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Abstract
Introduction: Cystic periventricular leukomalacia (PVL) is the
most common white matter injury and a common cause of
cerebral palsy in preterm infants. Postnatal epilepsy may
occur after cystic PVL, but their causal relationship remains
uncertain. Our aim was to validate the contribution of cystic
PVL to postnatal epilepsy in very preterm infants and dem-
onstrate their seizure characteristics. Methods: This pro-
spective cohort study enrolled 1,342 preterm infants (birth
weight <1,500 g and gestational age <32weeks) from 2003 to
2015. Cystic PVL was diagnosed by serial cerebral ultrasound,
and other comorbidities were recorded during hospitaliza-
tion. Neurological developments and consequences, includ-
ing epilepsy, were serially accessed until the age of 5. Results:
A total of 976 preterm infants completed a 5-year neuro-
logical follow-up; 47 (4.8%) had cystic PVL. Preterm infants
with cystic PVL were commonly associated with other
comorbidities, including necrotizing enterocolitis stage III,
neonatal seizures, and intraventricular hemorrhage during

hospitalization. At age 5, 14 of the 47 (29.8%) preterm infants
with cystic PVL had postnatal epilepsy. After adjusting for
gender, gestational age, and three common comorbidities,
cystic PVL was an independent risk factor for postnatal epi-
lepsy (adjust OR: 16.2; 95% CI: 6.8–38.4; p < 0.001). Postnatal
epilepsy after cystic PVL was commonly the generalized type
(13 of 14, 92.9%), not intractable and most occurred after
1 year of age. Discussion/Conclusion: Cystic PVL would in-
dependently lead to postnatal epilepsy. Preterm infants with
cystic PVL are at risk of postnatal epilepsy after age 1 in
addition to cerebral palsy. © 2023 S. Karger AG, Basel

Introduction

Advancements in neonatal intensive care over the last
2 decades have increased the likelihood of survival and
improved the outcomes of preterm infants [1]. However,
the intense stresses during the early postnatal period of
preterm infants often leads to inflammatory or hypoxic
events [2, 3]. These postnatal inflammation or hypoxic-
ischemic events are the noxious stimuli for the matu-
ration of the oligodendrocyte lineage in the subplate zone
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and often lead to myelination failure [4]. Thus, the white
matter becomes a selectively vulnerable structure during
the preterm period [4]. Periventricular leukomalacia
(PVL) accounts for the greatest percentage of white
matter injury among preterm infants and occurs in an
overall 19.8–34.1% of preterm infants [1, 2]. Fortunately,
only a small number of infants with PVL develop cysts in
the white matter. Its incidence increases with decreasing
gestation age, peaking at 24–32 gestational weeks, par-
ticularly in those with a birth weight less than 1,500 g.

The neuropathological hallmark of PVL in the acute
phase is focal necrosis in the periventricular region and/or
diffuse reactive gliosis in the surrounding white matter [5,
6]. These necrotic foci often appear as periventricular cysts,
which may collapse to form a solid glial scar and reduce the
white matter volume over time [6]. Thus, PVL would be
diagnosed by detecting these periventricular cysts (cystic
PVL) with the serial bedside cerebral ultrasound in the early
life of preterm infants. Topographically, the cystic lesions of
PVL show a parieto-occipital predominance with various
degrees of extension in the frontal and lateral directions [7].
This may affect the corticospinal tract, thalamocortical
fibers, optic radiation, superior occipital fasciculus, and the
superior longitudinal fasciculus resulting in motor, visual,
or higher cortical function deficits [8]. Thus, the most
common neurological sequela of cystic PVL is cerebral
palsy presented as spastic diplegia or quadriplegia, followed
by cognitive or vision dysfunctions [4, 6]. However, some
infants with cystic PVL developed postnatal epilepsy, even
though epilepsy is often regarded as a manifestation of
cortical damages instead of a consequence of white matter
injuries. Onemay also argue that preterm infants often have
other confounding comorbidities to cause epilepsy directly
or indirectly in addition to cystic PVL. The aim of this
prospective cohort study is to investigate the association
between cystic PVL and postnatal epilepsy after adjusting
other confounding comorbidities in preterm infants and
the characteristics of postnatal epilepsy after cystic PVL.

