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ORIGINAL ARTICLE

Role of magnetic resonance imaging for
preoperative evaluation of patients
with refractory epilepsy
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Objective. To investigate the magnetic resonance imaging characteristics of pa-
tients with refractory epilepsy and the relationship to progression to surgery.
Design. Prospective observational study.

Setting. University teaching hospital, Hong Kong.

Patients. Patients undergoing preoperative evaluation for epilepsy surgery.
Main outcome measure. Cranial magnetic resonance imaging findings, correl-
ation with electroencephal ographic results, and percentage of patients who were
considered suitable candidates for surgery.

Results. Structural abnormalities associated with refractory epilepsy in 100 con-
secutive patients were mesial temporal sclerosis (30%), neocortical sclerosis
(23%), vascular malformation (7%), neuronal migration disorders (7%), and
tumours (5%). Normal brain scans were found for 28% of patients. Fourteen of
30 (46%) patients with medial temporal lobe lesions at magnetic resonance
imaging were suitable candidates for surgery compared with 8/42 (19%) pa-
tients with extrahippocampal |esions (odds ratio=3.7; 95% confidence interval,
1.3-10.6; P<0.012).

Conclusion. Mesial temporal sclerosis was the most common pathology in
patients with refractory epilepsy. At the Prince of Wales Hospital, for patients
who have undergone a basic magnetic resonance imaging protocol and surface
electroencephal ography, the result of cranial magnetic resonance imaging is an
important determinant for whether patients will undergo surgery.
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Introduction

In Hong Kong, 20% of patients attending neurological clinics have pharmaco-
resistant seizures but thereis limited local information about epilepsy surgery.
Apart from the physical effects of seizures, patients with refractory epilepsy may
experience social isolation, lost educational opportunities, loss of independence,
and discrimination in employment. Surgery is an established treatment for
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patientswith partial epilepsiesrefractory to drug treatment—
approximately 60% of patients become free of seizures
after surgery, with even higher success rates reported for
certain subgroups.>*

In addition to radiological abnormalities, the identifi-
cation of asurgical candidate requires concordant clinical,
psychological, and electroencephal ographic (EEG) con-
firmation. Magnetic resonance imaging (MRI) allows
preoperative targeting of the epileptogenic substrate.>°
M agnetic resonance imaging is more sensitive than com-
puted tomography (CT) in detecting structural abnormal-
ities because of its superior soft tissue contrast multi-planar
imaging capability and lack of beam hardening arte-
facts.'12 While the mechanisms by which structural
lesions induce seizures are unclear in most instances, MRI
implicates a particular region as the source of seizures.
The epileptogenic zone is most commonly located in the
medial temporal lobe and the structures involved include
the hippocampus, amygdala, dentate, and parahippocampal
gyri. Although, historically, MRI protocols were designed
to detect the presence of structural pathology in thisregion,
lesions beyond these mesial structures can also give rise
to refractory epilepsy. The objective of this study was to
determine the MRI features in Chinese patients with
refractory epilepsy undergoing assessment for surgical
management. The association between the neuroradio-
logical lesion and likelihood of the patient progressing to
surgery was al so studied.

M ethods

Clinical information and brain MRI scans of patients
referred to the epilepsy surgery programme of the Prince
of Wales Hospital in Hong Kong—a regional centre that
accepts referrals from other hospital s—were prospectively
collected. Patients were considered potential candidates if
they had refractory and disabling seizures despite adequate
trials of two appropriate anti-epileptic drugs. International
League Against Epilepsy classification of epilepsies and
epileptic syndromes was used for determining the clinical
diagnosis.®

The following exclusion criteria applied:
(1) presence of generalised epilepsy syndrome;
(2) presence of systemic illness such as neoplasm, or
renal or liver failure;
(3) coexisting moderate-to-severe mental retardation; and
(4) active mental illness requiring treatment with psycho-
active drugs.

