién Liga Central Contra la Epilepsia, sede Bogota.

Previous Presentation

This paper was presented in part at the Il Congreso Colombiano de Atencién
Farmacéutica, Medellin, Colombia, September 27, 2013, and published as:
Losada-Camacho M, Garcia-Delgado P, Martinez-Martinez F: Impact of a
pharmaceutical care program on depression in women with epilepsy: a
pragmatic controlled trial. Vitae 2013; 20(Suppl. 1):95-100.

Author details

'Pharmacy Department, Faculty of Sciences, National University of Colombia,
Bogota, Colombia. *Research Group FARMOL, National University of
Colombia, Bogota, Colombia. *Research Group CTS-131 Pharmaceutical Care
University of Granada, Granada, Spain.

Received: 11 April 2014 Accepted: 9 October 2014
Published online: 31 October 2014

References

1. Goémez-Arias B, Crail-Meléndez D, Lépez-Zapata R, Martinez-Judrez IE:
Severity of anxiety and depression are related to a higher perception of
adverse effects of antiepileptic drugs. Seizure 2012, 21(8):588-5%4.

2. Sahota P, Prabhakar S, Kharbanda PS, Bhansali A, Jain V, Das CP, Modi M:
Seizure type, antiepileptic drugs, and reproductive endocrine
dysfunction in Indian women with epilepsy: a cross-sectional study.
Epilepsia 2008, 49(12):2069-2077.

3. Mei PF, Montenegro MA, Guerreiro MM, Guerreiro CAM: Pharmacovigilance
in epileptic patients using antiepileptic drugs. Arqg Neuropsiquiatr 2006,
64(2-A):198-201.

4. Almeida Souza Tedrus GM, Corréa Fonseca L, Marin Carvalho R: Epilepsy and
quality of life: socio-demographic and clinical aspects, and psychiatric
co-morbidity. Arg Neuropsiquiatr 2013, 71(6):385-391.

5. Alanis-Guevara |, Pefa E, Corona T, Lépez-Ayala T, Lopez-Mesa E, Lopez-Gomez
M: Sleep disturbances, socioeconomic status, and seizure control as main
predictors of quality of life in epilepsy. Epilepsy Behav 2005, 7:481-485.

6. Yuel, Yu PM, Zhao DH, Wu DY, Zhu GX, Wu XY, Hong Z: Determinants of
quality of life in people with epilepsy and their gender differences.
Epilepsy Behav 2011, 22:692-696.

7. Canuet L, Ishii R, Iwase M, lkesawa K, Kurimoto R, Azechi M, Takahashi H,
Nakahashi T, Teshima Y, Takeda M: Factors associated with impaired
quality of life in younger and older adults with epilepsy. Epilepsy Res
2009, 83:58-65.



Losada-Camacho et al. Health and Quality of Life Outcomes 2014, 12:162
http://www.hglo.com/content/12/1/162

22.

23.

24.

25.

26.

27.

28.

29.

30.

31

32.

Szaflarski JP, Szaflarski M: Seisure disorders, depression and health-related
quality of life. Epilepsy Behav 2004, 5(1):50-57.

Hermann BP, Vickrey B, Hays RD, Cramer J, Devinsky O, Meador K, Perrine K,
Myers LW, Ellison GW: A comparison of health-related quality of life in
patients with epilepsy, diabetes and multiple sclerosis. Epilepsy Res 1996,
25:113-118.

Norsa'adah B, Zainab J, Knight A: The quality of life of people with
epilepsy at a tertiary referral centre in Malaysia. Health Qual Life Outcomes
2013, 11:143.

May TW, Pfafflin M, Coban |, Schmitz B: Frauen und epilepsie:
befiirchtungen, wissen, beratungsbedarf. Nervenarzt 2009, 80:174-183.
European Declaration on Epilepsy. Heidelberg. [http://www.who.int/
mental_health/media/en/82.pdf]

World Health Organization: El papel del farmacéutico en el sistema de
atencion en salud. Informe de la reunién de la Organizacién Mundial de
la Salud, Tokyo 1993. Ars Pharmaceutica 1995, 36:285-292.