Methods

Study Population
From Jun 2003 toDec 2015, preterm infants (birth weight<1,500

g, gestational age [GA] < 32 weeks) admitted to neonatal intensive
care units of the four tertiary medical centers/hospitals in Tainan
City, Taiwan, were enrolled in this study. Data on demographic
characteristics and clinical complications/comorbidities in the
perinatal and postnatal periods were collected after obtaining pa-
rental informed consent. Brain ultrasounds were routinely per-
formed by pediatric neurologists or trained neonatologists twice a
week in the first week of age, weekly from week two until GA >32

weeks, and then monthly until discharge. After discharge, all infants
were followed up prospectively at the corrected age of 12, 24months
and 5 years for neurodevelopmental assessments at a single medical
center. Infants with congenital or chromosomal anomalies, who
died before discharge, lost to follow-up, or were without a complete
brain ultrasound survey, were excluded. This study was approved by
the Institutional Review Board of National Cheng Kung University
Hospital (NCKUH-ER-98-135).

Definition of Clinical Co-Variables
Gestational diabetes and preeclampsia/eclampsia were diag-

nosed based on the guideline from the American College of
Obstetricians and Gynecologists (ACOG) [9, 10]. Preterm pre-
mature rupture of membranes was a rupture of the fetal mem-
branes for at least 18 h before labor began [11]. Respiratory distress
syndrome, patent ductus arteriosus, retinopathy of prematurity,
persistent pulmonary hypertension in the neonate, broncho-
pulmonary dysplasia, and necrotizing enterocolitis (NEC) were
common comorbidities in very preterm infants and were diag-
nosed by their definition or diagnostic criteria [12, 13]. Bacteremia
referred to detected bacteria in the blood culture. The neonatal
seizure was diagnosed by neonatologists/pediatric neurologists
based on clinical manifestations.

The brain ultrasound images were reviewed by board-
certificated pediatric neurologists at National Cheng Kung Uni-
versity Hospital [14, 15]. Both intraventricular hemorrhage (IVH)
and cystic PVL were diagnosed by brain ultrasound. Cystic PVL
was defined as periventricular echolucent cystic lesions detected
using ultrasound examination [16]. IVH was classified into three
grades (I–III) based on the location and extent of hemorrhage and
presence of ventricular dilatation [8]. Grade III IVH and any grade
of IVH with periventricular hemorrhage were regarded as high-
grade IVH [17].

Identification of Epilepsy and Its Associated Information
The parents underwent interviews and completed questionnaires

containing seizure type, anti-seizure medication, and the severity of
epilepsy at the follow-up visits. The seizure history reported by
parents was further validated by reviewing medical charts from
referral hospitals or pediatric practitioners after the last visit at the
corrected age of 5. Epilepsy was defined when at least two un-
provoked seizures occurred greater than 24 h apart, or one seizure
was with a relevant abnormal electroencephalographic pattern, or a
brain scan suggested a high probability of a second seizure [18]. The
classification of seizure type and the diagnosis of epileptic syndrome,
status epilepticus, and intractable epilepsy were based on the report
by International League against Epilepsy [19, 20].

Neurodevelopmental Outcome Assessment
During the follow-up visits, pediatric neurologists performed

neurological examinations, and child psychologists conducted
standard neurocognitive assessments. At the age of 2, the neu-
rodevelopment was assessed using the Bayley Scales of Infant
Development-II (BSID-II, Harcourt Brace & Company, San
Antonio, TX, USA) [21]. At the age of 5, the neurocognitive
function was assessed using the Wechsler intelligence tests (the
Wechsler Preschool and Primary Scale of Intelligence-Revised
[WPPSI-R]) to estimate verbal intelligence quotient (IQ), per-
formance IQ, and full-scale IQ scores [22]. Intellectual disability
was defined when a full-scale IQ score was below 70. Cerebral palsy
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was defined based on the abnormal muscle tonicity and the im-
pairment of gross motor function above level II of Gross Motor
Function Classification System [23].

Statistical Analysis
The statistical analyses were performed by using SPSS 20.0

software (IBM Corp., Armonk, NY, USA) or SAS 9.4 statistical
software (SAS Institute Inc., Cary, NC, USA). Continuous and
discrete variables were analyzed using the independent t test and
Fisher’s exact test. Univariate logistic regression was used for risk
factors to analyze the association between the morbidities and
outcomes. The potential factors with p < 0.05 in the univariate
analysis or with clinical significance were entered into a multi-
variate logistic regression model to calculate odds ratios and 95%
confidence intervals. A statistical significance was considered when
p < 0.05.

Results

In total, there were 1,342 very preterm infants enrolled
in this study. Among them, 239 (17.8%) died before
discharge, 10 had congenital anomalies, and 117 (10.7%)
lost to follow-up at age 5 (Fig. 1). Thus, 976 preterm
infants were included in the final analysis. Their mean GA
was 28.9 ± 2.8 weeks, and their mean birth weight was
1,120 ± 252 grams. In this cohort, 47 (4.8%) preterm
infants had cystic PVL.