Magnetic resonance imaging results were reviewed by
two experienced neuroradiologists. Magnetic resonance
protocols consisted of axial T1-weighted and T2-weighted
images (high resolution, 2 mm thickness with no gap,
[512x512]) using a 1.5 Tesla Philips Gyroscan ACS-NT
(Philips Medical System, Best, The Netherlands). The
hippocampus lies in a plane which is seen on a midline
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sagittal section as the line joining the splenium of the
corpus callosum to the postero-inferior frontal lobe. Oblique
coronal T2-weighted images of the hippocampus were
therefore also performed for all patients. Mesial temporal
sclerosiswasidentified by one of two mgjor MRI findings—
hippocampal atrophy and increased signal intensity of the
hippocampus on T2-weighted images. The most recent MRI
studies for scrutinising these features using visual inspec-
tion have achieved sensitivities of 87% to 100%.'4** Other
secondary MR featuresinclude temporal horn dilatation, 10ss
of hippocampal internal architecture, decreased hippocam-
pal signal on T1-weighted images, poor parahippocampal
grey-white matter definition, and loss of hippocampal
interdigitations.

All patients had scalp EEGs, obtained using Nicolet
BMSI (Nicolet Biomedical Inc, Madison, US) or Telefactor
digital video-EEG (Telefactor, West Cohshohocken, US),
and read by one of the authors. All patients with focal
lesions at MRI went on to have video-EEG. Interictal or
ictal epileptic discharges arising from the region with a
lesion identified by MRI were regarded as concordant
MRI and EEG evidence.

Patients who were considered suitable candidates went
on to have functional brain assessment with the amylo-
barbitone (Wada) test before surgery. This involves injec-
tion of sodium amylobarbitone into the internal carotid
artery, which inactivates the regions supplied by thisvessel.
Language representation and memory performance of the
unaffected side of the brain can then be tested. The results
were used to further establish lateralised temporal 1obe
dysfunction and to predict the likelihood of postoperative
language or memory decline.

Magnetic resonance imaging lesions were divided into
the following three categories:
(1) norma MRI;
(2) evidence of medial temporal lobe lesions; and
(3) evidence of extrahippocampal lesions.
Patients with extratemporal and lateral temporal neo-
cortical MR abnormalities were included in the last group.?
The presence of MRI lesions were used to investigate the
relationship between MRI abnormalities and eligibility for
surgery. P values of less than 0.05 were considered statis-
tically significant.

Results

One hundred consecutive adult patients (45 men, 55 women)
underwent presurgical evaluation. The age range was 15 to
50 years (mean, 33 years). The diagnostic yield from MR
was 72%,; scans were normal for 28 patients. Evidence of
mesial temporal sclerosiswas found in 30 patients (bilateral
in three patients). Other abnormalitiesincluded neocortical
sclerosis, low grade tumours, neuronal migration disorders,
and vascular malformations (Figs 1 to 5). The MR findings
are summarised in Fig 6.

Hong Kong Med JVol 9 No 1 February 2003 21



Hui et a

Fig 1. Oblique coronal T2-weighted cranial magnetic
resonance imaging showing right hippocampal atrophy with
temporal horn dilatation in a patient with refractory temporal
lobe epilepsy

Electroencephal ograms with surface electrodes were
non-localising or non-lateralising for 50% of patients,
concordant for 28%, multifocal for 16%, and disconcordant
for 4%.

Fig 3. Well-circumscribed right frontal lobe tumour with no
surrounding oedema on axial T2-weighted magnetic resonance
imaging —postsurgical histology revealed dysembryoplastic
neuroepithelial tumour
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Fig 2. Neuronal migration disorder. Axial T1-weighted magnetic
resonance imaging in a patient with schizencephaly exhibit-
ing grey matter lined cleft extending from the ventricular
surface to the pial surface of the brain

Twenty-two patients with concordant clinical, EEG, and
MRI datawere considered suitable for surgery; of these, 20
have been operated on and two have refused surgery. Using
EEG information from scalp video-telemetry, 14/30 (47%)
patients with MR evidence of medial temporal lobe lesions
were regarded as candidates for surgery, whereas the figure
wasonly 8/42 (19%) for those with extrahippocampal lesions
(oddsratio=3.7; 95% confidenceinterval, 1.3-10.6; P<0.012).
None of the patients (n=28) with normal MR scans were
operated on.

Discussion

This series shows that mesial temporal 1obe epilepsy
(MTLE) isthe most common form of epilepsy syndrome
causing intractable seizures. The second most common
finding was neocortical sclerosis and regions of encephalo-
malacia, which follows a number of insults to the central
nervous system, including infarction, encephalitis, trauma,
and inflammation. Low-grade tumours were found in six
patients. Similar to results from other epilepsy centres, these
consisted of low-grade lesions such as oligodendroglioma
and dysembryoplastic neuroepithelial tumours. Tumours
from oncological centres show a larger range of histo-
logical types with more aggressive grading.

