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Cytokine profiles of newborns exposed to chorio-
amnionitis who developed chronic lung disease
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INTRODUCTION : Neonatal chronic lung disease
(CLD) is caused by intrauterine infections, pressure
damage, and oxygen toxicity caused by postnatal
respiratory management. Inflammatory cytokines are
strongly induced in CLD, particularly when intrauterine
infections, such as chorioamnionitis (CAM) occurrs.
In this study, serum cytokine levels of newborns with
CLD were comprehensively analyzed at birth, and the
association between respiratory prognosis and severity
were investigated.

METHODS : A total of 18 patients, diagnosed as having
CLD36 (CLD36 was defined as requiring oxygen at a
corrected gestational age of 36 weeks, i.e., the need of
auxiliary ventilation, such as positive pressure
ventilation) after admitted in Neonatal Intensive Care
Unit (NICU) between March 2018 and October 2019
were included in the study, and their cytokine levels were
analyzed. The subjects were classified into 2 groups ; 9
CAM patients and 9 nonCAM patients, and their
backgrounds were analyzed. Serum cytokines from
samples on day 0 was measured and compared between
the 2 groups. Levels of cytokines interluekin (IL)-1B,
IL-6, IL-8, IL-10, and tumor necrosis factor (TNF)-
were measured using the Bio-Plex suspension array
(Bio-Rad Laboratories). The number of white blood
cells (WBC), C-reactive protein (CRP) and serum
IgM, duration of respiratory management were also
compared between the 2 groups.

RESULTS : In the CAM group, there were 4 patients
who received home oxygen therapy and 1 death. IL-8
levels were significantly higher in the CAM group than
in the non CAM group (P<0.05). The IL-8/IL-10
cytokine ratio tended to be higher in the non CAM group,
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but the difference was not statistically significant.

CONCLUSION : IL-8 levels were significantly higher
in the CAM group than in the nonCAM group. Patients
with increased serum IgM levels or IL-8/IL-10 tended to
require a longer duration of respiratory management.
Therefore, IL-8/IL-10 may be a useful biomarker to
predict the respiratory prognosis of extremely preterm

infants.

2-3.
Y7774 v 2% AL/ Loyes-Dietz fE1&Ef
DIREEEF & RREDFEM

(& AR B E 2 420 0 - BERIRL)
OmlE Hiz
(RREA Bl H 0 B )
JE ZEL AR pRET
CNERE - BEIE)
e R

Loyes-Dietz JEfEEE (LDS) 138 Ge o8 4 & (2
& & 2HPVENR T, REIRNEZ TRE L, (O
BR BHR B SN IEREET A8
GWOKEHMERTH L, FOMIKRIEIE, Marfan
SEMERE (MFS) X° Shprintzen-Goldberg JiE & #f |2 F 2L
L 72 BHEARINE & B8 &3 HER D b BT REIR
DI H 2T HIER F TIRIA V. LA L KBRS -
fEEE. BIRIEIT 2 O MEREIZITIZEFTRD,
MFS (2 L & 0 5 4F I C o KB IRIE TR < i B s
e Z BN H B 72, FEIZH - a2 17 -
TWL BEDDH L, LDS 1Z. MFS DS Wi TH
% Ghent 2EHEZ (i 729720 MFS L &b 2 &
b4 <. WL LDS (2 HFEAY 72 R T R O R
EBIGTNT AT ) CENEETH L, TNETHR
& T v % 5 [ 5# {5 T (X TGFBR1. TGFBR2,
SMAD2. SMAD3. TGFB2, TGFB3 ® 6 {55 TH 1) .
NS DBIETEWIIVTILD TGEB ¥ 7 F Vini#
WZREE L T 5,

F 41, LDS O KER T tgfbr2 5 —7 v b
ELT AT IAT Y TREZFISEITEL T *
VT yFRery At )T (MO) & HWTLDS €7
VT 4y i EHE L7z, 1R oI
tgfbr2 DMO 2~ A a2y arlizel
A Wb s HiglZ, ERORE., ThoEi,. OF

(8)



— 94 — O

7 & LDS &7 KB % ¥ o 7oA 7RO &
n7z.

Lfh, TOLDSEFNT 4 v akfn,
TGFB ¥ 7' F)v & LDS O¥EiE & OB % L Tw
{FETH 5

2-4.,
Different phenotypes in three patients with SC-
N2A variant
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SCN2A encodes voltage-gated sodium channel subunit
alpha Navl.2 expressed in the brain, especially in
humans. Mutations of SCN2A can cause various
neurodevelopmental disease including epilepsy,
intellectual disability and developmental disorder.

(Case presentation) Case 1 (4-year-old male) :
Apnea and asymmetric tonic posturing occurred since
newborn period. Rhythmic sharp-and-spike waves in
the left frontal and temporal lobes were noted on an
electroencephalogram (EEG), for which treatment with
PB and MDL was started at 4 days old. The SCN2A
mutation ¢.4718T>C (p.L1573P) was confirmed by
genetic testing. VPA and diazepam were ineffective,
but lidocaine provided sufficient control. Eventually,
He has

moderate developmental delay. Case 2 (2-year-old

the seizures disappeared without medication.

male) : Respiratory disturbance developed after birth,
with systemic tonic seizures occurring at 8 days old.
An EEG revealed highvoltage slow waves. The SCN2A
mutation ¢.4780T>C (p.Trp1594Arg) was confirmed by
genetic testing.
CBZ, CZP, ZNS and LID, although severe developmental
delay persisted. Case 3 (8-month-old girl) : Systemic

The symptoms were controlled with

tonic seizures occurred at 1 day old and spasms
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developed. An EEG revealed a suppression-burst
pattern and the patient was diagnosed with Ohtahara
syndrome at 3 months old. The SCN2A mutation
c.4782G>C (p.Trp1594Cys) was confirmed by genetic
testing. The symptoms were controlled with PB and
mexiletine, although severe developmental delay
persisted.

(Conclusion) These patients exhibited close mutation
sites, although their neurological prognoses were
different. As hypoxic ischemic encephalopathy and
Ohtahara syndrome were noted in Cases 2 and 3,
respectively, other neurological complications need to be

explored with reference to previous reports.
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