Compared with the preterm infants without cystic
PVL, the preterm infants with cystic PVL had a male

predominance, younger GAs, lower birth weights, and
smaller head circumferences at birth (Table 1). The
prenatal factors such as eclampsia, maternal infections, or
preterm premature rupture of membranes were not as-
sociated with preterm infants with cystic PVL. Among
preterm-associated comorbidities during the neonatal
period, preterm infants with cystic PVL were more
common to have respiratory distress syndrome (which
required the treatment of surfactants), patent ductus
arteriosus, retinopathy of prematurity (more than stage
III), and bronchopulmonary dysplasia than the preterm
infants without cystic PVL (p < 0.05). They also more
often had NEC (stage III) (p = 0.005) but not bacteremia
(p = 0.868). Compared with the preterm infants without
cystic PVL, the preterm infants with cystic PVL were also
more likely to have other neurological comorbidities,
such as neonatal seizures and IVH (p < 0.001). After
adjusting for gender and GA, only NEC stage III and
neurological comorbidities, including neonatal seizures
and IVH, were independent comorbidities at risk for
cystic PVL (Table 2).

The most common neurological consequence of cystic
PVL was cerebral palsy (63.8%), followed by intellectual
disability (40.4%) and postnatal epilepsy (29.8%) (Table 3).
The prevalence of these neurological consequences was all
higher in the preterm infants with cystic PVL than the
preterm infants without cystic PVL (p < 0.001). As
mentioned above, NEC stage III, neonatal seizures, and

Fig. 1. Flowchart of study population.
Flowchart of the recruitment of very pre-
term infants who were enrolled, survived
till discharge, and were followed up pro-
spectively for assessment to the age of
5 years.

Postnatal Epilepsy after Periventricular
Leukomalacia

Neonatology
DOI: 10.1159/000529998

3

D
ow

nloaded from
 http://karger.com

/neo/article-pdf/doi/10.1159/000529998/3924430/000529998.pdf?casa_token=zO
bt7sw

ghlgAAAAA:bw
H

po7P0m
gYsD

s3hw
f-aFpG

ew
VLrluKPztH

szj3ad_o8P56i-Q
gBgXbYH

0O
18VM

TqSvhI3fFO
-E by N

ational C
hengchi U

niversity user on 10 July 2023

https://doi.org/10.1159/000529998


Table 1. Demographics and neonatal
comorbidities associated with
cystic PVL

No cystic PVL
(n = 929),
n (%)/mean±SD

Cystic PVL
(n = 47),
n (%)/mean±SD

p value

Basic information
Gender (male) 462 (49.7) 34 (72.3) 0.003
GA (weeks) 29±3 27±3 0.001
Birth weight (g) 1,126±251 1,019±264 0.005
Head circumference (cm) 25.9±2.2 25.0±2.4 0.038

Prenatal associations
Gestational diabetes 22 (2.4) 2 (4.3) 0.424
Preeclampsia/eclampsia 171 (18.4) 4 (8.5) 0.094
Maternal infectionsa 45 (4.8) 1 (2.1) 0.721
PPROM 293 (31.5) 16 (34.0) 0.749

Postnatal comorbidities
Hypoxia associated

RDS 872 (93.9) 45 (95.7) 0.617
RDS, surfactants 285 (30.7) 26 (55.3) 0.001
PDA 397 (42.7) 30 (63.8) 0.013
ROP 431 (46.4) 27 (57.4) 0.147
ROP ≥ stage III 78 (8.4) 9 (19.1) 0.021
PPHN 10 (1.1) 1 (2.1) 0.515
BPD 227 (24.4) 19 (40.4) 0.016

Inflammation associated
NEC 158 (17.0) 9 (19.1) 0.712
NEC, stage III 3 (0.3) 2 (4.3) 0.005
Bacteremia 227 (24.4) 12 (25.5) 0.868

Neurology associated
Neonatal seizure 9 (1.0) 6 (12.8) <0.001
IVH 223 (24.0) 32 (68.1) <0.001

BPD, bronchopulmonary dysplasia; PVL, periventricular leukomalacia; IVH, intra-
ventricular hemorrhage; NEC, necrotizing enterocolitis; PDA, patent ductus arteriosus;
PPHN, persistent pulmonary hypertension of newborn; PPROM, preterm premature
rupture of membranes; RDS, respiratory distress syndrome; ROP, retinopathy of
prematurity. aMaternal infections included bacteremia, genitourinary tract infection,
or chorioamnionitis.

