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ABSTRACT

Introduction: Epilepsy is a disorder that results in abnormal activity in a group of neurons that may have
significant impact on the normal cognitive processes and behavior. Temporal lobe epilepsy (TLE) is the most
frequent form of partial epilepsy in adults, and hippocampal sclerosis (HS) the most common neuropathologic
finding in patients with medically refractory TLE. Patients with TLE often present cognitive difficulties that
may be determined by the effects of epileptic discharges and side of the lesion. And its consequence is that
patients have poor effects on quality of life (QOL). Purpose: We report the relationship between
neuropsychological assessment and QOL under the hypotheses that patients with worst results in
neuropsychological assessment have poorer QOL assessed by the QOLIE-31. Results: Regarding seizure
frequency, 23 (46%) had had 1-5, 20 (40%) 6-10 and 7 (14%) more than 10 seizures/month. In relation to
seizure types, 5 (10%) had had auras, 37 (74%) complex partial seizures and 8 (16%) partial evolving to
generalized tonic-clonic seizures (GTCS). Neuropsychological evaluation had a positive correlation with
QOLIE-31 domains. QOL evaluations had the worst scores in QOLIE-31 were in Cognitive Function (45.0)
and Social Function (46.0). The best was Overall QOL (62.0). Conclusion: People with epilepsy have great
impact on their QOL not only because of daily seizures but because of the impact seizures cause in their
cognitive functions. TLE is an example of how refractory epilepsy can exterminate any possibilities of work,
study and live in a society that discriminates someone with epilepsy who also presents cognitive decline.
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RESUMO

Awaliagdo neuropsicoldgica e qualidade de vida em pacientes com epilepsia refratdria do lobo temporal rela-
cionada com esclerose hipocampal

Introdugio: Epilepsia é um disttrbio decorrente de atividade anormal de um grupo de neurdnios, causando
grande impacto no processo cognitivo e comportamental do individuo. A epilepsia do lobo temporal (ELT) é
o tipo de epilepsia parcial mais comum e a esclerose hipocampal (EH) o substrato neuropatolégico mais
freqiientemente encontrado em pacientes com epilepsia refratéria. Pessoas com ELT apresentam declinio
cognitivo que pode ser determinado pela localizagio das descargas e da lesdo. E, além disso, também apre-
sentam limitagfo na qualidade de vida (QV) pelas crises didrias. Objetivo: Avaliar a relagio entre a avalia-
¢do neuropsicolégica e QV com a hipétese de que pacientes com piores resultados na primeira tém pior QV
determinada pelo QOLIE-31. Resultados: Quanto 2 freqiiéncia de crises, 23 pacientes (46%) tiveram até 5
crises, 20 (40%) de 6 a 10 e 7 (14%) mais de 10 por més. Quanto ao tipo de crises, 5 (10%) apresentaram
apenas auras, 37 (74%) crises parciais complexas e 8 (16%) crises parciais complexas com generaliza¢do
secundéria. Os resultados da avaliagdo neuropsicolégica tiveram correlagdo positiva com os dominios do
QOLIE-31. Nos dominios Aspectos Sociais com testes de fungio executiva, Preocupa¢io com as Crises e
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Qualidade de Vida Global com testes de meméria verbal e Bem-estar Emocional com os testes utilizados
para célculo do QI. Conclusao: Pessoas com epilepsia tém grande impacto na QV nio apenas pelas limita-
¢oes causadas pelas crises didrias, mas também pelo que estas causam em suas funcdes cognitivas. ELT é um
exemplo de como uma epilepsia refrataria pode acabar com qualquer possibilidade dessas pessoas procura-
rem um emprego, estudarem e viverem em uma sociedade que as discrimina pelo fato de ter epilepsia e um

declinio cognitivo comprovado.

Unitermos: epilepsia do lobo temporal, neuropsicologia, qualidade de vida, processo cognitivo.

INTRODUCTION

Epilepsy is a disorder that results in abnormal activity
in a group of neurons that may have significant impact on
the normal cognitive processes and behavior of the affected
individual®.

most frequent form of partial epilepsy in adults, and

Temporal lobe epilepsy (TLE) is the

hippocampal sclerosis (HS) is the most common
neuropathologic finding in patients with medically
refractory TLE@?).

Patients with TLE often present cognitive difficulties
that may be determined by the effects of epileptic
discharges and side of the lesion™*>9, age at seizure onset,
seizure frequency, antiepileptic drug treatment and
surgery.

Neuropsychological testing remains the best method
of characterizing and quantifying the nature and degree
of cognitive dysfunction arising from epilepsy®. This
evaluation comprises a comprehensive measurement of
cognitive functioning that includes intelligence, memory,
frontal executive skills, attention, visuospatial abilities,
language and motor skills?.