Hepler CD, Strand LM: Opportunities and responsibilities in
pharmaceutical care. Am J Hosp Pharm 1990, 47:533-543.

Mahmann C, Radziwill R, Klotz JM, Jacobs AH: Health-related quality of life
after isquemic stroke: the impact of pharmaceutical interventions on
drug therapy (pharmaceutical care concept). Health Qual Life Outcomes
2010, 8:59 [http//www.hglo.com/content/8/1/59]

Nixon A, Kerr C, Breheny K, Wild D: Patient Reported Outcome (PRO)
assessment in epilepsy: a review of epilepsy-specific PROs according to
the Food and Drug Administration (FDA) regulatory requirements. Health
Qual Life Outcomes 2013, 11:38.

Koshy S: Role of pharmacists in the management of patients with
epilepsy. Int J Pharm Pract 2011, 20:65-68.

Weil S, Deppe C, Noachtar S: The treatment of women with epilepsy.
Dtsch Arztebl Int 2010, 107(45):787-793.

Sabater D, Silva MM, Faus MJ: Método Ddder: guia de sequimiento
farmacoterapéutico. 3rd edition. La Gréfica S.CAnd Granada: Granada; 2007.
Campos MR: Cémo afrontar la epilepsia: una guia para pacientes y familiares.
Madrid: Entheos; 2005.

Patsalos PN, Berry DJ, Bourgeois BF, Cloyd JC, Glauser TA, Johannessen SI,
Leppik IE, Tomson T, Perucca E: Antiepileptic drugs—best practice
guidelines for therapeutic drug monitoring: a position paper by the
subcommission on therapeutic drug monitoring, ILAE Commission on
Therapeutic Strategies. Epilepsia 2008, 49(7):1239-1276.

Torres X, Arroyo S, Araya S, De Pablo J: Adaptacién del Quality-of-Life in
Epilepsy Inventory (QOLIE-31): traduccion, validez y fiabilidad. Rev
Psiquiatria Fac Med Barna 2000, 27(7):406-413.

Vickrey B, Perrine K, Hays R, Hermann BP, Cramer JA, Meador KJ, Devinsky O:
Quality of Life in Epilepsy QOLIE-31 (version 1.0): Scoring Manual and Patient
Inventory. Santa Monica, CA: RAND; 1993 [http://www.rand.org/content/
dam/rand/www/external/health/surveys_tools/qolie/qolie31_scoring.pdf]
Cramer J, Brandenburg NA, Xu X, Vera-Llonch M, Oster G: The impact of
seizures and adverse effects on global health ratings. Epilepsy Behav 2007,
11(2):179-184.

Carrefio M, Donaire A, Falip M, Maestro |, Fernandez S, Gil A, Serratosa J,
Salas J, Viteri C, Llorens J, Bar¢ E: Validation of the Spanish version of the
Liverpool Adverse Events Profile in patients with epilepsy. Epilepsy Behav
2009, 15:154-159.

Gilliam F, Carter J, Vahle V: Tolerability of antiseizure medications:
implications for health outcomes. Neurology 2004, 63(Suppl. 4):59-512.
Campo-Arias A, Diaz-Martinez LA, Rueda-Jaimes GE, Cadena-Afanador LP,
Herndndez NL: Psychometric properties of the CES-D scale among
Colombian adults from the general population. Rev Colomb Psiquiat 2007,
36(4):664-674.

Cramer J, Blum D, Reed M, Fanning K: The influence of comorbid
depression on quality of life for people with epilepsy. Epilepsy Behav
2003, 4(5):515-521.

Haynes RB, Taylor DW, Sackett DL (Eds): Compliance in Health Care.
Baltimore: Johns Hopkins University Press; 1979.

