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Interval analysis of interictal EEG: 
pathology of the alpha rhythm  
in focal epilepsy
Jan Pyrzowski1, Mariusz Siemiński1, Anna Sarnowska2, Joanna Jedrzejczak2 & 
Walenty M. Nyka1

The contemporary use of interictal scalp electroencephalography (EEG) in the context of focal 
epilepsy workup relies on the visual identification of interictal epileptiform discharges. The high-
specificity performance of this marker comes, however, at a cost of only moderate sensitivity. Zero-
crossing interval analysis is an alternative to Fourier analysis for the assessment of the rhythmic 
component of EEG signals. We applied this method to standard EEG recordings of 78 patients 
divided into 4 subgroups: temporal lobe epilepsy (TLE), frontal lobe epilepsy (FLE), psychogenic 
nonepileptic seizures (PNES) and nonepileptic patients with headache. Interval-analysis based 
markers were capable of effectively discriminating patients with epilepsy from those in control 
subgroups (AUC~0.8) with diagnostic sensitivity potentially exceeding that of visual analysis. The 
identified putative epilepsy-specific markers were sensitive to the properties of the alpha rhythm and 
displayed weak or non-significant dependences on the number of antiepileptic drugs (AEDs) taken 
by the patients. Significant AED-related effects were concentrated in the theta interval range and 
an associated marker allowed for identification of patients on AED polytherapy (AUC~0.9). Interval 
analysis may thus, in perspective, increase the diagnostic yield of interictal scalp EEG. Our findings 
point to the possible existence of alpha rhythm abnormalities in patients with epilepsy.

Despite decades of experience, contemporary clinical EEG analysis remains largely focused on the iden-
tification of interictal epileptiform discharges (IEDs) - a fundamental high-specificity biomarker of epi-
lepsy1. The lack of an alternative high-sensitivity marker results in an inability to effectively rule out a 
seizure disorder even with prolonged observation times2. The adult scalp EEG is, however, also abundant 
in more or less organized rhythmic activity – the assessment of which seems to have moved out of focus 
of modern electroencephalography. In this work we demonstrate the possibility to obtain new informa-
tion of potential clinical value from automated analysis of the EEG alpha rhythm.

Since the advent of electroencephalography, changes in the alpha rhythm have been associated with 
epilepsy3. The degree of alpha rhythm abnormalities ranges from its complete absence4 to more subtle 
manifestations, often described as “alpha rhythm irregularity”. It has been pointed out, however, that 
such assessment of the alpha rhythm by visual analysis is prone to over-interpretation5. More recently 
a series of automated, computer-based methods have been tested for assessment of background EEG 
activity6,7, and have shown slowing of the alpha rhythm in patients with epilepsy. However, as it has been 
suggested, this effect could also have been attributed to the usage of AEDs8, the effects of which had not 
been controlled in these studies. Fourier analysis has been applied by Miyauchi et al.9 to demonstrate 
significant decrease in an alpha subband in a relatively large group of patients with epilepsy as com-
pared with non-epileptic controls and significant increase in slow activity which was also present in a 
sub-group of untreated patients with epilepsy. There have been a few attempts to construct a complete 
computer-assisted diagnosis (CAD) tool for epilepsy based on the analysis of the interictal scalp EEG 
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both in adult10,11 and paediatric populations12 – providing some optimistic results despite their complex 
methodologies (including the use of artificial neural networks, ANN).

EEG interval analysis was originally introduced as a computationally inexpensive alternative to 
Fourier spectral analysis13. Lacking the convenience of being a linear transformation it had not, however, 
gained much popularity, especially as the power of available computers continued to increase and the 
Fast Fourier Transform (FFT) was introduced in the 60’s14. The formal mathematical relationship link-
ing interval analysis to Fourier analysis was established by Kedem et al.15. Despite its simple definition, 
interval analysis has complex mathematical properties and is closely related to nonlinear signal analysis 
methods16. It has recently emerged once again as a useful tool for data compression in nonlinear signal 
analysis and was successfully applied to human scalp EEG data17,18. We demonstrate that this partially 
forgotten tool, when used for alpha rhythm assessment, provides putative new epilepsy-specific markers 
which may, in perspective, be used to improve the diagnostic yield of standard scalp EEG recordings.

Methods
We retrospectively studied EEG recordings from 78 patients (20 male and 58 female, aged 18–68 years, 
mean 35 years) who were hospitalized in the Departament of Neurology and Epileptology, Medical 
Centre for Postgraduate Education, Warsaw, Poland during the years 2009–2013. All data analysed were 
collected as part of routine clinical workup. The protocol of the study was approved by the Medical 
University of Gdańsk Independent Bioethics Commission for Research and all analysis was performed in 
accordance with the approved guidelines. The presented data do not contain any identifying information 
relating to the patients. All data analysis was performed in MATLAB (Mathworks Inc., 2012).

Characteristics of the studied group.  The patients were selected due to the definiteness of their 
diagnoses. Within the studied group 51 of the subjects were diagnosed with epilepsy (19 with TLE and 
32 with FLE). A proportion of these patients were hospitalized because of the resistance to antiepileptic 
drugs but available documentation did not include complete medication history in some of the remain-
ing subjects. The duration of epilepsy (time since the occurrence of their first seizure) was known in 
44 subjects (median 17 years, range 1–51 years) and, since patients with epilepsy were not seizure free 
during the time preceding hospitalization, it was taken as an indirect measure of the degree of drug 
resistance. The control group comprised two subgroups: 13 patients with PNES and 14 patients who were 
admitted to hospital because of headache (of whom none were diagnosed with epilepsy or PNES). In all 
cases of PNES diagnosis was confirmed by video-EEG monitoring. Additional information on individual 
patients in the studied group is provided in Supplementary Table 1.