Table 2. Univariate and multivariate
analysis of preterm comorbidities at
risk for cystic PVL

Crude OR (95% CI) p value Adjusted ORa (95% CI) p value

RDS, surfactants 2.8 (1.5–5.0) 0.001 1.9 (0.9–3.6) 0.062
PDA 1.7 (1.1–2.5) 0.013 1.5 (0.9–2.4) 0.102
ROP ≥ stage III 2.5 (1.1–5.3) 0.021 1.5 (0.7–3.4) 0.333
BPD 2.1 (1.1–3.8) 0.016 1.1 (0.5–2.3) 0.850
NEC, stage III 13.8 (2.2–84.5) 0.005 10.2 (1.5–67.4) 0.016
Neonatal seizure 15.0 (5.1–44.0) <0.001 11.1 (3.6–34.0) <0.001
IVH 6.8 (3.6–12.7) <0.001 5.6 (2.9–10.8) <0.001

BPD, bronchopulmonary dysplasia; IVH, intraventricular hemorrhage; NEC, nec-
rotizing enterocolitis; PDA, patent ductus arteriosus; RDS, respiratory distress syn-
drome; ROP, retinopathy of prematurity. aAdjust gender and GA.
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IVH were the risk comorbidities for cystic PVL. After
adjusting gender, GA, and the three risk comorbidities,
cystic PVLwas still an independent risk factor for postnatal
epilepsy (adjusted odds ratio: 16.7; 95% confidence in-
terval: 6.7–41.2; p < 0.001) in addition to cerebral palsy and
intellectual disability.

The incidence of postnatal epilepsy in preterm infants
with cystic PVL was 29.8% (14/47) in this prospective
cohort. The overall incidence of postnatal epilepsy in
preterm infants was 3.1% (30/976). In contrast, the inci-
dence of postnatal epilepsy in preterm infants without cystic
PVL was only 1.7% (16/929). Themost common etiology of
postnatal epilepsy in preterm infants without cystic PVL
was IVH (43.8%, 7/16), particularly IVH grade III with or
without periventricular hemorrhage (Table 4). Compared to
preterm infants without cystic PVL, the onset age of
postnatal epilepsy was older in preterm infants with cystic
PVL (p = 0.044) and was usually after the age of 1-2 years
(Fig. 2). The common seizure type of epilepsy in preterm
infants with cystic PVL was generalized seizure, while it was
focal seizure in preterm infants without cystic PVL. Three
preterm infants (one with cystic PVL, two without cystic
PVL) developed hypsarrythmia, and two of them evolved
into Lennox-Gastaut syndrome (one in each group) later. In
addition, postnatal epilepsy in preterm infants with cystic
PVL was less often intractable (p = 0.039) and less often led
to status epilepticus (p = 0.026) compared with postnatal
epilepsy in preterm infants without cystic PVL.

Discussion

Cystic PVL is the leading cause of cerebral palsy and
long-term neurological disability in children born pre-
term [3]. The current study showed that preterm infants

with cystic PVL had a male predominance and younger
GAs. Preterm infants with cystic PVL are commonly
associated with many postnatal comorbidities. After
adjusting for gender and GA, only NEC stage III, neonatal
seizures, and IVH were independent risk comorbidities of
cystic PVL. In this cohort, the most common neurological
consequence of cystic PVL at the age of 5 was cerebral
palsy, followed by intellectual disability and postnatal
epilepsy. After adjusting the three risk comorbidities of
cystic PVL, gender, and GA, postnatal epilepsy was also
an independent neurological consequence of cystic PVL
in addition to cerebral palsy and intellectual disability.
Compared to preterm infants without cystic PVL, the
seizure in preterm infants with cystic PVL was commonly
generalized and less intractable and usually had older age
of onset.

Gurses et al. [24] reported that 9 out of 19 (47%)
children with PVL had epilepsy, and the majority of them
had multiple seizure types. Ekici et al. [25] found that
postnatal epilepsy developed in 35 out of 108 (32%)
children with radiologically proven PVL. The most
common seizure patterns were generalized tonic-clonic
seizures (37%), followed by complex partial seizures
(31%). Humphreys et al. [26] reported that 40 out of 154
(26%) children with radiologically confirmed PVL had
postnatal epilepsy. These were all cross-sectional studies
at a single medical center, and they obtained the data on
epilepsy retrospectively. Neither did exclude the possible
contribution of other neurological comorbidities to
postnatal epilepsy. Compared with the studies mentioned
above, our study identified the PVL patients in a pro-
spective cohort of preterm infants from their neonatal
period and longitudinally followed until age 5. The in-
cidence of postnatal epilepsy after cystic PVL was 29.8%,
which was close to the previous studies. In addition, the