Epilepsy is also well-known to have poor effects on
quality of life (QOL). Patients with epilepsy endure driving
restrictions and social stigma, they often fear their next
seizure, and are exposed to adverse medication side effects.
All these factors contribute to impaired health-related
quality of life (HRQOL)®910.1112,13),

QOL is conceptually composed of physical, emotional,
social, spiritual, occupational and economic dimensions,
as well as health-related aspects pertaining to a specific
15 suggested that epilepsy is both,
medical diagnosis and social label, and the latter aspect

disease. Calman!

can be handicapped in patients with epilepsy, for example
by prejudicing job applications and imposing other
psychosocial restrictions.

Difficulties in working, interpersonal, familial and
social relationships, the perception of stigma, the
discrimination by others have been associated with
interictal depressive state influencing negatively QOL of
people with epilepsy. Depression has a high prevalence (20-
55%) in epilepsies, being considered the most important
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factor in the judgment of the patient concerning his
QOLUsID,

In this paper we report the relationship between
neuropsychological assessment and QOL under the
hypotheses that patients with worst results in neuro-
psychological assessment have poorer QOL assessed by the
QOLIE-31.

METHODS

Casuistic

This study involved 50 pre-surgical patients with
diagnosis of refractory TLE related to unilateral mesial
temporal sclerosis (MTS) from the Epilepsy Section of the
Hospital Sdo Paulo, Universidade Federal de Sdo Paulo.
The eligible consenting patients were older than 18 and
capable of answering the verbal administration of the
instruments.

Those with concomitant co-morbidity (e.g. other
chronic illness) likely to affect the state of health and also
those with Intelligence Quotient (IQ) score less than 70,
were excluded.

Instrument evaluation

Neuropsychological assessment of the patients had the
following tests: Block Design, Vocabulary, Rey Auditory
Verbal Learning Test (RAVLT), Logical Memory (LM) and
Visual Reproduction (VR) (delayed recall), Stroop Test,
and Trail Making Test. The assessment was divided into
two days. All the instruments were administrated in a face-
to-face interview. QOL was assessed through the QOLIE-
31.

The Bock Design is a subtest of Wechsler Adult
Intelligence Scale — Revised (WAIS-R) and measures
visuospatial organization and planning. The Vocabulary
is a subtest of WAIS-R, measures verbal functions
(expressive word knowledge), which correlate very highly
with Full Scale IQ. The RAVLT provides measures of
immediate memory, efficiency of learning, effects of
interference and recall following short and long delay
periods. In this paper we used the total score of the
five lists. Logical Memory subtest of Wechsler Memory
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Scale — Revised (WMS-R) is a measures verbal episodic
memory functions and in this paper we only used the
delayed recall, that tends to be more sensitive to the
variables that affect verbal learning than immediate recall.
Visual Reproduction subtest of WMS —R is a test of visual
memory and visual retation using presented complex figu-
res. In this paper we only used the delayed recall. Stroop
Test measures effectiveness of concentration and control
of inhibition (executive function). The Trail Making Test
measures motor speed, attention functions and mental
flexibility.

Data of IQ score were obtained by scale scores from
subtests Block Design and Vocabulary. These scores were
not included in statistical analyses when compared with
QOLIE-31.

QOL was assessed by QOLIE-31 which an epilepsy-
specific instrument to evaluate QOL which includes 30
items organized into seven subscales: Seizure Worry (5
items), Emotional Well-Being (5 items), Energy/Fatigue
(4 items), Social Functioning (5 items), Cognitive
Functioning (6 items), Medication Effects (3 items),
Overall Quality of Life (2 items) and an additional item
assessing overall health status'®. The raw scores are
rescaled from zero to 100 with higher values reflecting

Table 1. Socio demographic characteristics of patients with
refractory temporal lobe epilepsy

Number Percentage
(N=50) (%)
Male 25 50
Female 25 50
Mean age 38
Educational level
Primary school 35 70
Secondary school 14 28
Higher education 1 2
Age of onset
Until 10 years old 10 20
11 to 20 years old 37 74
21 to 30 years old 3 6

Instrument evaluation

Table 2 shows the mean scores the patients obtained
in all neuropsychological tests. Neuropsychological evalua-
tion had a positive correlation with QOLIE-31 domains
depicted in Table 3.