N =  60 (77%) of the patients were receiving AEDs at the time of examination (24, 21 and 15 were on 
one, two and three AEDs respectively). The heterogeneity of drugs taken by the patients did not allow 
to distinguish single-AED effects. The potential impact of AEDs on the patients’ EEG was therefore 
assumed to be proportional to the number of different AEDs taken by a subject (nAED, ranging from 
0 to 3) regardless of individual drug dosing. Benzodiazepines with mainly sedative-hypnotic properties 
were also included in nAED due to their considerable influence on background EEG activity. Diagnosis 
and nAED were significantly correlated - i.e. patients with the diagnosis of epilepsy were more likely to 
be on AED therapy (nAED >  0, P <  0.001, chi2 test) and patients given more AEDs were more likely to be 
diagnosed with epilepsy (P <  0.001 for nAED >  1 and P =  0.0017 for nAED >  2, chi2 tests). AEDs were, 
however, also taken by the majority of the PNES patients (85%) and this control subgroup did not differ 
from the epilepsy group in this respect (P =  0.405, chi2 test).

Recording procedures and the EEG-score.  Scalp EEGs were recorded according to a standard 
20-minute clinical protocol including hyperventilation (Hv) and photic stimulation (Fs) using the same 
recording system for all patients (ELMIKO Medical). The average duration of recording was 20.2 min-
utes, range 19.5–22.1 minutes). Recording electrodes were placed according to the international 10–20 
system and reference electrodes were placed on the patients’ nape, at the level of vertebra prominens. 
The signal was passed through an analogue 0.5Hz high-pass filter and digitized at 250 Hz. Data from 
the standard 19 scalp channels in referential montage were then analysed mathematically. The review 
summaries of EEG recordings were converted to a 4-level scale of pathology (the “EEG-score”): (0) no 
abnormalities, (1) normal EEG variants, (2) non epilepsy-specific abnormalities (including background 
slowing) and (3) epilepsy-specific abnormalities (IEDs). No studied recording contained any overt ictal 
electrographic activity.

Signal pre-processing and zero-crossing interval analysis.  The signals from individual chan-
nels were first digitally band-passed using zero-phase shift FIR filters. The filter functions were con-
structed using the “fir2” Matlab function. The passband frequencies were fixed at theta-alpha [4–13 Hz] 
for initial statistical analysis and treated as a free parameters (in 1 Hz increments) in classifier fitting for 
cross-validation (see below). The frequency response of a typical filter is shown in Supplementary Fig. 1.

Recording segments were defined according to the EEG recording protocol (pre-Fs, Fs, post-Fs, Hv 
and post-Hv). Sub-segments of the post-Hv segment were also analysed (see Results). Eyes-open and 
eyes-closed conditions were not considered separately as this did not substantially influence the results 
(data not shown). Interval histograms obtained from different EEG channels were analysed as sums of 
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symmetric channels (e.g. Fp1+ Fp2, T3+ T4 etc.) which allowed to reveal spatial effects regardless of the 
lateralization of epileptic foci. Pooling of all segments and channels together is referred to as “whole 
recording” analysis throughout the following text.

Zero (i.e. isoelectric line) crossings of the pre-processed EEG signal were identified by linear interpo-
lation (numerical differentiation of the signal and shifting the threshold used for crossing detection did 
not substantially influence the results - data not shown). The distributions of the relative counts of time 
intervals between subsequent zero-crossings (the “interval spectrum”) were estimated by histogramming 
(using bins of 4-ms width, range 0–4000 ms, variation of the histogram bin width did not affect the 
results in a qualitative manner - data not shown). This was followed by pooling of raw histograms over 
channels and/or segments (see above) and histogram normalization.

The family of filters used for prefiltering was kept fixed. Hence the algorithm transforming the EEG 
signal to its interval spectrum had 4 free parameters: the lower passband (1), the upper passband (2) 
together with the choice of recording segments (3) and channels (4) to be included in the pooled inter-
val histogram. In case of whole recording analysis only the passbands (1 and 2) needed to be specified. 
The power spectral densities of (prefiltered) signals were additionally estimated using Welch’s method 
(4s-window).

Statistical analysis.  We assessed three types of interval spectrum-derived markers: (1) the relative 
counts of fixed-length intervals (e.g. the counts of 100ms intervals were tested as a putative marker - this 
approach may be viewed as a form of “spectrometry”), (2) the standard descriptive statistical parameters 
of the interval spectrum (mean, mode, median, standard deviation, interquartile range) and (3) selected 
entropy measures of the interval spectrum (Shannon entropy Hs19 and min-entropy Hmin) which quan-
tify the level of disorder associated with a probability distribution. The entropy functions are defined as 
follows:

( ) = Σ ( ( )) ( )H P i p *log p 1s i i

( ) = − ( ( )) ( )H P log max p 2min i i

where P denotes the normalized interval spectrum (a discrete probability distribution), pi is the relative 
probability of finding an interval in the i-th bin, and maxi denotes the maximum over all bins. Hs and 
Hmin are special cases of a more general entropy measure20. Hmin is a limiting case sensitive only to the 
area of the highest probability accumulation and reduces to the negative logarithm of the highest distri-
bution peak. Entropy measures have been used previously in EEG analysis in the context of automated 
seizure detection21,22.

The distributions of analysed measures within patient subgroups did not pass normality and homosce-
dasticity tests. Therefore, in order to avoid violation of ANOVA assumptions, we tested the data using 
nonparametric one-way Kruskal-Wallis ANOVA separately for the effects of diagnosis (4 groups) and 
nAED (4 groups). Multiple statistical hypothesis testing has been accounted for by using Bonferroni’s 
correction. Post-hoc multiple comparisons were performed following Tukey’s procedure. In order to 
focus on robust candidate markers and reduce the number of statistical tests performed, we analysed 
only histogram bins for which the raw interval count was > 100 for all patients.