Table 3. Neurological consequence of cystic PVL

No cystic PVL
(n = 929),
n (%)

Cystic PVL
(n = 47),
n (%)

p value Adjusted ORa (95% CI) p value

Developmental outcomes at 24 months of age
MDI <85 297 (32.0) 34 (72.3) <0.001 6.9 (3.2–14.9) <0.001
PDI <85 232 (25.0) 37 (78.7) <0.001 15.5 (6.3–37.8) <0.001

Neurological outcomes at 5 years of age
Cerebral palsy 71 (7.6) 30 (63.8) <0.001 22.8 (11.1–46.7) <0.001
Intellectual disability (FIQ <70) 65 (7.0) 19 (40.4) <0.001 9.4 (4.7–18.8) <0.001
Postnatal epilepsy 16 (1.7) 14 (29.8) <0.001 16.2 (6.8–38.4) <0.001

MDI, Mental Developmental Index; PDI, psychomotor developmental index; FIQ, full-scale intelligence quotient; OR, odds ratio;
CI, confidence interval. aAdjust gender, GA, neonatal seizure, IVH, NEC stage III.
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results demonstrated that postnatal epilepsy was an in-
dependent neurological consequence of cystic PVL after
adjusting the contribution of other risk comorbidities in
preterm.

The neuropathological hallmark of PVL consists of
focal necrosis with marked surrounding microgliosis and
astrogliosis in the white matter. These damages usually
result from the preterm-birth-associated inflammatory or
hypoxic-ischemic insults during the GA range of
24–32 weeks [3–6]. During this critical period, the

pre-oligodendrocytes are emerging in the white matter of
the developing brain. Thus, the pre-oligodendrocytes
might also be injured in these preterm infants with
PVL. The damage or loss of pre-oligodendrocytes could
lead to the disruption of axonal maturation and conse-
quently impaired myelination in the white matter. It is
known that gamma-aminobutyric acid (GABA)ergic
neurons destined for the cerebral cortex migrate through
the white matter during late gestation (gestation of
26–38weeks) [27]. The disruption of axonal maturation
in the developing white matter of preterm infants with
PVL would disturb the migration of the GABAergic
neurons. This assumption could be supported by Rob-
inson et al. [28]. They found a reduction of GABAergic
neurons in the subplate from the postmortem cerebral
samples in preterm infants with known white matter
injury compared to controls with minimal white matter
gliosis [28]. Thus, white matter injury resulting from PVL
might disturb the migration of GABAergic neurons to the
cerebral cortex and might subsequently reduce the devel-
opment of cortical inhibitory circuits in preterm infants.

The epileptogenic process is quite unique in the im-
mature brain because GABA is excitatory instead of
inhibitory in the immature brain [29]. GABA becomes
inhibitory later due to the delayed expression of chloride
exporters, which leads to a negative shift in the reversal
potential for chloride ions [30]. Based on the evidence
from animal studies, the maturation of GABA-mediated

Table 4. Very preterm infants with
postnatal epilepsy subdivided by
cystic PVL

No cystic PVL
(n = 16),
n (%)/mean±SD

Cystic PVL
(n = 14),
n (%)/mean±SD

p value

Basic information
Gender (male) 7 (43.8) 11 (78.6) 0.072
GA (weeks) 27.5±2.3 27.5±3.5 1.000
Birth weight (g) 999±276 1,028±304 0.784

Neonatal comorbidities
NEC, stage III 1 (6.3) 1 (7.1) 1.000
Neonatal seizure 1 (6.3) 5 (35.7) 0.072
IVH 7 (43.8) 10 (71.4) 0.159

Epilepsy characteristics
Seizure onset age (months) 16±12 26±15 0.044
Seizure type

Generalized 8 (50.0) 13 (92.9) 0.017
Focal 11 (68.8) 4 (28.6) 0.066

Epileptic syndromea 2 (12.5) 1 (7.1) 1.000
Intractable epilepsy 7 (43.8) 1 (7.1) 0.039
Status epilepticus 9 (59.8) 2 (14.2) 0.026

IVH, intraventricular hemorrhage; NEC, necrotizing enterocolitis. aEpileptic syn-
drome included infantile epileptic spasms syndrome and Lennox-Gastaut syndrome.
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Fig. 2. Onset age of epilepsy in preterm infants with or without
cystic PVL.
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inhibition is gradually reached after the second postnatal
week in rats, equivalent to around 1-2 years old in
humans [31]. If the epileptogenesis of PVL is through the
disturbance of GABAergic cortical circuit, epilepsy after
PVL will be expected to occur after 1-2 years of age. This
assumption was supported by our findings that postnatal
epilepsy in preterm infants with cystic PVL almost oc-
curred after 1-2 years of age (Fig. 2), and the onset age of
epilepsy was older than it in preterm infants without
cystic PVL. Nevertheless, future studies are needed to
validate this assumption.