Table 2. Mean scores from neuropsychological evaluation in
patients with refractory temporal lobe epilepsy

botter QOL. Neurop;);{l:loglcal Scores
Vocabulary 8.5
RESULTS Block Design 11.52
Visual Reproduction (delayed recall) 28.1
Characteristics of the sample Logical memory (delayed recall) 17.04
Regarding seizure frequency, 23 (46%) had had 1-5, RAVLT 43.56
20 (40%) 6-10 and 7 (14%) more than 10 seizures. In Trail Making Test A 54.28
relation to seizure types, 5 (10%) had had auras, 37 (74%) Trail Making Test B 104.7
complex partial seizures and 8 (16%) partial evolving Stroop Test I 16.92
to generalized tonic-clonic seizures (GTCS). Socio- Stroop Test II 18.95
demographic characteristics are shown in Table 1. Stroop Test III 30.18
Table 3. Correlation between QOLIE-31 and Neuropsychological evaluation
Neuropsychological QOLIE-31
evaluation SW 0QOL EWB E/F C ME SF
Vocabulary 0.508* 0.779* 0.023* 0.102* 0.751* 0.475* 0.185**
Block Design 0.292* 0.721* 0.023%* 0.624* 0.986* 0.425* 0.034**
RAVLT 0.034%* 0.018** 0.481* 0.341* 0.642* 0.524* 0.925*
Stroop Test 0.267* 0.952* 0.631* 0.214* 0.619* 0.733* 0.006**
Logical Memory 0.026* 0.884* 0.255% 0.856* 0.350%* 0.965* 0.226*

Superscript refers to the type of statistical tests.
* Pearson’s correlation.
** Multiple correlation (p < 0.005).
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QOL evaluations had the worst scores in QOLIE-31
were in Cognitive Function (45.0) and Social Function
(46.0). The best was Overall QOL (62.0). Table 4 shows

all the mean scores.

Table 4. Mean scores from QOLIE-31 in patients with refractory
temporal lobe epilepsy

QD?)II;II;?;SI Scores
Seizure Worry 59.0
Overall Quality of Life 62.0
Emotional Well-Being 55.0
Energy/Fatigue 59.0
Cognitive Function 45.0
Medications Effects 50.0
Social Function 46.0

DISCUSSION

Neuropsychological assessment and QOL are directly
correlated in epilepsy because cognitive decline have great
impact on patient’s daily life. Memory complaints are
common among epilepsy patients especially in those with
refractory TLE related to HS. It brings consequences to
their social, familial, marital and employment status.

Memory is the process that the knowledge is retained
through time and the most part that we know about
the world and civilization. Therefore, learning process
and memory are essencial to our own growing as
persons. Memory impairment leads us to lose our own
history and the relationship with those whom we are
related to@.

Perrine et al.!® found that although mood was
the strongest predictor of QOL, neuropsychological
performance also predicted self-reported cognitive
functioning and overall QOL.

In this series, as for clinical characteristics, seizure
frequency as well as seizure types had a strong correlation
with QOLIE-31 domains of Emotional Well-Being and
Social Function. These characteristics have been
considered the most significant predictors of QOL in some
studies since patients with more severe seizures presented
significantly poorer QOL®121820,
correlation between QOLIE-31 and duration of epilepsy.

There were no

In the literature, regarding neuropsychological assessment,
there has been strong correlation between seizure
frequency as well as seizure types and duration of epilepsy
and cognitive impairment?!2223,24252627,

The influence of socio-demographic variables in QOL
has vyielded contrasting results. Whereas for some,
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these variables were the most strongly associated with
poor QOL®82930 " in our study, in accordance with
others(23D),
between employment status, educational level and
QOL scores (p > 0.005).

In relation to cognitive function, Oyegbile?® de-

there was no consistent association

monstrated that socio-demographic characteristics, such
as, educational level had correlation with cognitive
decline. Higher education, greater occupational attain-
ment, or increase participation in mindful activities may
benefit from increase plasticity or neuroprotection that
may serve to delay or attenuate disease effects.

The type and anatomic location of brain pathology
have crucial impact on cognitive deficit, such as verbal
memory deficit which is more commonly associated
with left-sized mesial epileptogenic zone. A significant
relationship is also suggested between performance tests
and memory difficulties in TLE patients, corresponding
to objective deficits. Self-reported memory has been
considered an important predictor of QOL, and therefore,
correlates with performance on memory tests, suggesting
that memory improvement by specific training may help
to improve QOL. However, we did not find a relationship
between cognitive function domain from QOLIE-31 and
neuropsychological evaluation. As much as they seem
obvious, data from literature have not always been found

1,32,33,34,35)

to universally correlate!