Magnetic resonance imaging can identify structural
anomalies that are associated with epilepsy. A radiological
abnormality alone, however, may not represent the epi-
leptogenic zone as it may be incidental and seizure onset
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Fig 4. Hypothalamic hamartoma on coronal T1-weighted
magnetic resonance imaging in a patient with gelastic seizures
(outbursts of laughter), which is associated with this lesion

may arise from other areas. The EEG therefore remains
essential for demonstrating electrically excitable tissue.’5Y
For patients with evidence of alesion outside the temporal
lobe or with diffuse pathology such as post-meningitic
encephalomalacia, ictal scalp EEG recordings are often
poorly localising. Candidates would require invasive EEG
using subdural grids and/or depth electrodes. The more un-
certain the source of epileptic activity, the more extensive
coverage is required, which would lead to higher risk of
complications (implantation of intracranial electrodes has
a complication rate of 4%).182° In many Asian countries,
the facilities and personnel required are not available for
prolonged invasive EEG monitoring or functional imaging.
Even with these additional investigations, the outcome
after surgery is generally poorer compared with those
patientswith MTLE.#

None of the patients with normal MRI were operated on.
Whilethisis, in part, areflection of our hospital practice, it
is commonly accepted that absence of afocal lesion renders
the work-up more difficult and the prognosis for agood out-
come s poorer. This does not imply that patients with a nor-
mal MRI should be automatically excluded from surgery, as
alternative MRI techniques such as T2-reflexometry, MR
volumetric studies and proton spectroscopy may uncover
corroborating evidence. The optimum protocol includes an
oblique coronal high resolution T2-weighted sequence,
using 3-mm thin sections. To date, the imaging sequence
should include oblique corond high resolution T1-weighted
volume data (spoiled gradient recalled echo acquisition
with 1.5 mm partition size) through the whole brain, which
allows reformatting in any plane, measurement of hippo-
campal volumes, and co-registration with functional data.
A coronal fluid attenuated inversion recovery (FLAIR)

Fig 5. Normal coronal T1 cranial magnetic resonance imaging
for comparison
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Fig 6. Magnetic resonance imaging abnormalities in patients
undergoing preoperative assessment

sequence is also used to increase conspicuity of high T2
signal cortical lesions adjacent to the cerebrospinal fluid
space. Quantitative assessment of the hippocampa volume
have slightly increased sensitivity but the commonly used
guantitative method is demanding and time-consuming,?2®
and isimpractical for routine usage. Measurement of T2-
relaxation time may also be quantified and this improves
the sensitivity for hippocampal abnormalities.?* With
functional imaging techniques, interictal positron emission
tomography may reveal potentia epileptogenic areas but is
not readily accessible; single photon emission CT is more
widely available but requiresictal images. In many estab-
lished centres, further presurgical assessment may be
terminated for patients with normal high resolution MRI
and non-localising electroclinical syndrome.

Since the presence of focal and, in particular, medial
temporal lobe pathology increases the chances of pro-
gression to successful surgical treatment, high resolution
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MRI should be performed early inthe presurgical evaluation.
This would reduce additional stress and inconvenience to
patients and optimise the use of resources. Epilepsy centres,
however, should not rely on the results of asingle test as
this would restrict access to surgery. The introduction of
semi-invasivelintracranial EEG and more advanced imaging
sequences would allow more patients with intractable
seizures to benefit from surgery.

References

Ng KK, Ng PW, Tsang KL. Clinical characteristics of adult epilepsy
patientsin the 1997 Hong Kong epilepsy registry. Chin Med J (Engl)
2001;114:84-7.

11.

12.

13.

14.

15.

16.

Ormson MJ, Kispert DB, Sharbrough FW, et al. Cryptic structural
lesions in refractory partial epilepsy: MR imaging and CT studies.
Radiology 1986;160:215-9.

Schorner W, Meencke HJ, Felix R. Temporal-lobe epilepsy: compari-
son of CT and MR imaging. AJR Am J Roentgenol 1987;149:1231-9.
Commission on Classification and Terminology of the International
League Against Epilepsy. Proposal for revised classification of
epilepsies and epileptic syndromes. Epilepsia 1989;30:389-99.