Morisky DE, Green LW, Levine DM: Concurrent and predictive validity of a
self-reported measure of medication adherence. Med Care 1986, 24:67-74.
Shaafi Sheida SH: Quality of life in the epileptic patients. Eur Psychiatry
2008, 23(Suppl 2):S 395.

Losada-Camacho M: Preliminary results of a pharmacotherapeutic
follow-up program in women with epilepsy in Bogota, Colombia.

Vitae 2011, 18(Suppl. 1):S 49-S 50.

Page 11 of 11

33, The R Foundation for Statistical Computing. R version 3.0.1 (2013-05-16).
Copyright (C) 2010. ISBN 3-900051-07-0

34, Cramer JA, Hammer AE, Kustrab RP: Quality of life improvement with
conversion to lamotrigine monotherapy. Epilepsy Behav 2004, 5:224-230.

35. Borghs S, De la Loge C, Cramer JA: Defining minimally important change in
QOLIE-31 scores: estimates from three placebo-controlled lacosamide trials
in patients with partial-onset seizures. Epilepsy Behav 2012, 23:230-234.

36. Miranda G, Martinez FN, Arceo ME: La calidad de vida de los pacientes
epilépticos determinada por la aplicacién de la escala QOLIE-31. Neurol
Neurocir Psiquiat 2007, 40(2):50-55.

37. Birbeck GL, Hays RD, Cui X, Vickrey BG: Seizure reduction and quality of
life improvements in people with epilepsy. Epilepsia 2002, 43(5):535-538.

38. Helde G, Bovin G, Brathen G, Brodtkorb E: A structured, nurse-led intervention
program improves quality of life in patients with epilepsy: a randomized,
controlled trial. Epilepsy Behav 2005, 7:451-457.

39, Wiebe S, Matijevic S, Eliasziw M, Derry PA: Clinically important change in
quality of life in epilepsy. J Neurol Neurosurg Psychiatry 2002, 73:116-120.

40.  Kanjanasilp J, Preechagoon Y, Kaewvichit S, Richards RME: Pharmaceutical
care improved outcomes in epileptic patients. CMU J Nat Sci 2008,
7(1):33-45.

41. Fogg A, Staufenberg EF, Small |, Bhattacharya D: An exploratory study of
primary care pharmacist-led epilepsy consultations. Int J Pharm Pract
2012, 20:294-302.

doi:10.1186/512955-014-0162-8

Cite this article as: Losada-Camacho et al.: Impact of a pharmaceutical
care programme on health-related quality of life among women with
epilepsy: a randomised controlled trial (IPHIWWE study). Health and
Quality of Life Outcomes 2014 12:162.

Submit your next manuscript to BioMed Central
and take full advantage of:

¢ Convenient online submission

¢ Thorough peer review

* No space constraints or color figure charges

¢ Immediate publication on acceptance

¢ Inclusion in PubMed, CAS, Scopus and Google Scholar

* Research which is freely available for redistribution

Submit your manuscript at
www.biomedcentral.com/submit

( BiolVied Central



http://www.who.int/mental_health/media/en/82.pdf
http://www.who.int/mental_health/media/en/82.pdf
http://www.hqlo.com/content/8/1/59
http://www.rand.org/content/dam/rand/www/external/health/surveys_tools/qolie/qolie31_scoring.pdf
http://www.rand.org/content/dam/rand/www/external/health/surveys_tools/qolie/qolie31_scoring.pdf

	Abstract
	Background
	Methods
	Results
	Conclusions
	Trial registration

	Resumen
	Antecedentes
	Métodos
	Resultados
	Conclusiones

	Introduction
	Patients and methods
	Study design
	Inclusion criteria
	Exclusion criteria
	Intervention
	Control group
	Outcomes

	Results
	Discussion
	Study’s limitations

	Conclusions
	Recommendations
	Abbreviations

	Competing interests
	Authors’ contributions
	Authors’ information
	Acknowledgements
	Funding/Support
	Role of the Sponsor
	Disclaimer
	Previous Presentation
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