There were correlations between QOLIE-31 domains
and neuropsychological tests. Patients had worse results
in test than measures verbal functions (RAVLT an LM)
and these tests had correlation with Seizure Worry from
QOLIE-31. RAVLT worse results also correlated with
Overall QOL. Gotman® reported that verbal memory
deficits are related to the impact of refractory epilepsy in
patient’s lives. These difficulties brought impact on daily
life once interfering in learning, professional and social
process. Neverthless, people with epilepsy know that
seizures can impact their cognitive functions; in
consequence, they worry more about seizures and loss of
memory.

Tests used to calculate the IQ had a positive corre-
lation with Emotional Well-Being domain of QOLIE-31.
Moore and Baker®?, suggested that intellectual decline
and psychosocial adjustment are related to intractable
epilepsy as found in our series. Patients with less
intellectual resources have less capacity of facing social
difficulties in consequence of the disturbance, creating an
emotional impact.

Tests than measures Executive Function had a positive
correlation with Social Aspects from QOLIE-31. Executive
Functions, such as, critic, planning, judgment, decisions,
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adaptation and social adjustment. Difficulties with these

functions cause impact on social aspects of patient’s lives,

once these functions are extremely important to social

adaptations and living.

CONCLUSION

People with epilepsy have great impact on their QOL

not only because of daily seizures but because of the impact

seizures cause in their cognitive functions. TLE is an

example of how intractable epilepsy can exterminate any

possibilities of work, study and live in a society that

discriminates someone with epilepsy who also presents

cognitive decline.

REFERENCES

1.

10.

11.

12

13.

14.

Motamedi G, Meador K. Epilepsy and cognition. Epilepsy Behav.
2003;4:525-S38.

. Fuesrt D, Shah ], Kupsky W], Johnson R, Shah A, Hayman-Abello

B, Ergh T, Poore Q, Canady A, Watson C. Volumetric MRI,
pathological, and neuropsychological progression in hippocampal
sclerosis. Neurology. 2001;57:184-8.

. Helmstaedter C, Kurthen M. Memory and epilepsy: Characteristics,

course, and influence of drugs and surgery. Current Opinion in
Neurology. 2001;14:211-16.

. Hays RD, Vickrey BG, Hermann BE, Perrine K, Cramer ], Meador

K, Spritzer K, Devinsky O. Agreement between self-reports and
proxy reports of quality of life in epilepsy patients. Qual Life Res.
1995;4:159-68.

.Hermann BP Quality of life in epilepsy. ] Epilepsy. 1992;5:

153-65.

. Dodrill CB, Batzel LW, Queisser HR, Temkin NR. An objective

method for the assessment of psychosocial and social problems
among epileptics. Epilepsia. 1980;21:123-35.

. Jones-Gotman M, Harnadek MC, Kubu CS. Neuropsychological

assessment for temporal lobe epilepsy surgery. Can ] Neurol Sci.
2000; 27 (Suppl 1):S39-543;

. Leidy NK, Elixhauser A, Vickrey B, Means E, Willian MK. Seizure

frequency and health-related quality of life of adults with epilepsy.
Neurology. 1999;53:162-6.

. Vickrey BG, Hays RD, Rausch R, Sutherling WW, Engel Jr ], Brook

RH. Quality of life of epilepsy surgery patients as compared with
outpatients with hypertension, diabetes, heart disease, and/or
depressive symptoms. Epilepsia. 1994;35:597-607.

Devinsky O, Vickrey BG, Cramer JA, et al. Development of
the quality of life in epilepsy inventory. Epilepsia. 1995;36:
1089-104.

Baker GA, Francis B, Middleton A, Jacoby A, Dafalla B, Young C,
et al. Development of a patient-based symptom check list to

quantify adverse events in persons receiving antiepileptic drugs.
Epilepsia. 1993;34 (Suppl 6):S18.

. Mrabet H, Mrabet A, Zouari B, Ghachem R. Health-related

quality of life of peolpe with epilepsy compared with a general
reference population: a Tunisian study. Epilepsia. 2004;45:
838-43.

Szaflarski JB, Hughes C, Szaflarski M, Ficker DM, Cahill WT, Li M,
Privitera MD. Quality of life in psychogenic nonepileptic seizures.
Epilepsia. 2003;44:236-42.

Trimble MR, Dodson WE. Epilepsy and quality of life. New York:
Raven Press; 1994.

205

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

21.

28.

29.

31

32.

33.

34.

Calman KC. Quality of life in cancer patients: a hypothesis. ] Med
Ethics. 1984;10:124-7.

Cramer JA, Bum D, Reed M, Fanning K. The influence of comorbid
depression on quality of life for people with epilepsy. Epilepsy Behav.
2003;4:515-21.