ROC analysis and cross-validation.  Discriminatory power of identified putative markers was 
assessed in the framework of receiver-operating-characteristic (ROC) analysis. Epilepsy (FLE and TLE) 
and control (headache and PNES) subgroups were joined to enable binary classification. The area under 
the ROC curve (AUC) was used as a measure of classifier performance. As a summary statistic AUC 
is equivalent to the probability that the score attributed to a randomly chosen case is higher than that 
attributed to a randomly chosen control. When calculated “naively” for the whole patient group AUC 
is, however, prone to optimistic bias due to overfitting23 and should not be considered a reliable pre-
dictor of real-world performance. To overcome this issue we used an approach called leave-pair-out 
cross validation23,24, in which a case-control pair is omitted from the data set and the parameters of 
the algorithm are fitted to maximize AUC for the remaining patient group. The scores for the omitted 
pair are then calculated according to the fitted algorithm and the procedure is repeated for all possible 
case-control pairs (“folds”). AUC is estimated by the fraction of case control-pairs for which the case 
scores are higher than the control. AUC values obtained in this way are denoted by AUC* and AUC** 
throughout the text depending on whether the algorithm was fitted to whole-recording interval spectra 
(“one-step fitting”) or to individual channels and segments (“two-step fitting”, see Results). A potentially 
useful marker was assumed to be associated with AUC*/** greater than 0.75 (or equivalently less than 
0.25, as AUC transforms to 1 - AUC under the “inversion” of the classifier - the exchange of “positive” 
and “negative” groups).

Results
Initial statistical analysis - screening for putative markers.  As our primary interest was to 
study the alpha rhythm and its possible slowing, initial statistical analysis was performed for signals 
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band-passed in the theta-alpha [4–13 Hz] band. Markers significantly influenced by either the patients’ 
diagnosis or nAED were further evaluated using ROC analysis with cross-validation (see the following 
section).

The shapes of averaged interval spectra (obtained from whole recordings) for different patient sub-
groups are shown in Fig. 1a. From their general inspection one can see that patients with epilepsy have 
reduced counts of intervals within the alpha range with concomitantly increased interval counts in the 
theta range. Differences between epilepsy (FLE vs TLE) and control (PNES vs headache) subgroups are 
much less pronounced. Qualitatively similar changes are, however, associated with AED load (nAED) in 
a “dose-dependent” manner (Fig. 1b) – patients receiving more AEDs have decreased alpha and increased 
theta interval counts. As the two independent variables (diagnosis and nAED) were significantly corre-
lated (see Methods), it was vital to distinguish between their individual effects.

Simultaneous one-way ANOVA (n =  78 for all tests, number of tests for Bonferroni correction =  110) 
showed that significant effects lie in two disjoint portions of the interval spectrum (Fig.  1c). Within 
the alpha range interval counts were strongly influenced by the patients’ diagnosis (peak P =  0.0055 
for intervals of length =  96ms - Fig. 1c, single asterisk). This effect was, however, confounded by a less 
significant effect of nAED (peak P =  0.0290 for intervals of length =  100ms). Multiple comparisons 
confirmed significant reduction of alpha interval counts in epilepsy as opposed to control subgroups 
without significant differences between epilepsy (FLE vs TLE) and control (headache vs PNES) sub-
groups (data not shown). Increased nAED, on the other hand, was associated mainly with an increase 
in theta-range interval counts (peak P =  0.0123 for interval length =  164ms, Fig.  1c, double asterisk). 
This effect was confounded by a significant overlapping effect of diagnosis (peak P =  0.0282 for the same 
interval length). Multiple comparisons revealed significant differences only between monotherapy and 
polytherapy subgroups (data not shown).

P-values associated with descriptive and entropy measures are summarized in Table 1. Both entropy 
measures differed significantly between diagnosis groups (P =  0.0480 and P =  0.0027 for HS and Hmin 
respectively) with no significant effects of nAED (P >  0.5 and P =  0.09217 respectively, see Table 1). As 
in the case of alpha-range intervals, multiple comparisons showed that increased entropy values differ-
entiated epilepsy from control subgroups (data not shown). A trend towards increase of median interval 
values was found in the epilepsy group (P =  0.0604) which may point to background rhythm slowing in 
these patients.

“Naive” ROC analysis.  Figure 1d shows AUC-interval length relationship curves for two main clas-
sification problems (epilepsy vs control and AED polytherapy vs monotherapy). Here AUC values have 
been calculated “naively” for the whole patient group as a summary statistic (i.e. the probability of rank-
ing cases higher than controls). The shape of these curves was relatively stable across different filtering 
bands - with a characteristic minimum in the alpha range followed by a maximum in the theta range 
(arrows). The position of these extremal points was used in classifier optimization (see next section). 
Accordingly and in line with the above findings, AUC values > 0.75 or < 0.25 were found only in alpha 
and theta interval ranges. Fourier power density amplitudes were analysed in the same manner as inter-
val spectra and the resultant AUC-inverse frequency relationship curves are shown for comparison. It 
can be seen that the trends towards alpha reduction and theta increase are consistent across both classi-
fier families even though AUC values in the alpha range are markedly lower for interval spectrum based 
classifiers. “Naive” AUC also exceeded 0.75 for both classifiers based on the entropies of the interval 
spectrum (data not shown).

Analogous “AUC curves” for additional classification problems (TLE vs FLE, PNES vs headache, epi-
lepsy duration >  median vs <  median and on-AED vs off-AED) are presented in Supplementary Fig. 2.  
For all interval lengths 0.25 <  AUC <  0.75 which suggests that interval spectrum magnitude-based mark-
ers are not suitable for effective classification. The same holds true for descriptive statistical and entropy 
measures (data not shown).