Lee DH, Gao FQ, Rogers JM, et al. MR in temporal lobe epilepsy:
analysiswith pathologic confirmation. AINR Am J Neuroradiol 1998;
19:19-27.

Bronen RA, Fulbright RK, Spencer DD, et a. Refractory epilepsy:
comparison of MR imaging, CT, and histopathologic findingsin 117
patients. Radiology 1996;201:97-105.

Luders HO, Awad |. Conceptual considerations. In: Luders H, editor.
Epilepsy surgery. New York: Raven Press; 1992:51-62.

2. Wiebe S, Blume WT, Girvin JR, Eliasziw M. A randomized, control- 17. Scott CA, Fish DR, Smith SJ, et a. Presurgical evaluation of patients
led trial of surgery for temporal-lobe epilepsy. N Engl JMed 2001, with epilepsy and normal MRI: role of scalp video-EEG telemetry. J
345:311-8. Neurol Neurosurg Psychiatry 1999;66:69-71.

3. Sperling MR, O’ Connor MJ, Saykin AJ, Plummer C. Temporal |ob- 18. Swartz BE, Rich JR, Dwan PS, et a. The safety and efficacy of chroni-
ectomy for refractory epilepsy. JAMA 1996;276:470-5. cally implanted subdural electrodes: a prospective study. Surg Neurol

4. Leung GK, Fan YW, Fong KY. Temporal lobe resection for intract- 1996;46:87-93.
able epilepsy: review of 11 cases. Hong Kong Med J 1999;5;329-36. 19. Fernandez G, Hufnagel A, Van Roost D, et a. Safety of intrahippo-

5. Jackson GD, Berkovic SF, TressBM, Kalnins RM, Fabinyi GC, Bladin campal depth electrodes for presurgical evaluation of patients with
PF. Hippocampal sclerosis can be reliably detected by magnetic res- intractable epilepsy. Epilepsia 1997;38:922-9.
onance imaging. Neurology 1990;40:1869-75. 20. Hamer HM, Morris HH, Mascha EJ. Complications of invasive video-

6. Berkovic SF, Andermann F, Olivier A, et a. Hippocampal sclerosisin EEG monitoring with subdural grid electrodes. Neurology 2002;58:
temporal |obe epilepsy demonstrated by magnetic resonance imaging. 97-103.

Ann Neurol 1991;29:175-82. 21. Berkovic SF, Mclntosh AM, Kalnins RM, et a. Preoperative MRI

7. Barkovich AJ, Chuang SH, Norman D. MR of neuronal migration predicts outcome of temporal lobectomy: an actuarial analysis.
anomalies. AJR Am J Roentgenol 1998;150:179-87. Neurology 1995;45:1358-63.

8. Palmini A, Andermann F, Olivier A, Tampieri D, RobitailleY. Focal 22. Bronen RA, Anderson AW, Spencer DD. Quantitative MR for epilepsy:
neuronal migration disorders and intractable partial epilepsy: results aclinica and research tool ?AINR Am J Neuroradiol 1994;15:1157-60.
of surgical treatment. Ann Neurol 1991;30:750-7. 23. Jack CR Jr. Epilepsy: surgery and imaging. Radiology 1993;189:

9. Fish DR, Spencer SS. Clinical correlations: MRI and EEG. Magn 635-46.

Reson Imaging 1995;13:1113-7. 24. Jackson GD, Connelly A, Duncan JS, Grunewald RA, Gadian DG.

10. Raymond AA, Fish DR, Stevens JM, Cook MJ, Sisodiya SM, Shorvon Detection of hippocampal pathology in intractable partial epilepsy:
SD. Association of hippocampal sclerosiswith cortical dysgenesisin increased sensitivity with quantitative magnetic resonance T2
patients with epilepsy. Neurology 1994;44:1841-5. relaxometry. Neurology 1993;43:1793-9.

Announcement

Academy Fellows and Association Members are invited to submit original articles,
case reports, pictorial medicine and medical practice papers for publication in the
Journal.
The current acceptance rate is approximately 55 percent.
For further information, please refer to our website <http://www.hkmj.org.hk>.
Page charges have been abolished from 2003.

24 Hong Kong Med JVol 9 No 1 February 2003