Nubukpo B, Clément JB, Houinato D, Radji A, Grunitzky EK, Avodé
G, Preux PM. Psychosocial issues in people with epilepsy in Togo
and Benin (West Africa) II: quality of life measured using the
QOLIE-31 scale. Epilepsy Behav. 2004;5:728-34.

Cramer JA, Perrine K, Devinsky O, Bryant-Comstock L, Meador
K, Hermann B. Development and cross-cultural translations
of a 3l-item quality of life in epilepsy inventory. Epilepsia. 1998;
39:81-8.

Perrine K, Hermann BB, Meador KJ, Vickrey BG, Cramer JA, et al..
The relationship of neuropsychological functioning to quality of
life in epilepsy. Arch Neurol. 1995;52:997-1003.

Baker GA, Gagnon D, McNulty P The relationship between seizure
frequency, seizure type and quality of life: findings from three
European countries. Epilepsy Res. 1998;30:231-40.

Dodrill CB, Troupin AS. Seizures and adapitive abilities:a case of
identical twins. Arch Neurol. 1976;33:604-07.

Dikmen S, Matthews CG. Effect of major motor seizure frequency
upon cognitive-intellectual functions in adults. Epilepsia.

1977;18:21-9.

Dodrill CB. Correlates of generalized tonic-clonic seizures with
intellectual, neuropsychological, emotional, and social function in
patients with epilesy. Epilepsia. 1986;27:399-411.

Jokeit H, Ebner A. Long term effects of refractory temporal lobe
epilepsy on cognitive abilities: a cross sectional study. ] Neurol
Neurosurg Psychiatry. 1999;67:44-50.

Stefan H, Pauli E. Progressive cognitive decline in epilepsy:
an indication of ongoing plasticity. Prog Brain Res. 2002;135:
409-17.

Oyegbile TO, Dow C, Jones ], Bell B, Rutecki B, Sheth R, Seidenberg
M, Hermann BP. The nature and course of neuropsychological
morbidity in chronic temporal lobe epilepsy. Neurology. 2004;
62:1736-42.

Thompson PJ, Duncan ]S. Cognitive decline in severe intractable
epilepsy. Epilepsia. 2005;46:1780-7.

Djibuti M, Shakarishvili R. Influence of clinical demographic and
socioeconomic variables on quality of life in patients with epilepsy:
findings from Georgian study. ] Neurol Neurosurg Psychiatry.
2003;74:570-3.

Choi-Kwon S, Chung C, Kim H, Lee S, Yoon S, Kho H, Oh J,
Lee S. Factors affecting the quality of life in patients with
epilepsy in Seoul, South Korea. Acta Neurol Scand. 2003;108:
428-34.

. Alanis-Guevara I, Pena E, Corona T, Lopez-Ayala T, Lopez-Meza

E, Lopez-Gomez M. Sleep disturbances, socioeconomic status, and
quality of life in epilepsy. Epilepsy Behav. 2005;7:481-5.

Meldolesi GN, Picardi A, Quarato PE, Grammaldo LG, Esposito V,
Mascia A, Sparano A, Morosini B Di Gennaro G. Factors associated
with generic and disease-specific quality of life in temporal lobe
epilepsy. Epilepsy Res. 2006;69:135-46.

Vermeulen ], Aldenkamp AP, Alpherts WC. Memory complaints in
epilepsy correlations with cognitive performance and neuroticism.
Epilepsy Behav. 1993;15:157-70.

Giovagnoli AR, Mascheroni S, Avanzini G. Self-reporting
of everyday memory in patients with epilepsy relation to
neuropsychological, clinical, pathological and treatment factors.
Epilepsy. Res. 1997;28:119-28.

Elixhauser A, Leidy NK, Meador K, Means E, Willian MK. The
relationship between memory performance, perceived cognitive



Mantoan MAS, Silva TI, Alonso NB, et al.

function, and mood in patients with epilepsy. Epilepsy Res.
1999;37:13-24.

35. Giovagnoli AR, Avanzini G. Quality of life and memory
performance in patients with temporal lobe epilepsy. Acta Neurol
Scand. 2000;101:295-300.

36. Moore PM, Baker GA. Tehe neurosychological and emotional
consequences of living with intractable temporal lobe epilepsy:

206

implications for clinical manegement. Seizure. 2002;11:

224-30.

Corresponding author:

Neide Barreira Alonso

Departamento de Neurologia e Neurocirurgia — Escola Paulista de Medicina
Rua Pedro de Toledo, 650, térreo

CEP 04023-900, Sao Paulo, SE, Brasil

E-mail: neide.bal@uol.com.br