Interestingly, despite the fact that the signals were initially band-passed in the theta-alpha band, a 
small number of beta and gamma range intervals were detected – particularly in patients with epilepsy 
(this potentially relevant effect is visible in Fig. 1c,d, left shaded areas). We did not further consider these 
portions of the interval spectrum because of insufficient interval statistics (see Methods). The nature of 
this “interval leakage” phenomenon and its possible relationship with the presence of IEDs in the record-
ings requires further study. Of note, such leakage seems not to be present for spectral classifiers (AUC 
trends become inconsistent between spectral and interval classifiers in the beta and gamma range - see 
Fig. 1d).

ROC analysis with cross-validation.  Basing on the results obtained in the previous section, four 
potential interval spectrum-derived markers were conceptualized. Discrimination of patients with epi-
lepsy form controls was assessed for: (1) the “alpha score” - a classifier based on epilepsy-related reduction 
of interval spectrum magnitude in the alpha range and (2,3) two “entropy scores” - basing on increased 
entropy of the interval spectrum in patients with epilepsy (both entropy measures were analysed for this 
purpose). Discrimination of AED polytherapy from monotherapy patients was assessed for (4) a classifier 
based on increased interval spectrum magnitude in the theta range - the “theta score”. Discriminative 
power (AUC* and AUC** for one- and two-step optimization respectively) was estimated by cross 
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Figure 1.  Statistical analysis of zero-crossing interval spectra (whole recordings). The vertical lines demark 
interval length ranges corresponding to commonly used electroencephalographic frequency bands. Note that 
increased counts of intervals of a certain length do not necessarily correspond to a sinusoidal rhythm and so, 
even though oscillation frequency and period are inversely related, Fourier spectral bands cannot be viewed as 
a simple equivalent of corresponding interval ranges (e.g. the 8–13 Hz alpha band and the respective 77–125 ms 
alpha range). (a) Averaged interval spectra for different diagnosis subgroups. The peak in the alpha interval 
range is visibly lower in epilepsy subgroups (red lines) than in control patient subgroups (green lines). Increased 
contribution of theta intervals to the spectrum is also seen in patients with epilepsy. (b) Averaged interval 
spectra for subgroups with different nAED. Changes qualitatively similar as described above are associated with 
increasing number of AEDs taken by the patients (blue lines). (c) Statistical analysis performed for fixed interval 
lengths: P-value vs interval length relationships for the effects of diagnosis (red line) and of nAED (dark blue 
line). Horizontal lines represent Bonferroni-corrected P value levels. The significant diagnosis effect dominates 
in the alpha-range (single asterisk) while the theta-range contains comparable overlapping significant effects of 
both independent variables (double asterisk, the nAED effect is more significant). Light grey areas represent 
interval ranges that were rejected form analysis (see Methods) (d) “Naive” ROC analysis performed for fixed 
interval lengths. AUC vs interval length relationships are shown for epilepsy vs control and AED polytherapy vs 
monotherapy classification problems (see also Suppl. Fig. 2). The dark-grey area represents no potentially effective 
classification (0.25 <  AUC <  0.75). For interval spectrum based classifiers (red and dark blue lines) arrows mark 
the curves’ extremal points which correspond to potentially useful markers. AUC-inverse frequency relationships 
obtained for a Fourier power spectrum based classifiers (yellow and light blue lines) are shown for comparison. 
Trends for the decrease in alpha and increase in theta are consistent across both methods.



www.nature.com/scientificreports/

6Scientific Reports | 5:16230 | DOI: 10.1038/srep16230

validation (see Methods) and the results are summarized in Table  2. ANOVA testing was repeated for 
the identified optimal band-pass filter settings to confirm the statistical properties of the studied markers. 
Fourier power spectrum equivalents of the alpha- and theta-score were also analysed for the purpose of 
comparison (Fourier amplitudes were treated analogously to those of interval spectra).

One-step optimization - analysis of whole recordings.  The alpha-score classifier was optimized 
by minimizing AUC over the alpha interval range (i.e. finding the minimum of the AUC-interval length 
curve - see Fig. 1d, red arrow) and over different combinations of lower and upper passband frequencies 

Marker Pdiagn PnAED

mean 0.3077 > 0.5 

s.d. > 0.5 > 0.5 

mode > 0.5 > 0.5 

median 0.0604 > 0.5 

IQR 0.0742 0.4121

HS 0.0480 > 0.5

Hmin 0.0027 0.0922 

alpha  0.0056 0.0424 

theta 0.0282 0.0123

Table 1.   Summary of initial statistical analysis for interval spectrum based candidate markers. 
Abbreviations: IQR - interquartile range, HS - Shannon entropy, Hmin - min-entropy. Pdiagn and PnAED 
denote Kruskall-Wallis P-values associated with the effect of diagnosis and nAED respectively. Significant 
P-values (using Bonferroni correction) are marked in red and trends towards significance (0.05 < P < 0.10) 
in yellow. As can be seen only HS and Hmin depend significantly on diagnosis and are not significantly 
influenced by nAED. Alpha and theta band P-values correspond to the minima marked by single and double 
asterisks in Fig. 1c respectively.