This study has its strengths and limitations. The strength
is that it included a large cohort of very preterm infants with
5-year follow-up assessments. The limitations are a rela-
tively small number of cystic PVL or epilepsy, a wide range
of GA, and no genetic survey of epilepsy in our patients. The
influence of the wide range of GA on neurological outcomes
might be diminished by adjusting GA in the multivariate
analysis used in our study. The individual etiology of ep-
ilepsy in our patients did not be comprehensively surveyed.
For example, the influence of genetic problems could not be
excluded. In addition, our study detected cystic PVL using
ultrasound examination instead of magnetic resonance
neuroimaging. Althoughmagnetic resonance neuroimaging
is believed to be more sensitive than ultrasound in detecting
subtle white matter abnormalities, cystic PVL can be rec-
ognized with serial brain ultrasound.

Conclusion

Cystic PVL in very preterm infants is an independent
risk factor for postnatal epilepsy. Preterm infants with
cystic PVL are at increased risk of developing postnatal
epilepsy after age 1 in addition to cerebral palsy.

Acknowledgments

We express our gratitude to the patients, their caretakers, and
the clinical and laboratory staff from National Cheng Kung
University Hospital. We also thank the Taiwan Premature Baby
Foundation and all team members in charge of the data collection

and assessment of the children and Prof. Tsu-Fu Yeh for his
valuable advice.

Statement of Ethics

This study protocol was reviewed and approved by the
Institutional Review Board of National Cheng Kung University
Hospital (NCKUH-ER-98-135). Informed written consent was
obtained from their parents.

Conflict of Interest Statement

All authors declare no conflict of interest and no financial
relationships that could be broadly relevant to the work.

Funding Sources

This study was supported by grants from National Cheng Kung
University Hospital (NCKUH-10902056, -11002004, -11102029) and
Ministry of Science and Technology (MOST 110-2314-B-006-049,
111-2314-B-006-082) of Taiwan.

Author Contributions

Dr. Po-Ming Wu collected data, carried out the initial ana-
lyses, drafted the initial manuscript, and revised the manuscript.
Dr. Chen-Yu Wu collected data and carried out the initial
analyses. Prof. Chung-I Li checked the results of statistical
analysis and critically reviewed the manuscript for important
intellectual content. Prof. Chao-Ching Huang designed the data
collection instruments, coordinated and supervised data col-
lection, and critically reviewed the manuscript for important
intellectual content. Prof. Yi-Fang Tu conceptualized and
designed the study, carried out the initial analyses, and reviewed
and revised the manuscript. All authors approved the final
manuscript as submitted and agree to be accountable for all
aspects of the work.

Data Availability Statement

All data generated or analyzed during this study are included in
this article. Further inquiries can be directed to the corresponding
author.

References

1 Rautava L, Eskelinen J, Häkkinen U, Lehto-
nen L; PERFECT Preterm Infant Study
Group. 5-year morbidity among very preterm
infants in relation to level of hospital care.
JAMA Pediatr. 2013;167(1):40–6.

2 Bass WT. Periventricular leukomalacia.
Neoreviews. 2011;12(2):e76–84.

3 Ahya KP, Suryawanshi P. Neonatal peri-
ventricular leukomalacia: current perspec-
tives. Res Rep Neonatol. 2018;8:1–8.

4 Schneider J, Miller SP. Preterm brain Injury:
white matter injury. Handb Clin Neurol.
2019;162:155–72.

Postnatal Epilepsy after Periventricular
Leukomalacia

Neonatology
DOI: 10.1159/000529998

7

D
ow

nloaded from
 http://karger.com

/neo/article-pdf/doi/10.1159/000529998/3924430/000529998.pdf?casa_token=zO
bt7sw

ghlgAAAAA:bw
H

po7P0m
gYsD

s3hw
f-aFpG

ew
VLrluKPztH

szj3ad_o8P56i-Q
gBgXbYH

0O
18VM

TqSvhI3fFO
-E by N

ational C
hengchi U

niversity user on 10 July 2023

https://www.karger.com/Article/FullText/529998?ref=1#ref1
https://www.karger.com/Article/FullText/529998?ref=2#ref2
https://www.karger.com/Article/FullText/529998?ref=3#ref3
https://www.karger.com/Article/FullText/529998?ref=4#ref4
https://doi.org/10.1159/000529998


5 Volpe JJ. Brain injury in premature infants: a
complex amalgam of destructive and devel-
opmental disturbances. Lancet Neurol. 2009;
8(1):110–24.