Classification 
problem Marker  AUC* 

Opt. band / interv. length Repeated ANOVA 
 AUC** 

Opt. chan./ seg.  AUC*  

(normal  
EEG)[Hz] [ms] Pdiagn PnAED

epilepsy  
vs control 

alpha 0.8134 [3-13]  96 0.0021 0.0318 0.7785 
T6+T5 

O1+O2 

post-Hv 

Hv 0.8057 

HS 0.7640 [7-13] n/a 0.0008 0.0770 0.8170 T6+T5 post-Hv 0.7829 

Hmin 0.7124 [7-20] n/a 0.0016 0.3696 0.7357 T6+T5 
Fz 

post-Hv 
post-Fs 0.6400 

AED poly-  
vs monotherapy theta 0.9063 [0-15] 176 0.0218 0.00004 0.8530 O2+O1 Fs 0.6381

Table 2.   The results of ROC analysis in the framework of cross-validation. AUC* and AUC** represent 
values obtained for one- and two-step optimization respectively. Significant P-values (using Bonferroni 
correction) and AUC values > 0.75 are marked in red and green, respectively. It can be seen that only alpha-
score and Shannon entropy-score based classifiers are effective in discriminating patients with epilepsy 
form controls under all studied conditions (one-step optimization, two-step optimization and one-step 
optimization restricted to normal and normal variant EEGs). Pdiagn and PnAED denote Kruskall Wallis P-values 
associated with the effect of diagnosis and nAED respectively and have been obtained for prefiltering and 
interval length values most commonly chosen in the process of classifier optimization (opt. band/interv. 
length). As can be seen the entropy-score classifiers are characterized by independence of AED-related effects.
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followed by inverting the classifier’s output. Cross validation revealed effective discrimination of patients 
with epilepsy from controls (AUC* =  0.8134). Optimal classification was most commonly associated with 
the [3–13 Hz] passband and interval length =  96 ms. Repeated statistical analysis for these parameter 
values revealed, however, the persistence of a confounding nAED-related effect (P =  0.0318, see Table 2). 
The Fourier equivalent of the alpha-score did not show sufficient discriminatory power (AUC* <  0.75).

Entropy-score classifiers were optimized by maximizing AUC over different combinations of passband 
frequencies. Cross-validated AUC* exceeded 0.75 only for the Shannon entropy-score (AUC* =  0.7640) 
and this classifier benefited from relatively narrow-band pre-filtering [7–13 Hz]. As for initial statistical 
analysis (see previous section) no significant dependence of either of entropy scores on nAED was found 
(P =  0.0770 and P =  0.3696 for Shannon- and min-entropy scores respectively).

The theta-score classifier was optimized by maximizing AUC over the theta interval range (i.e. finding 
the theta-range maximum of the AUC-interval length curve - Fig. 1d, blue arrow) and different combina-
tions of lower and upper passband frequencies. Cross-validated AUC* =  0.9063 and was associated with 
wide-band [0–15 Hz] filtering and interval length of 176ms. Repeated statistical analysis revealed a rel-
atively weak confounding effect of diagnosis (P =  0.0218). The Fourier equivalent of the theta-score was 
less efficient but also able to discriminate AED polytherapy from monotherapy patients (AUC* =  0.7917).

Both alpha-score and Shannon entropy-score classifiers retained their discriminative power when 
analysis was restricted to patients with normal or normal-variant EEGs (EEG score =  0 or 1) with 
AUC* =  0.8057 and 0.7829 respectively (see Table  2, last column). The theta-score classifier’s perfor-
mance was, however, markedly reduced (AUC* =  0.6381), possibly owing to the exclusion of patients 
with overt background slowing (EEG score =  2).

The distributions of average AUC values obtained during classifier fitting are shown as a function of 
passband frequencies in Supplementary Fig. 3. Of note, high AUC values were obtained only when the 
alpha band was contained in the assessed passband.

Fitting over channels and segments.  The properties of identified markers were further assessed by 
extending the fitting procedure by a second step: after finding the optimal passband and interval length 
AUC was maximized over all possible channel/segment combinations (see Methods). The results are 
summarized in Table  2. Cross-validated values obtained from this two-step fitting procedure (AUC**) 
showed that additional increase in discrimination power was available only for the entropy scores (with 
6.9% and 3.3% increases for the Shannon and min-entropy scores respectively). As in the previous sec-
tion, the AUC values obtained during classifier fitting were kept and analysed for relevant trends (Fig. 2, 
Suppl. Fig. 4). The results for the min-entropy score are not displayed due to inferior efficiency of this 
marker.

The potential gain obtained from analysing specific channel/segment combinations instead of whole 
recordings is expressed by mean AUC ratios (i.e. AUC values calculated during the second fitting 
step normalized by corresponding maximized AUC values obtained in the first step, averaged over all 
cross-validation folds). For alpha- and Shannon entropy-scores AUC ratios were consistently greatest in 
temporal-occipital leads and towards the end of the recording (asterisks in Fig. 2a1-a2 and 2b1-b2). The 
most common optimal channel/segment combination was the same for both markers (T6+ T5 & post-Hv) 
offering maximum average AUC gain of 4.6% and 8.5% respectively. Interestingly, this temporal-occipital 
pattern also held true when TLE patients were excluded from the analysis (data not shown).

The theta-score performance, on the other hand, did not benefit form restricting analysis to individ-
ual channels and segments. The loss of AUC was the smallest in occipital channels (~5%) and did not 
display any particular temporal pattern (see Fig. 2a3 and 2b3). Supplementary Fig. 4 shows the detailed 
distributions of mean AUC ratios for individual channel/segment combinations.

The effect of segment length.  We next analysed how the performance of alpha- and Shannon 
entropy-score based classifiers depended on the length of the analysed recording segment. Instead of 
analysing the whole T6 + T5 & post-Hv segment, a random subsegment of fixed duration was chosen 
independently for each patient and “naive” AUC values for alpha- and entropy-scores were computed. 
This procedure was repeated 100 times and the results (mean AUC ±  s.d. as a function of subsegment 
length) were normalized by AUC obtained for the whole T6 + T5 & post-Hv segment. As shown in 
Fig. 2c. both markers can be expected to reach 90% performance for segment lengths > 30s while seg-
ments of at least 60–90 s would be required to obtain 95% performance. The Shannon entropy-score 
slightly outperformed the alpha-score.

Comparison to visual EEG analysis.  The comparison of ROC curves (corresponding to maximized 
AUC values obtained in subsequent folds of two-step optimization, averaged over specificity values) 
shown in Fig.  2d shows potential superior high-sensitivity performance of the alpha- and Shannon 
entropy scores when compared to a classifier based on the EEG score (see Methods). Interval classifiers 
reach > 90% sensitivity at ~60–70% specificity (arrows). Note that these ROC curves were not obtained 
by cross-validation and may be biased due to in-sample optimization. The expected high-specificity per-
formance of visual EEG analysis1 was confirmed by ~90% specificity at ~30% sensitivity of the EEG-score 
classifier (circle).
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Discussion
Our results demonstrate the possibility to distinguish patients with epilepsy from non-epileptic controls 
by interval analysis of interictal EEG recordings. Classification in the studied patient group was possible 
at relatively high sensitivity and specificity (AUC~0.8). This level of performance is comparable to pub-
lished ANN-based methods10,11. Statistical and ROC analysis emphasized two putative epilepsy-specific 
markers: the relative count of intervals in the alpha range (the “alpha-score”) and the Shannon-entropy 
of the interval spectrum (the “Shannon entropy-score”). When compared to IED-based visual analysis, 
these interval based classifiers may offer superior performance in the high-sensitivity regime.

Alpha-score and Shannon entropy-score based classifiers performed best for signals obtained from 
temporal and occipital leads (i.e. where the alpha rhythm is usually most prominent) and for recording 
segments following hyperventilation. Effective classification may be possible with only ~1 minute long 
recording segments. As a practical consequence, the lack of requirement for a complete set of EEG leads 

Figure 2.  Trends in the optimization of alpha-, Shannon entropy- and theta-score based classifiers. 
Note that AUC values and ROC curves displayed in this figure serve only to illustrate trends in the 
process of optimisation instead of being results of cross-validation (which are summarized in Table 2). 
The results are displayed as AUC ratios (see Results). (a1–a3) The distributions of mean AUC ratios over 
EEG channel positions. It can be seen that alpha- and Shannon entropy-scores perform best for temporal-
occipital leads (white asterisks) while the theta-score performance is uniformly reduced across individual 
channels with the exception of O2 + O1. (b1–b3) The dependence of mean AUC ratios on the recording 
segments. For alpha- and Shannon entropy-scores performance increases towards the end of the recording 
with a maximum in the post-Hv segment (black asterisks). (c) The expected dependence of performance 
(alpha- and Shannon entropy-scores) on segment length (T6 + T5 & post-Hv, 1–120 s). 100% performance 
refers to “naive” AUC obtained for the full-length segment. Grey shaded areas correspond to 90% and 95% 
performance and arrows indicate the minimum segment lengths for which respective performance levels are 
reached (see Results for details). (d) Averaged ROC curves (see Results for details) for alpha- and Shannon 
entropy-scores (red and green curves respectively). The ROC curve associated with the EEG-score is shown 
for comparison (violet curve, the circle represents classification based on the presence of IEDs). The grey 
shaded area corresponds to sensitivity or specificity < 90%. Interval spectrum-based markers achieve > 90% 
sensitivity for ~60–70% specificity (arrow).
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and for prolonged recordings may potentially lead to an applicability of the method e.g. in the emergency 
department or outpatient setting.

Decreases in alpha activity in patients with epilepsy as compared with controls were previously 
reported but were not notable in a subgroup of untreated patients9. Slowing of the alpha rhythm in 
patients with epilepsy6 was reproduced in our group by a trend towards increase of median interval 
length. The weakness of this effect may be partially accounted for by the heterogeneity of AEDs taken 
by our patients. The inability to distinguish patients with longstanding epilepsy form those more recently 
diagnosed by interval spectrum-derived markers suggests that the studied phenomenon may be charac-
teristic not only for longstanding drug-refractory epilepsy.

Even though a proportion of patients with epilepsy were refractory to AED treatment and often on 
AED polytherapy, the inclusion of PNES patients (of whom many were also administered one or more 
AED) in the control group allowed for statistical analysis which revealed weak and non-significant AED 
dependence of alpha- and Shannon entropy-scores respectively. AED-related effects were concentrated 
in the theta interval range and allowed for identification of AED polytherapy patients in the studied 
group. Differing spatial patterns of optimal epilepsy vs control and theta-score based AED polytherapy 
vs monotherapy classification further support the distinctness of epilepsy and AED-related phenomena. 
The association of theta band effects with AEDs has been reported in previous studies9,25. It remains to 
be verified whether the theta-score could be used as an indicator of AED-related toxicity.

When interval and Fourier spectral analysis were applied analogously to the same data, consistent 
trends were seen in the alpha and theta bands. Interval analysis, however, outperformed Fourier analysis 
in the alpha range and effective classification is likely not to be possible using simple Fourier spectrum 
based classifiers. We hypothesize that this may, at least in part, result from different sensitivity of both 
methods to episodic low-frequency EEG artefacts (e.g. oculographic, movement and some electrode 
artefacts). In case of interval analysis, large deflections of the signal give rise to few unusually long inter-
vals which are likely to fall outside the region of interest identified in our study (the theta-alpha range). 
Contrastingly, time-localized waveforms typically make a broadband contribution to Fourier power spec-
tra and may contaminate the bands of interest. The transformation of the signal to its interval spectrum 
could thus naturally “filter out” recording segments contaminated with considerable low-frequency arte-
facts. High-frequency artefacts were, on the other hand, mostly removed by pre-filtering (see Methods). 
An in-depth comparison of Fourier and interval-based EEG analysis requires futher study.

The preservation of discriminative power of interval spectrum markers and the EEG score when 
analysis was restricted to patients with normal and normal variant EEGs suggests that epilepsy-specific 
EEG abnormalities captured by the interval spectrum may not be IED-related. As in the case of epi-
sodic low-frequency artefacts it may be conjectured that interval analysis is in general not sensitive 
to IEDs as they are not likely to produce sufficient interval counts to influence the overall statistic. It 
must be stressed that our findings should be considered preliminary and require validation in a larger 
and homogenous patient populations. Nevertheless, it seems that the information extracted from EEG 
recordings by interval and visual analysis may be to some extent complementary.

Some electroencephalographers make note of the qualitative features of background EEG rhythms. 
“Sharpened” and “irregular” alpha rhythm morphologies are often found in recordings from patients 
with epilepsy even in the absence of overt IEDs. While clinical reasoning based on such features is con-
troversial and widely regarded as overinterpretation5, our findings support the view that alpha rhythm 
abnormalities may actually exist and be epilepsy-specific. The entropy-score may in particular be con-
sidered a direct measure of rhythm irregularity and its significant, AED-independent increase occurs 
in patients with epilepsy over cortical regions where normally the alpha rhythm is most pronounced. 
Interestingly, this effect is not restricted to patients with TLE which points to the possibility of diffuse 
brain pathology. The physiological function of the alpha rhythm is not fully understood, yet there exists 
a body of evidence pointing towards its inhibitory role in the cortex26. Alpha rhythm abnormalities might 
therefore be a manifestation of cortical disinhibition.

Conclusions
We demonstrate that zero-crossing interval analysis of interictal EEG recordings may be used for the dis-
tinction of patients with focal epilepsy from non-epileptic controls including patients with PNES. With 
the development of this method it may become possible to augment the predictive value of the standard 
EEG for epilepsy work-up. The pathophysiological interpretation of our findings points to the possible 
existence of diffuse alpha rhythm abnormalities in patients with epilepsy.

References
1.	 Noachtar, S. & Rémi, J. The role of EEG in epilepsy: a critical review. Epilepsy Behav. 15, 22–33 (2009).
2.	 Bodde, N. M. G. et al. Psychogenic non-epileptic seizures—diagnostic issues: a critical review. Clin. Neurol. Neurosurg. 111, 1–9 

(2009).
3.	 Stoller, A. Slowing of the Alpha-Rhythm of the Electro-Encephalogram and its Association with Mental Deterioration and 

Epilepsy. Br. J. Psychiatry 95, 972–984 (1949).
4.	 Aich, T. K. Absent posterior alpha rhythm: An indirect indicator of seizure disorder? Indian J. Psychiatry 56, 61–66 (2014).
5.	 Benbadis, S. R. & Tatum, W. O. Overintepretation of EEGs and misdiagnosis of epilepsy. J. Clin. Neurophysiol. Off. Publ. Am. 

Electroencephalogr. Soc. 20, 42–44 (2003).



www.nature.com/scientificreports/

1 0Scientific Reports | 5:16230 | DOI: 10.1038/srep16230

6.	 Larsson, P. G., Eeg-Olofsson, O. & Lantz, G. Alpha frequency estimation in patients with epilepsy. Clin. EEG Neurosci. Off. J. 
EEG Clin. Neurosci. Soc. ENCS 43, 97–104 (2012).

7.	 Larsson, P. G. & Kostov, H. Lower frequency variability in the alpha activity in EEG among patients with epilepsy. Clin. 
Neurophysiol. Off. J. Int. Fed. Clin. Neurophysiol. 116, 2701–2706 (2005).

8.	 Salinsky, M. C., Oken, B. S., Storzbach, D. & Dodrill, C. B. Assessment of CNS effects of antiepileptic drugs by using quantitative 
EEG measures. Epilepsia 44, 1042–1050 (2003).

9.	 Miyauchi, T., Endo, K., Yamaguchi, T. & Hagimoto, H. Computerized Analysis of EEG Background Activity in Epileptic Patients. 
Epilepsia 32, 870–881 (1991).

10.	 Bao, F. S. et al. Automated epilepsy diagnosis using interictal scalp EEG. Conf. Proc. Annu. Int. Conf. IEEE Eng. Med. Biol. Soc. 
IEEE Eng. Med. Biol. Soc. Conf. 2009, 6603–6607 (2009).

11.	 Kerr, W. T. et al. Automated diagnosis of epilepsy using EEG power spectrum. Epilepsia 53, e189–192 (2012).
12.	 Van Diessen, E., Otte, W. M., Braun, K. P. J., Stam, C. J. & Jansen, F. E. Improved diagnosis in children with partial epilepsy using 

a multivariable prediction model based on EEG network characteristics. PloS One 8, e59764 (2013).
13.	 Saltzberg, B., Burch, N. R., McLennan, M. A. & Correll, E. G. A New Approach, to Signal Analysis in Electroencephalography. 