6 Folkerth RD. Periventricular leukomalacia:
overview and recent findings. Pediatr Dev
Pathol. 2006;9(1):3–13.

7 Staudt M, Pavlova M, Böhm S, Grodd W,
Krägeloh-Mann I. Pyramidal tract damage
correlates with motor dysfunction in bilateral
periventricular leukomalacia (PVL). Neuro-
pediatrics. 2003;34(4):182–8.

8 Volpe JJ. Neurology of the newborn. 5th ed.
Philadelphia, PA: WB Saunders; 2018.

9 Croke L. Gestational hypertension and pre-
eclampsia: a practice bulletin from ACOG.
Am Fam Physician. 2019;100(10):649–50.

10 Mack LR, Tomich PG. Gestational diabetes:
diagnosis, classification, and clinical care.
Obstet Gynecol Clin North Am. 2017;44(2):
207–17.

11 Medina TM, Hill DA. Preterm premature
rupture of membranes: diagnosis and manage-
ment. Am Fam Physician. 2006;73(4):659–64.

12 Taeusch HW, Ballard RA, Avery ME, Glea-
son CA. Avery’s diseases of the newborn.
Philadelphia, Pa: W.B. Saunders; 2005.

13 Tu YF, Wang ST, Shih HI, Wu PM, Yu WH,
Huang CC. Epilepsy occurrence after neo-
natal morbidities in very preterm infants.
Epilepsia. 2019;60(10):2086–94.

14 Wu PM, Shih HI, Yu WH, Chen LW, Wang
LC, Huang CC, et al. Corpus callosum and
cerebellar vermis size in very preterm infants:
relationship to long-term neurodevelopmental
outcome. Pediatr Neonatol. 2019;60(2):178–85.

15 Tu YF, Chen CY, Lin YJ, Chang YC, Huang
CC. Neonatal neurological disorders involv-
ing the brainstem: neurosonographic ap-
proaches through the squamous suture and
the foramen magnum. Eur Radiol. 2005;
15(9):1927–33.

16 Govaert P, de Vries LS. An atlas of neonatal
brain sonography. 2nd ed. London, UK: Mac
Keith; 2010.

17 McCrea HJ, Ment LR. The diagnosis, man-
agement, and postnatal prevention of intra-
ventricular hemorrhage in the preterm
neonate. Clin Perinatol. 2008;35:777.

18 Fisher RS, Acevedo C, Arzimanoglou A,
Bogacz A, Cross JH, Elger CE, et al. ILAE
official report: a practical clinical definition of
epilepsy. Epilepsia. 2014;55(4):475–82.

19 Scheffer IE, Berkovic S, Capovilla G, Con-
nolly MB, French J, Guilhoto L, et al. ILAE
classification of the epilepsies: position paper
of the ILAE commission for classification and
terminology. Epilepsia. 2017;58(4):512–21.

20 Trinka E, Cock H, Hesdorffer D, Rossetti AO,
Scheffer IE, Shinnar S, et al. A definition and
classification of status epilepticus: report of
the ILAE task force on classification of status
epilepticus. Epilepsia. 2015;56(10):1515–23.

21 Moore DG, Goodwin JE, Oates JM. A
modified version of the Bayley Scales of In-
fant Development-II for cognitive matching
of infants with and without down syndrome.
J Intellect Disabil Res. 2008;52(Pt 6):554–61.

22 Wechsler D. Manual for the wechsler Preschool
and primary scale of intelligence-revised. San
Antonio: Psychological Corporation; 1989.

23 Reid SM, Carlin JB, Reddihough DS. Using
the Gross Motor Function Classification
System to describe patterns of motor severity
in cerebral palsy. Dev Med Child Neurol.
2011;53(11):1007–12.

24 Gurses C, Gross DW, Andermann F, Bastos
A, Dubeau F, Calay M, et al. Periventricular
leukomalacia and epilepsy: incidence and
seizure pattern. Neurology. 1999;52(2):
341–5.

25 Ekici B, Aydınlı N, Aydın K, Çalışkan M,
Eraslan E, Özmen M. Epilepsy in children
with periventricular leukomalacia. Clin
Neurol Neurosurg. 2013;115(10):2046–8.