Med. Electron. IRE Trans. On PGME-8, 24–30 (1957).
14.	 Cooley, J. W. & Tukey, J. W. An algorithm for the machine calculation of complex Fourier series. Math. Comput. 19, 297–301 

(1965).
15.	 Kedem, B. & Yakowitz, S. Time series analysis by higher order crossings. (IEEE press Piscataway, NJ, 1994).
16.	 Hegger, R. & Kantz, H. Embedding of sequences of time intervals. EPL Europhys. Lett. 38, 267 (1997).
17.	 Le Van Quyen, M. et al. Anticipation of epileptic seizures from standard EEG recordings. Lancet 357, 183–188 (2001).
18.	 Shahidi Zandi, A., Tafreshi, R., Javidan, M. & Dumont, G. A. Predicting Epileptic Seizures in Scalp EEG Based on a Variational 

Bayesian Gaussian Mixture Model of Zero-Crossing Intervals. IEEE Trans. Biomed. Eng. 60, 1401–1413 (2013).
19.	 Shannon, C. E. A mathematical theory of communication. ACM SIGMOBILE Mob. Comput. Commun. Rev. 5, 3–55 (2001).
20.	 Renyi, A. On measures of entropy and information. in Proc. Fourth Berkeley Symposium on Mathematical Statistics and Probability 

547–561 (Univ. of Calif. Press, 1961).
21.	 Kannathal, N., Choo, M. L., Acharya, U. R. & Sadasivan, P. K. Entropies for detection of epilepsy in EEG. Comput. Methods 

Programs Biomed. 80, 187–194 (2005).
22.	 Srinivasan, V., Eswaran, C. & Sriraam, N. Approximate Entropy-Based Epileptic EEG Detection Using Artificial Neural Networks. 

IEEE Trans. Inf. Technol. Biomed. 11, 288–295 (2007).
23.	 Smith, G. C. S., Seaman, S. R., Wood, A. M., Royston, P. & White, I. R. Correcting for Optimistic Prediction in Small Data Sets. 

Am. J. Epidemiol. 180, 318–324 (2014).
24.	 Airola, A., Pahikkala, T., Waegeman, W., De Baets, B. & Salakoski, T. An experimental comparison of cross-validation techniques 

for estimating the area under the ROC curve. Comput. Stat. Data Anal. 55, 1828–1844 (2011).
25.	 Herkes, G. K., Lagerlund, T. D., Sharbrough, F. W. & Eadie, M. J. Effects of antiepileptic drug treatment on the background 

frequency of EEGs in epileptic patients. J. Clin. Neurophysiol. Off. Publ. Am. Electroencephalogr. Soc. 10, 210–216 (1993).
26.	 Jensen, O. & Mazaheri, A. Shaping functional architecture by oscillatory alpha activity: gating by inhibition. Front. Hum. 

Neurosci. 4, 186 (2010).

Acknowledgements
The study was supported by a doctorial grant obtained by J.J. from the Medical University of Gdańsk. We 
express our warm thanks to the EEG technician team of Department of Neurology and Epileptology in 
Warsaw and especially to Karolina Wardzynska for their help in managing the studied data.

Author Contributions
J.P., W.M.N. and M.S. jointly conceived the study and interpreted the data. Patient selection was performed 
by A.S. and J.J. independently from the remaining authors. J.P. analysed the data and wrote the paper. All 
authors reviewed the manuscript.

Additional Information
Supplementary information accompanies this paper at http://www.nature.com/srep
Competing financial interests: The authors declare no competing financial interests.
How to cite this article: Pyrzowski, J. et al. Interval analysis of interictal EEG: pathology of the alpha 
rhythm in focal epilepsy. Sci. Rep. 5, 16230; doi: 10.1038/srep16230 (2015).

This work is licensed under a Creative Commons Attribution 4.0 International License. The 
images or other third party material in this article are included in the article’s Creative Com-

mons license, unless indicated otherwise in the credit line; if the material is not included under the 
Creative Commons license, users will need to obtain permission from the license holder to reproduce 
the material. To view a copy of this license, visit http://creativecommons.org/licenses/by/4.0/

http://www.nature.com/srep
http://creativecommons.org/licenses/by/4.0/

	Interval analysis of interictal EEG: pathology of the alpha rhythm in focal epilepsy

	Methods

	Characteristics of the studied group. 
	Recording procedures and the EEG-score. 
	Signal pre-processing and zero-crossing interval analysis. 
	Statistical analysis. 
	ROC analysis and cross-validation. 

	Results

	Initial statistical analysis - screening for putative markers. 
	“Naive” ROC analysis. 
	ROC analysis with cross-validation. 
	One-step optimization - analysis of whole recordings. 
	Fitting over channels and segments. 
	The effect of segment length. 
	Comparison to visual EEG analysis. 

	Discussion

	Conclusions

	Acknowledgements

	Author Contributions
	﻿Figure 1﻿﻿.﻿﻿ ﻿ Statistical analysis of zero-crossing interval spectra (whole recordings).
	﻿Figure 2﻿﻿.﻿﻿ ﻿ Trends in the optimization of alpha-, Shannon entropy- and theta-score based classifiers.
	﻿Table 1﻿﻿. ﻿  Summary of initial statistical analysis for interval spectrum based candidate markers.
	﻿Table 2﻿﻿. ﻿  The results of ROC analysis in the framework of cross-validation.



 
    
       
          application/pdf
          
             
                Interval analysis of interictal EEG: pathology of the alpha rhythm in focal epilepsy
            
         
          
             
                srep ,  (2015). doi:10.1038/srep16230
            
         
          
             
                Jan Pyrzowski
                Mariusz Siemiński
                Anna Sarnowska
                Joanna Jedrzejczak
                Walenty M. Nyka
            
         
          doi:10.1038/srep16230
          
             
                Nature Publishing Group
            
         
          
             
                © 2015 Nature Publishing Group
            
         
      
       
          
      
       
          © 2015 Macmillan Publishers Limited
          10.1038/srep16230
          2045-2322
          
          Nature Publishing Group
          
             
                permissions@nature.com
            
         
          
             
                http://dx.doi.org/10.1038/srep16230
            
         
      
       
          
          
          
             
                doi:10.1038/srep16230
            
         
          
             
                srep ,  (2015). doi:10.1038/srep16230
            
         
          
          
      
       
       
          True
      
   