26 Humphreys P, Deonandan R, Whiting S,
Barrowman N,Matzinger MA, Briggs V, et al.
Factors associated with epilepsy in children
with periventricular leukomalacia. J Child
Neurol. 2007;22(5):598–605.

27 Robinson S, Li Q, Dechant A, Cohen ML.
Neonatal loss of gamma-aminobutyric acid
pathway expression after human perinatal
brain injury. J Neurosurg. 2006;104(6 Suppl l):
396–408.

28 Robinson S, Mikolaenko I, Thompson I,
Cohen ML, Goyal M. Loss of cation-chloride
cotransporter expression in preterm infants
with white matter lesions: implications for
the pathogenesis of epilepsy. J Neuropathol
Exp Neurol. 2010;69(6):565–72.

29 Ben-Ari Y. The GABA excitatory/inhibitory
developmental sequence: a personal journey.
Neuroscience. 2014;279:187–219.

30 Ben-Ari Y. Excitatory actions of GABA
during development: the nature of the nur-
ture. Nat Rev Neurosci. 2002;3(9):728–39.

31 Rakhade SN, Jensen FE. Epileptogenesis in
the immature brain: emerging mechanisms.
Nat Rev Neurol. 2009;5(7):380–91.

8 Neonatology
DOI: 10.1159/000529998

Wu/Wu/Li/Huang/Tu

D
ow

nloaded from
 http://karger.com

/neo/article-pdf/doi/10.1159/000529998/3924430/000529998.pdf?casa_token=zO
bt7sw

ghlgAAAAA:bw
H

po7P0m
gYsD

s3hw
f-aFpG

ew
VLrluKPztH

szj3ad_o8P56i-Q
gBgXbYH

0O
18VM

TqSvhI3fFO
-E by N

ational C
hengchi U

niversity user on 10 July 2023

https://www.karger.com/Article/FullText/529998?ref=5#ref5
https://www.karger.com/Article/FullText/529998?ref=6#ref6
https://www.karger.com/Article/FullText/529998?ref=6#ref6
https://www.karger.com/Article/FullText/529998?ref=7#ref7
https://www.karger.com/Article/FullText/529998?ref=7#ref7
https://www.karger.com/Article/FullText/529998?ref=8#ref8
https://www.karger.com/Article/FullText/529998?ref=9#ref9
https://www.karger.com/Article/FullText/529998?ref=10#ref10
https://www.karger.com/Article/FullText/529998?ref=11#ref11
https://www.karger.com/Article/FullText/529998?ref=12#ref12
https://www.karger.com/Article/FullText/529998?ref=13#ref13
https://www.karger.com/Article/FullText/529998?ref=14#ref14
https://www.karger.com/Article/FullText/529998?ref=15#ref15
https://www.karger.com/Article/FullText/529998?ref=17#ref17
https://www.karger.com/Article/FullText/529998?ref=18#ref18
https://www.karger.com/Article/FullText/529998?ref=19#ref19
https://www.karger.com/Article/FullText/529998?ref=20#ref20
https://www.karger.com/Article/FullText/529998?ref=21#ref21
https://www.karger.com/Article/FullText/529998?ref=23#ref23
https://www.karger.com/Article/FullText/529998?ref=24#ref24
https://www.karger.com/Article/FullText/529998?ref=25#ref25
https://www.karger.com/Article/FullText/529998?ref=25#ref25
https://www.karger.com/Article/FullText/529998?ref=26#ref26
https://www.karger.com/Article/FullText/529998?ref=26#ref26
https://www.karger.com/Article/FullText/529998?ref=27#ref27
https://www.karger.com/Article/FullText/529998?ref=28#ref28
https://www.karger.com/Article/FullText/529998?ref=28#ref28
https://www.karger.com/Article/FullText/529998?ref=29#ref29
https://www.karger.com/Article/FullText/529998?ref=30#ref30
https://www.karger.com/Article/FullText/529998?ref=31#ref31
https://doi.org/10.1159/000529998

	Association of Cystic Periventricular Leukomalacia and Postnatal Epilepsy in Very Preterm Infants
	Introduction
	Methods
	Study Population
	Definition of Clinical Co-Variables
	Identification of Epilepsy and Its Associated Information
	Neurodevelopmental Outcome Assessment
	Statistical Analysis

	Results
	Discussion
	Conclusion
	Acknowledgments
	Statement of Ethics
	Conflict of Interest Statement
	Funding Sources
	Author Contributions
	Data Availability Statement
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /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
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /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 150
  /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 150
  /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

  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. 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 best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /DEU <>
  >>
  /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 /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice


