26

27



N

09710

H5N1

2009

2014/2015

HMGB1

2014



10

11

12

13

14

15

16

17

ACHIN1)pdm09

(HINL)

WHO

extracorporeal membrane oxygenation; ECMO



26

26

LDH

WHO

ECMO

Interferon

2015

2009

AH1pdm
/
ARDS SIDS
8 93 9 6
AH7N9
WHO/SARI
type-
SETDB2
HMGB1

HMGB1




¢ )]

ICU PICU
(

AH7N9  2009pdm  H5N1

ICU PICU
ECMO

1. AH7N9 AH5N1




(
HMGB1 ) )
(MERS
)
4.
B.
2
2
AH7N9S

AH7N9

:ll: :::::j:::g;“:D cuC >
$ | O PICUC )

R 2

SFTS

A(H7N9)
A(H7N9)
WHO
A(HIN )pdm
» HMGB-1
1 ARDS
26 2009 SIDS
AH1pdm




2015 8 93
9 6 WHO
WHO/SARI
ECMO
LDH

AH7N9

3
3
3

4 type- Interferon

SETDB2

AH7N9



HMGB1

HMGBL(  4) 5

High—Mobility Group Box-1 (HMGB1)

DNA DNA
RAGE

‘III' ) * >
o * & TLR2

; ®%
i) > e P

HMGB1

HM GB1
Ito Y et al. Cytokine 2011 ‘

Momonaka H et al. Brain Dev. 2014

HM GB1

100+ e ke
=1 D A YT, 3R
7 ¢ Control
I s ,
50- S -
+ o
- *p<0.01 vs. Control SOl uNe |
0 T T 1 200 pm
0 10 20 30

1.0x108 ]
4000

» O HMGB1
0
% 1.0x107 3000
o o
— £ 2000
Z  1.0x10¢ s
E 1000

1.0x105 o 0 0

5 7 10 Control o-HMGB" Control a-HMGB1 Control -HMGB1

Day after inoculation \ I
HMGB1



AH1pdm

DNA

IgE

100 200

WHO

AH7N9

HMGB1

HMGB1

AH7N9  AH1pdm

Tsuge M, Oka T, Yamashita N, Saito Y,
Fujii Y, Nagaoka Y, Yashiro M, Tsukahara H,
Morishima T. Gene expression analysis in
children with complex seizures due to
influenza A(H1N1)pdmO9 or rotavirus
gastroenteritis. J NeuroVirol 20 (1): 73-84,
2014.

Yamayoshi S, Yamada S, Fukuyama S,
Murakami S, Zhao D, Uraki R, Watanabe T,
Tomita Y, Macken C, Neumann G,
Kawaoka Y. Virulence-affecting amino acid
changes in the PA protein of H7N9
influenza A viruses. J Virol
88:3127-3134, 2014.

Neumann G, Macken CA, Kawaoka Y.
Identification of amino acid changes that
may have been critical for the genesis of
A(H7N9) influenza viruses. J Virol
88:4877-4896, 2014.

Sakai-Tagawa Y, Ozawa M, Yamada S,
Uchida Y, Saito T, Takahashi K, Sugaya N,
Tashiro M, Kawaoka Y. Detection sensitivity
of influenza rapid diagnostic tests.
Microbiol Immunol 58:600-606, 2014.

Tsukahara H. Oxidative stress

biomarkers: Current status and future



perspective.
In “Oxidative Stress in Applied Basic
Research and Clinical Practice - Pediatric
Disorders”, ed. Tsukahara H, Kaneko K.
Springer, Berlin, Germany, 2014; 87-113.
Yashiro M, Tsukahara H, Morishima T.
Thioredoxin therapy: Challenges in
translational research.
In “Oxidative Stress in Applied Basic
Research and Clinical Practice - Pediatric
Disorders”, ed. Tsukahara H, Kaneko K.
Springer, Berlin, Germany, 2014; 233-252.
Tsukahara H, Yashiro M, Nagaoka Y,
Morishima T.
Infectious and inflammatory disorders.
In “Oxidative Stress in Applied Basic
Research and Clinical Practice - Pediatric
Disorders”, ed. Tsukahara H, Kaneko K.
Springer, Berlin, Germany, 2014; 371-386.
Nagasaka H, Tsukahara H, Miida T.
Oxidative stress in inherited metabolic
diseases.
In “Oxidative Stress in Applied Basic
Research and Clinical Practice - Pediatric
Disorders”, ed. Tsukahara H, Kaneko K.
Springer, Berlin, Germany, 2014; 387-404.

ECMO
Vol.26, No.11, 2014,
pp1484-91

ECMO

INTENSIVIST Vol.7, No.1, 2015, pp93-100
Nosaka N, Yashiro M, Yamada M, et al.

Anti-High Mobility Group Box-1 Antibody

Treatment Provides Protection against

(H1N1)-Induced

Pneumonia in Mice. Crit Care Med

Influenza A Virus

Tsuge N, Oka T, Yamashita N, et al. Gene

expression analysis in children with
complex seizures due to influenza
A(H1N1)pdmOQ9 or rotavirus gastroenteritis.
J Neurovirol.2014:20(1):73-84.

XuY, Ito T, Fushimi S, Takahashi S,
Itakura J, Kimura R, Sato M, Mino M,
Yoshimura A, Matsukawa A. Spred-2
deficiency exacerbates
lipopolysaccharide-induced acute lung
inflammation in mice.PLoS One. 2014 Oct
2;9(9):e108914

Momonaka H, Hasegawa S, et al. High
mobility group box 1 in patients with 2009
pandemic H1N1 influenza-associated
encephalopathy. Brain Dev. 2014; 36:
484-8.

Hasegawa S, Matsushige T, et al. Serum
and cerebrospinal fluid levels of visinin-like
protein-1 in acute encephalopathy with
biphasic seizures and late reduced
diffusion. Brain Dev. 2014,36: 608-12.

Kajimoto M, Hasegawa S, et al. An
11-year-old girl with recurrent bacterial
meningitis due to liquorrhea caused by
bone malformation of the skull base. Brain
Dev. 2014, 36: 637-40.

Takahashi K, Hasegawa S, et al. Serum
tau protein level serves as a predictive
factor for neurological prognosis in
neonatal asphyxia. Brain Dev. 2014, 36:
670-5.

Inamura N, Miyashita N, Hasegawa S, et
al. Management of refractory Mycoplasma
pneumoniae pneumonia: Utility of
measuring serum lactate dehydrogenase
level. J Infect Chemother. 2014; 20: 270-3.

Okada S, Hasegawa S, et al. Anovel de
novo mutation of B-cardiac myosin heavy
chain gene found in a twelve-year-old boy

with hypertrophic cardiomyopathy. J Genet.



2014; 93: 557-60.

Inoue H, Hasegawa S, et al. Traumatic
head injury mimicking AESD. Pediatr Int.
2014, 56: e58-61.

Hasegawa S, Wakiguchi H, et al. Cytokine
profile of bronchoalveolar lavage fluid from
a mouse model of bronchial asthma during
seasonal H1N1 infection. Cytokine. 2014,
69; 206-210.

Kittaka S, Hasegawa S, et al. Serum
levels of matrix metalloproteinase-9 and
tissue inhibitor of metalloproteinases-1 in
human herpesvirus-6-infected infants with
or without febrile seizures. J Infect
Chemother. 2014; 20: 716-21.

Maeba S, Hasegawa S, et al. Successful
treatment of corticosteroid with antiviral
therapy for a neonatal liver failure with
disseminated herpes simplex virus
infection. Am J Perinatol Rep. 2014, in
press.

Okada S, Hasegawa S, et al. Acute
pericardial effusion representing the
TNF-a-mediated severe inflammation but
not the coronary artery outcome of
Kawasaki disease. Scand J Rheumatol.
2014; 29:1-6.

Hasegawa S, Matsushige T, et al. A
nationwide survey of
opsoclonus-myoclonus syndrome in
Japanese children. Brain Dev. 2014, in
press.

Wakiguchi H, Hasegawa S, et al. The
relationship between T cell HLA-DR
expression and intravenous
immunoglobulin treatment response in
Kawasaki disease. Pediatr Res. 2014, in
press.

Kimura H, Hasegawa S, et al. Molecular
evolution of the VP1, VP2, and VP3 genes

in human rhinovirus species C. Sci Rep
2015, in press.

Wakiguchi H, Hasegawa S, et al.
Long-lasting non-IgE-mediated
gastrointestinal cow’s milk allergy in infants
with Down syndrome. Pediatr Allergy

Immunol. 2015, in press.

H1N1 2009
45(11):1965-1970, 2013.

Takashita E, Fujisaki S, Kishida N, Xu H,
Imai M, Tashiro M, Odagiri T; Influenza
Virus Surveillance Group of Japan.
Characterization of neuraminidase
inhibitor-resistant influenza A(H1N1)pdm09
viruses isolated in four seasons during
pandemic and post-pandemic periods in
Japan. Influenza Other Respir
Viruses.2013;7(6):1390-9.

Mitamura K, Shimizu H, Yamazaki M,
Ichikawa M, Nagai K, Katada J, Wada A,
Kawakami C, Sugaya N. Clinical evaluation
of highly sensitive silver amplification
immunochromatography systems for rapid
diagnosis of influenza. J Virol Methods.
2013;194(1-2):123-8.

Mitamura K, Kawakami C, Shimizu H, Abe
T, Konomi Y, Yasumi Y, Yamazaki M,
Ichikawa M, Sugaya N. Evaluation of a new
immnochromatographic assay for rapid
identification of influenza A, B and
A(H1N1)2009 viruses. J Infect Chemother.
2013; 19(4):633-8.

Morichi S, Yamanaka G, Ishida Y, Oana S,
Kashiwagi Y, Kawashima H. Brain-derived
neurotrophic factor and interleukin-6 levels
in the serum and cerebrospinal fluid of
children with viral infection-induced
encephalopathy. Neurochem Res
39(11):2143-2149, 2014



Kashiwagi Y, Kawashima H, Suzuki S,
Nishimata S, Takekuma K, Hoshika A.
Marked elevation of excitatory amino acids
in cerebrospinal fluid obtained from
patients with rotavirus-associated
encephalopathy. J Clin Lab Anal, 2014
Aug 17.doi: 10.1002/jcla.21774,2014

Ishida Y, Kawashima H, Morichi S,
Yamanaka G, Okumura A, Nakagawa S,
Morishima T. Brain magnetic resonance
imaging in acute phase of pandemic
influenza A (H1N1) 2009-associated
encephalopathy in children.
Neuropediatrics 46(1):20-5. 2015

21-29,2014

MRI RS
1 . 26 2
241-246,2014

46(9):419-1420,2014

RS
32 3 :3643,2014

Kawai, N. et al., Increased symptom
severity but unchanged neuraminidase
inhibitor effectiveness for A(H1N1)pdm09
in the 2010-2011 season: comparison with
the previous season and with seasonal
A(H3N2) and B. Influenza Other Respi
Viruses, 2013  7(3):448-55.

2014-2015
29 2
1-49 2014

Niizuma T, Okumura A, Kinoshita K,
Shimizu T. Acute encephalopathy
associated with human metapneumovirus
infection. Jpn J Infect Dis 2014; 67(3):
213-215.

Takanashi J, Taneichi H, Misaki T, Yahata
Y, Okumura A, Ishida Y, Miyawaki T, Okabe
N, Sata T, Mizuguchi M. Clinical and
radiologic features of encephalopathy
during 2011 E coli O111 outbreak in Japan.
Neurology 2014; 82(7): 564-572.

Kato T, Tsuji T, Hayakawa F, Kubota T,
Kidokoro H, Natsume J, Watanabe K,
Okumura A.A new electroencephalogram
classification with reduced recording time
in asphyxiated term infants. Brain Dev
2014; 36: 372-379.

Tsuji T, Okumura A, Kidokoro H,
Hayakawa F, Kubota T, Maruyama K, Kato
T, Oshiro M, Hayakawa M, Watanabe K.
Differences between periventricular
hemorrhagic infarction and periventricular
leukomalacia. Brain Dev 2014;
36(7):555-562.

Ando N, Okumura A, Kobayashi S,
Negishi Y, Hattori A, Okanishi T, Abe S,
Ikeno M, Igarashi A, Saitoh S, Shimizu T.
Fulminant encephalopathy with marked
brain edema and bilateral thalamic lesions.
Neuropediatrics 2014; 45(4): 256-260.

Natsume J, Maeda N, Itomi K, Kidokoro H,
Ishihara N, Takada H, Okumura A, Kubota
T, Miura K, Aso K, Morikawa T, Kato K,
Negoro T, Watanabe K. PET in Infancy
Predicts Long-Term Outcome during
Adolescence in Cryptogenic West

Syndrome. Am J Neuroradiol 2014;



35(8):1580-1585.

Tanuma N, Miyata R, Nakajima K,
Okumura A, Kubota M, Hamano S,
Hayashi M. Changes in Cerebrospinal
Fluid Biomarkers in Human
Herpesvirus-6-Associated Acute
Encephalopathy/Febrile Seizures.
Mediators Inflamm 2014; 2014: 564091.

Igarashi A, Okumura A, Komatsu M,
Tomita O, Abe S, lkeno M, Saito M,
Nakazawa T, Shimizu T.
Amplitude-integrated EEG revealed
nonconvulsive status epilepticus in children
with non-accidental head injury. Eur J
Paediatr Neurol 2014; 18(6): 806-810.

Kurahashi N, Tsuji T, Kato T, Ogaya S,
Umemura A, Yamada K, Kurahashi H,
Maruyama K, Takeuchi T, Kubota T, Saitoh
S, Natsume J, Okumura A.Thalamic
lesions in acute encephalopathy with
biphasic seizures and late reduced
diffusion. Pediatr Neurol 2014; 51(5):
701-705.

Nakazawa M, Akasaka M, Hasegawa T,
Suzuki T, Shima T, Takanashi JI,
Yamamoto A, Ishidou Y, Kikuchi K, Niijima
S, Shimizu T, Okumura A. Efficacy and
safety of fosphenytoin for acute
encephalopathy in children. Brain Dev
2014 in press.

Hasegawa S, Wakiguchi H, Okada S, Gui
Kang Y, Fujii N, Hasegawa M, Hasegawa H,
Ainai A, Atsuta R, Shirabe K, Toda S,
Wakabayashi-Takahara M, Morishima T,
Ichiyama T. Cytokine profile of
bronchoalveolar lavage fluid from a mouse
model of bronchial asthma during seasonal
H1N1 infection. Cytokine. 2014
Oct;69(2):206-10. Epub 2014 Jul 6.

Watanabe T, Zhong G, Russell CA,

Nakajima N, Hatta M, Hanson A, McBride
R, Burke DF, Takahashi K, Fukuyama S,
Tomita Y, Maher EA, Watanabe S, Imai M,
Neumann G, Hasegawa H, Paulson JC,
Smith DJ, Kawaoka Y. Circulating avian
influenza viruses closely related to the
1918 virus have pandemic potential. Cell
Host Microbe. 2014 Jun 11;15(6):692-705.

Sakai K, Ami Y, Tahara M, Kubota T,
Anraku M, Abe M, Nakajima N, Sekizuka T,
Shirato K, Suzaki Y, Ainai A, Nakatsu Y,
Kanou K, Nakamura K, Suzuki T, Komase
K, Nobusawa E, Maenaka K, Kuroda M,
Hasegawa H, Kawaoka Y, Tashiro M,
Takeda M. The host protease TMPRSS2
plays a major role in in vivo replication of
emerging H7N9 and seasonal influenza
viruses. J Virol. 2014 May;88(10):5608-16.
Epub 2014 Mar 5.

32(10): 1146-1153, 2014.10

Kato T, Nishida T, Ito Y, Murase M, Murata
M, Naoe T. Correlations of programmed
death 1 expression and serum IL-6 level
with exhaustion of cytomegalovirus-specific
T cells after allogeneic hematopoietic stem
cell transplantation. Cell Immunol,
288(1-2):53-59, 2014.

Hara S, Kawada J, Kawano Y, Yamashita
T, Minagawa H, Okumura N, Ito Y.
Hyperferritinemia in Neonatal and Infantile
Human Parechovirus-3 Infection in
Comparison with Other Infectious Diseases.
J Infect Chemothe, 20(1):15-9, 2014.

Yamashita Y, Ito Y, Isomura H, Takemura
N, Okamoto A, Motomura K, Tsujiuchi T,
Natsume A, Wakabayashi T, Toyokuni S,
Tsurumi T. Lack of presence of the human

cytomegalovirus in human glioblastoma.



Modern Pathol, 27(7):922-9, 2014.

Kawano Y, Kawada J, Ito Y. Epstein-Barr
Virus MicroRNAs in Plasma as Potential
Biomarkers for Chronic Infections. J Infect
Dis 209:1298-1300, 2014.

Kanazawa T, Hiramatsu Y, Iwata S,
Siddiquey M, Sato Y, Suzuki M, Ito Y,
Goshima F, Murata T, Kimura H. Anti-CCR4
Monoclonal Antibody Mogamulizumab for
the Treatment of EBV-Associated T- and
NK-Cell Lymphoproliferative Diseases. Clin
Cancer Res, 20(19); 5075-84, 2014.



2009 2014
2014 12
2007 2014 8
48
48 3/ T72.% 5 60. 0%
2014
1.3:1.0 37 5 20 11 3.4
25 50.0%
17
1~2 79
7 3
7 2 4
34 70.8% PCR
1 6 17.6%
A2 1 B19
1

2014 1653 3.6




56 1981 7 18
62 1987 1

27
10 1998 9 2007 2014
11 1999 4
12 2~ 16
25 2013 10 14
109
2003
2003 11
5
12
1 7
48 35
NESID
60.0%

NESID

72.9%

48

21

NESID

13



27.1%

27 21 PCR
1.3:1.0 7 B19
0% H~83 2
37 23 14 2010
11 4 7 3.4 3
5 20 9 11
2014 1653
459 3.6
25 50.0%
17 68.0%
1
1~2 72.9%
7 9 27.1%
B3 1 5
12
NESID
7
3 60.0%
2013 2014
2 7
2 4
34
70.8% PCR
6 17.6%
3
A2 1
B19
1 A2
PCR 3.4 5
A2 41.7%
1.3:1.0
1.6:1.0

B19



1

~2ADEFEL, TT ) UANVARTZ T 1
7~9
6
HHV-6
1 12 2010
2013
2013 11
25 50. 0%
7 3
1.1% 2007
2014
1653 3
4

34 6 17.6%



HIN1 2009
45(11):1965-1970, 2013.
Takashita E, Fujisaki S, KishidaN,
Xu H, Imai M, Tashiro M, Odagiri T;
Influenza Virus Surveillance
Group of Japan. Characterization
of neuraminidase
inhibitor-resistant influenza
A(HIN1)pdmO9 viruses isolated in
four seasons during pandemic and
post-pandemic periods in Japan.
Influenza Other Respir
Viruses.2013;7(6):1390-9.
Mitamura K, Shimizu H, Yamazaki M,
Ichikawa M, Nagai K, Katada J, Wada
A, Kawakami C, Sugaya N. Clinical
evaluation of highly sensitive
silver amplification
immunochromatography systems for
rapid diagnosis of influenza. J
Virol Methods
2013;194(1-2):123-8.
Mitamura K, Kawakami C, Shimizu H,
Abe T, Konomi Y, Yasumi Y, Yamazaki
M, Ichikawa M, Sugaya N.
Evaluation of a new

immnochromatographic assay for

rapid identification of influenza
A, B and A(HIN1)2009 viruses. J
Infect Chemother. 2013;
19 (4 ) :6 3 3 -8

56
.2014 5

Takako Misaki, Takahiro Oshima,
Aya Maruyama, and Nobuhiko Okabe.
Acute Encephalitis and
Encephalopathy surveillance in
Kawasaki city. The 13" Asian and
Oceanian Congress of Child
Neurology. 2015/5/14-17. Taipei



NESID/ =
NESID B IR REERE st
&5 6 12 9 27
i 8 9 4 21
st 14 21 13 48
20145 | hL-S
20135F
20125
20115 = NESD |
§33§ 0 NESID/FRR{F184
20085 u BAEFEY
20075 | | ‘ |
0 5 10 15 20
)

B 2007 F~2014F SVERNA - BUEBE S ERIOFER

. ML

an L=y —y

(f#)

7

6 WEFE: |
2081:A b 1145

5

n

)

w b

e

fiE SF#nh
R {E75E(0H B ~B838%)

P G
THRIZAL " B

~

|

A S Ama alr
ZUU G-~ ZU1 459
Fn

=1 2007 ~20145 2 VERRZ - AfE A RIFEEIRREORIER (n=48)

1A |2R |3RA |4A |sA |sA |7R

8A |9A [10A|11A 128

2

AT o HIA L AAR (AH1pdm)

AT HO/ILABE (WRRR)

HRAAWAROAIR 1 1

AARIAIWREE 1 1

AR TR 1

EBDA LA 1

#APANDDAILR

PFIVAWAEEY

I wE-0IL2AA2E 1

294 wE-04 L 2B3E

B DAL2B198 1

ABO DDA

[ e Y A R R E R A T

RStE

-
-

FH (EFXIE) 1)1

83t

-~
o




=2 2007F ~2014F SVERRZ RUE 4 ZILITFHER (n=7)

F |
¥ (A & | 13 g8 wE
] - 5 | th SR AL
2009 1 4 | B | ARRAVZNIVY | ELC R mH 196
] AV ZNIY -
00| 7 (7 | B CAHpdm O | 5 SURRL
2011 | 2 4 | B AR ALY | 7B | SR SRl
BE SR X A TARSHE
0 8 $K1L Vi O PCRISEBR 1
2013 2 |75 | % A2720IOY JEL | i . MRRSEES OF (3%, 8 RLY
7F kst
BEEGCGES)
2014 | 1 5 |8 AR (AH1pdm) Bl | @58 KL EPCRIQ TS T
w04 1 |6 | B | emwRm |Fm RS- BERLERPOANS
2014 | 1 80 | B B! (WLEFE) A8 | & PCRIQ IS

F3 2007F ~2014F 2VERNZE AE FRWRIERERER (n=48)

P boo7 Epooa poos F 2010320110012 R0 13014 3 B
TARL, DR L, M, ME, R, MR R 1 1
TARL, B B, IR, RE 1 1 4 5
TR, B L, IR, i 1 1
TARL, @A L, R 4 4
AR, G, R, & 1 5 2 ]
TAR. B, R 1 3 4
fam, mix 1 3 4
fam 5 1 5
o R L MR, L R 1 1
Ll UARY: 3 1 1
Lol o ARY:-d 1 1 2
mis 1 1
it 1 1
FH 2 1 2 1 1 1 ]
8 2 1 2 2 4 5 12 19 | 48
(8.0
o.wiax% 1m0 1653
r . 18 |
0.0022% 1 e —~— 20 PR DB
3
0.0020% +— 1 ime s RF NSy RS | 1055
c.0e8% / 1000 Jul
006N e 532
o.00e% la! s 2/ w
5] a -
=} L
e e — e 4 200 E 9? _fw y
o.000ex ¢ T T T T T T T 1
& & & & * & I S T S S N S
~°é 1“’ 1"‘ 1°‘° & s°¢ s°¢ ~°~‘ 1°°‘ 1‘9’ .‘0‘ ~°~° & & ‘\"‘s <
woree | 20ese | 206 | 20108 | 20114 | 20124 | 20138 | 201y
1INT B 3 - PR S A 2 1 2 2 4 & 12 19
etk Ad Ry 3 F 2N 28 192 22 242 238 29 a8 439
imlmxn 1209442 | 1350270 | 1406038 | 1423912 | 1430770 | 1409104 | 144219¢ | 141048
[ﬁgxn 122002000 | 122084000 | 122002000 | 122057000 | 127755000 | 127313000 | 127260000 | 127131200

3 2007F ~2014F 21 - uE B #e =E T



09/10

FIuA 2009pdm
09/10
5
35
20 15 51
A 25 B 9 1
1 5 11
2 1 15
22 9 4 5
5
A
4
2009
FIuA 2009pdm
1 09/10 2013-14

5
FIuA 2009pdm 2

09710



5
35
15
10 171
8
2 1
1
HIN1 9 H3N2 1
9 1
AESD 5
MERS 11
HSES 2
9 4
1
4 9

20
51
1
A 25
15 B
ANE 1
1 15
22
5

A B
A
ANE AESD HSE
B
A 25 10
B
9 2
3
4
A 3
2
2
3
3
A
5
09/10 FIuA 2009pdm

FIuA 2009pdm



A
B
ANE AESD HSES
B
5
4
FIuA 2009pdm
09/10 5
65
23% 15
MERS 11
4 9

35

Niizuma T, Okumura A, Kinoshita K,
Shimizu T. Acute encephalopathy
associated with human metapneumovirus
infection. Jpn J Infect Dis 2014; 67(3):
213-215.

Takanashi J, Taneichi H, Misaki T, Yahata
Y, Okumura A, Ishida Y, Miyawaki T, Okabe
N, Sata T, Mizuguchi M. Clinical and
radiologic features of encephalopathy
during 2011 E coli 0111 outbreak in Japan.
Neurology 2014; 82(7): 564-572.

Kato T, Tsuji T, Hayakawa F, Kubota T,
Kidokoro H, Natsume J, Watanabe K,
Okumura A_.A new electroencephalogram
classification with reduced recording
time in asphyxiated term infants. Brain
Dev 2014; 36: 372-379.

Tsuji T, Okumura A, Kidokoro H, Hayakawa
F, Kubota T, Maruyama K, Kato T, Oshiro
M, Hayakawa M, Watanabe K. Differences
between periventricular hemorrhagic
infarction and periventricular
leukomalacia. Brain Dev 2014;
36(7)-555-562.

Ando N, Okumura A, Kobayashi S, Negishi
Y, Hattori A, Okanishi T, Abe S, Ikeno M,
lgarashi A, Saitoh S, Shimizu T.
Fulminant encephalopathy with marked
brain edema and bilateral thalamic
lesions. Neuropediatrics 2014; 45(4):
256-260.

Natsume J, Maeda N, Itomi K, Kidokoro H,
Ishihara N, Takada H, Okumura A, Kubota



T, Miura K, Aso K, Morikawa T, Kato K,
Negoro T, Watanabe K. PET in Infancy

Predicts Long-Term Outcome during

Adolescence in Cryptogenic West Syndrome.

Am J Neuroradiol 2014; 35(8):1580-1585.

Tanuma N, Miyata R, Nakajima K, Okumura
A, Kubota M, Hamano S, Hayashi M. Changes
in Cerebrospinal Fluid Biomarkers in
Human Herpesvirus-6-Associated Acute
Encephalopathy/Febrile Seizures.
Mediators Inflamm 2014; 2014: 564091.

Igarashi A, Okumura A, Komatsu M, Tomita
0, Abe S, Ikeno M, Saito M, Nakazawa T,
Shimizu T. Amplitude-integrated EEG
revealed nonconvulsive status
epilepticus in children with
non-accidental head injury. Eur J
Paediatr Neurol 2014; 18(6): 806-810.

Kurahashi N, Tsuji T, Kato T, Ogaya S,
Umemura A, Yamada K, Kurahashi H,
Maruyama K, Takeuchi T, Kubota T, Saitoh
S, Natsume J, Okumura A.Thalamic lesions
in acute encephalopathy with biphasic
seizures and late reduced diffusion.
Pediatr Neurol 2014; 51(5): 701-705.

Nakazawa M, Akasaka M, Hasegawa T, Suzuki
T, Shima T, Takanashi JI, Yamamoto A,
Ishidou Y, Kikuchi K, Niijima S, Shimizu
T, Okumura A. Efficacy and safety of
fosphenytoin for acute encephalopathy in

children. Brain Dev 2014 in press.

HLA

116
2014.4.13

56
2014.5.29.

Bright Tree Appearance

3 56
2014.5.29.

2014.5.29.

«c 2 ) 56
2014.5.29.

56

)
2014.5.29.

56



56
2014.5.30.

(MERS)
1 56
2014.5.30.

311 9

2014.6.8.

Akihisa Okumura, Atsushi Ishii, Mutsuki
Shioda, Hiroyuki Kidokoro, Masako
Sakauchi, Shino Shimada, Toshiaki
Shimizu, Makiko Osawa, Shinichi Hirose ,
Toshiyuki Yamamoto. A Recurrent KCNT1

Mutation in Two Sporadic Cases with

Migrating Partial Seizures. The joint
congress of the 16th annual meeting of
Infantile Seizure Society and the 16th
annual congress of the Turkish Child
Neurology Association, Cappadocia,
Turkey, 2014.6.24.



09/10 10/11 11/12 12/13 13/14
9 6 8 8 4
5:04 2:04 6:02 5:03 2:02
69 77 58 38 106
(13-145) (16-102) (29-102) (28-87) (10-171)
AHINL17  AMHIN12  AMH3N21 A 4 A 2
A 2 A 2 A 5 B4 B2
B2 B1
1
ANE 1 MERS 1 AESD 1 AESD 1 MERS 1
AESD 3 5 MERS 4 MERS 2 3
MERS 3 HSES 1
HSES 1 2 4
1
ok 4 2 1 4
7
4
-
-
2

A 25 B 9

51 (10-145) 87 (30-171)

ANE1 AESD5  MERS9 MERS 2 7

HSES 2 1

7
3 1 1

15




1 2 3 4
4 6 2 2
Flu B FluA FluA FluA
2 2 2 3
24 2
3 2 2 1
HSES
WBC (/ul) 19800 13800 18500 10700
AST (1UN) 126 56 85 49
ALT (1U/) 118 26 28 25
LDH (1U/1) 632 369 519 397
CK (1uny 132 74 167 473
BUN (mg/dl) 44 15.6 17 18
Na (mEq/l) 136 132 132 131
Glu (mg/dI) 49 221 256 131

PT INR 1.65 43.5 % INR 1.22 INR 1.10




1999

2014/2015

2014/2015 2015 8
2014/2015 2015
4 39.42 2
206 2015 8 3,767
95% A/H3
2015 8
93 9 6
500 2015 8
10,828 60
61.7%
2012 9
4 5,000 500
3,000
2,000 2003 11 5
2009/2010 2010/2011



2009
A HIN1 pdm2009

A/HIN1pdm
201172012
2012/2013 2
A/H3N2 A/H3N2
201372014
A/HIN1pdm B
2014/2015
(
)
2015 8
2014/15
5,000
3,000 2,000
2014 /2015 2015
6
2014/2015 2015
8
( )

Prevention and
Control of Seasonal Influenza with Vaccines:
Recommendations of the Advisory Committee on
Immunization Practices (ACIP) — United
States, 2014-15 Influenza Season MMWR.
Antiviral Drugs Recommendations of the
Advisory Committee on Immunization Practices
(ACIP): Information for Health Care
Professionals. Vaccine Effectiveness -
How Well Does the Flu Vaccine Work? Questions

& Answers

1 2014/2015

2014
43
2013/2014 3 2014
48 1.00
1.90
52 26.63
130,971 2015 1
2015 4 39.42 195,025
2015 8
8.26 40,817 1
2015 4
86.05 78.59 75.12
71.68 71.57 70.03
65.16 63.13
12
2014 36 2015 8
1,344 95%
1,315 1,733 666

95% 651 681



678 95% 663 693

5 9 238 10 14
196 30 152 40 140
0 4 136 20 132 70
107 2 14
41.7% 2013/2014 51.3%
4
2015 2 206
3 201 4
192
2014 36 2015 8
3,767
A/H3N2 3,598 95.5
B 142 3.8%  A/HIN1pdm 27 0.7%
3
A/H3N2 B
2
500
2015 3
1,812 2014/2015
2014 36 2015 8
10,828
80 4,061 37.5% 0 4

1,929 17.6% 70 1,753  16.2%
60 863 8.00 5 9 851 7.9%

70
53.7% 60 61.7%
4
ICU 334
268 CT
MRI 1,124
9,375 84 .5%
3 2014/2015

http://ww
w.mhlw.go. jp/bunya/kenkou/kekkaku-kansensho

ul1/01-05-03.html
2014 36 2014 8

( )
93 0 9 8
2014 43 2
2014 48
2015 2 15
¢ 9
2015
4
61  65.6% 32
34.4%
4 5 8  8.6%
04 27 (9.0 5 9 28 (3
0.1%) 10
60 16 (17.2%) ( 6)
A 75 80.
6% AHIpdm09 1  AH3N2 5
69 B 1 1.1% 17 18.
e A B
7
4)  cdC
2014/15 ACIP

2015 8



2014/15

2014/2015

2014/2015
12
2015 4
A
2015 2
2014/2015
A/H3N2
95%
2013/2014
A/HINIpdm 1%
A/H3N2
B
60 61.7%
60

2014/2015
2015 8

2014/2015

93

2013/2014

2014/2015
2013/2014

2014 12 19

&A

2014/2015
2015 4
39.42

2015 2 206
4
2014/2015 2015 8
3,767
95%

500

A/H3N2



2015 8 10,828
60 61.7%
2015 8
93 9 55
9.1%
6
CDC HP

2014/2015
2014 36 2015 8

3, 0.1%\\130‘ 3.5% Ve 27,0.7%
9,0.2%

= A/HINIpdm
wA/H3N2

1 2002/2003

2014/2015

3 2014/2015

2014/2015 2015 2014 36

-3,767

2015

2014 36 2015 8
2014 36 2015 8

------

------

------

2014 36

2015 8 95%

2014
10,828

36 2015 8



o

= AHTNT)pdm09 45 6

( )2014 36 2015 8 )

=

N

n=93

o

mA(H1N1)pdm09

oo

BAVTIVIUH A ILRA

BAVTIVIUH A I)LRB

FS

poaiie - AN NN N
o

[N}

BAVTVIVHFOA LR (BT
BA)

o

3637383940414243444546474849505152/1 2 3 4 56 7 8
2014 2015

5 2014/2015 7
( )2014 36 2015 8 )

( )
(2014 36 2015 8 )

6% n=93

m07% 1% 2% | k-4
n45 n5~98% m10~148 m15~19%%
120~397% m40~597% m60~79% 80 LI L



26

H5N1
25 H7N9
H7N9
H7N9
H7N9
H7N9
H7N9
H7N9
A(H7N9)
25 3 H7N9
622
27 3 1 147
27 2 H7N9
H7N9 INHO6-CIGO1A M |
PS 180
(Watanabe et al. Nature, 26: 551-555, C57BL/6
2013)

A/Anhui/1/2013



(H7N9) (10° PFU)

(COPD)

H7N9

CXCL3

14

RNA

CCL24

H7N9

H7N9

H7N9

H7N9

H7N9
H7N9

Yamayoshi S, Yamada S, Fukuyama S,
Murakami S, Zhao D, Uraki R, Watanabe T,
Tomita Y, Macken C, Neumann G,
Kawaoka Y. Virulence-affecting amino acid
changes in the PA protein of H7N9
influenza A viruses. J Virol
88:3127-3134, 2014.

Neumann G, Macken CA, Kawaoka Y.
Identification of amino acid changes that
may have been critical for the genesis of



A(H7N9) influenza viruses. J Virol
88:4877-4896, 2014.

Sakai-Tagawa Y, Ozawa M, Yamada S,
Uchida Y, Saito T, Takahashi K, Sugaya N,
Tashiro M, Kawaoka Y. Detection
sensitivity of influenza rapid diagnostic
tests. Microbiol Immunol 58:600-606,
2014.






2013-2014
ARDS
ARDS
ARDS
Sepsis DIC

2009

(2009 8 )  A/HIN1pdm09

26

ARDS

A/HIN1pdmO9

(DAD)

ARDS

ARDS

ARDS

ARDS
2013-2014

A/HIN1pdm09

A/HIN1pdm09

ARDS

A/HIN1pdm09
ARDS

ARDS



FFPE

HE 1
in situ
hybridization
FFPE /
RNA
IL-6 interleukin-2R (IL-2R) IL-12
human growth factor(HGF) MCP-1 MIG
2
C.
A/HIN1pdm09
2013 1 2014 12 5 ARDS
59 (
4 1 15-19 2/21
4 2/22
2/23
72
A/HIN1pdmO9
39
(DAD)
B 72
ARDS
ARDS
A/HIN1pdm09 ARDS
2
2009 8 33

PCR WHO 2010 8 ‘ the



post-pandemic period’

2011 1

A/HIN1pdm09

1

DIC

3

MODS

(SIRS)
PMX

A/HIN1pdm09

A/HIN1pdm09

A/HIN1pdm09

A/HIN1pdmO9

50

BM134,36
ARDS D.
(
ARDS
DIC
ECMO
2
HA ARDS
DAD
ARDS
ARDS E.
1/1000 2009
ARDS
2013-14
A/HIN1pdm09

Sepsis  DIC

ARDS

SIRS

ARDS

ARDS
A/HIN1pdm09

ARDS

ARDS



A/HIN1pdm09-ARDS

1) Hasegawa S, Wakiguchi H, Okada S, Gui
Kang Y, Fujii N, Hasegawa M, Hasegawa
H, Ainai A, Atsuta R, Shirabe K, Toda
S, Wakabayashi-Takahara M,
Morishima T, Ichiyama T. Cytokine
profile of bronchoalveolar lavage
fluid from a mouse model of bronchial
seasonal HIN1
Cytokine. 2014
Oct;69(2):206-10. Epub 2014 Jul 6.
2) Watanabe T, Zhong G, Russell CA,

asthma  during

infection.

Nakajima N, Hatta M, Hanson A,
McBride R, Burke DF, Takahashi K,
Fukuyama S, Tomita Y, Maher EA,
Watanabe S, Imai M, Neumann G,

Hasegawa H, Paulson JC, Smith DJ,

Kawaoka Y. Circulating avian
influenza viruses closely related to
the 1918
potential. Cell Host Microbe. 2014
Jun 11;15(6):692-705.

3) Sakai K, Ami Y, Tahara M, Kubota T,
Anraku M, Abe M, Nakajima N, Sekizuka
T, Shirato K, Suzaki Y, Ainai A,
Nakatsu Y,
Suzuki T,
Maenaka K, Kuroda M, Hasegawa H,
Kawaoka Y, Tashiro M, Takeda M. The

host protease TMPRSS2 plays a major

virus have pandemic

Kanou K, Nakamura K,

Komase K, Nobusawa E,

role in in vivo replication of

emerging H7N9 and seasonal influenza

Virol. 2014
May;88(10):5608-16. Epub 2014 Mar 5.

4) _

viruses. J

32(10): 1146-1153, 2014.10

D

103
2014 4

2)

H7N9

103
2014 4

3)

1
TMPRSS2
HA mono- basic
A

62
2014 11
4) Gongxun Zhong Colin
Russell Anthony

Hanson

62
2014 11






2013-14

2011-12 (H3N2)  72.9 27.0  2012-13
A(HINL)pdm09 0.8 (H3N2)  80.1 19.2  2013-14 A(HINL)pdm09
35.3 (H3N2) 19.1 45.6
2011-12  2012-13  2013-14 0.9 0.3 0.3
8
A H3N2
70
A
2009 4

HIN1pdm09

2009-2010
HIN1pdm09

2010-2011 B
HIN1pdm09 H3N2 B
2011-2012
H3N2 B HIN1pdm09
HIN1pdm09
PCR
MDCK PCR
HIN1pdm09 AHINL

AH3N2 B




ID

2011-12
340
H3N2
2012-13
126
2013-14
(H3N2)

126
HIN1 pdmO9
(H3N2)
HIN1 pdm09
A(HIN1)pdm09
282
2011-12

340

218
118

2012-13

2013-14

2011-12
4 H3N2

0.4
71 1

2 74

2012-13

70
2013-14

2011-12
0.9

2012-13

0.3 0.3

ICU

(H3N2) 30
70
HINL  pdm09

82

85

2013-14

70

70

70

ICU

70

2011-12
0.9

2012-13
0.3
6

48

0.3

2013-14



.82
( ) 2014.10.23-24

H
1.
Kawai, N. et al., Increased symptom severity
but unchanged neuraminidase inhibitor 2.
effectiveness for A(HIN1)pdm09 in the
2010-2011 season: comparison with the 3.

previous season and with seasonal A(H3N2) and
B. Influenza Other Respi Viruses, 2013
7(3):448-55.

2014-2015
29 2 1-49
2014

B1l1. S8FRCHHIBROBER

A ABE
5 * : fhi %

200 |2011-20128F>—X> |

80
60
40
20

»

m H3N2 (n=340)

._- * "B (n=126)

0-95% 108 2018 30f% 401% 504% 601X 708 E

(€'1)]
120 [2012-2013F>—X> |
100
80
60 ™ H3N2 (n=510)
40 B (n=122)
PR B O BN B T P P D ey ,
o | GE)fBIZHIN1pdmO9ASSHl |
0-9i% 1018 20f% 3018 aoft soft 60k 70fRLLE i__(a0ftapil. 20,30k &2p) |
(€)]
100 ¢ [ 2013-20145 L —X> |
80
o M HIN1pdmo9 (n=218)
W H3N2 (n=118)
40 uB (n=282)
o . . - — r r :

0-95% 1018 2018 30t 401 s50f{ 601X, ' 70fRLL E ‘



F1 BRITHIZE T DR S 6B LU AR
FAE
w DD b
RATH) FE fr - KE B &R RS CRP WBC K 7 HEpks
B (kg) ﬁﬁﬁt“ L
HEE S5
6 F A/H3 23 Jh% 4FEABEL 27hr L &L &L L
71 M A/H3 50 Jhi#& ShEABRWP thr 53 4800 7L 1R 1E MRS, MED
2011-124F " —
& . SEXWA.
74 M A/H3 oy ABAR P 43hr 6.8 8200 7L 1E 1 B2 . B
82 F A/H3 67 ABZARE P 25hr 1.6 7000 7L 1[E 2[H SEXmA
85 M A/H3 40 Jh# S EABEP 24hr 132 12100 7L &L &L ﬁfi"fs
2012-134F
70 M A 81 fhi# 43KAE O 22hr L 1B &L L
85 F A 43 il ABGAEP 17hr 7L &L &L SEXEA
2013-144
84 F B 32  fhi#% SAEREO 28hr 23 6700 AL 1[E 1[E L
L : laninamivir P : peramivir O : Oseltamivir
%2 BRABRIZETRAVTILIUY ARY—R A5 X2012-20134F
B3 A
1 ﬁ& 1-4 59 10- 15- 20- 30- 40- 50- 60- 70- 80&
FEHp E ST % | 148% | 19 29 39 49 59 69 79 | BLE =
B | ® A " B | & | &
202 | O 2 3 0 0 0 0 0 0 0 1 2 8
ICU
2013
AE £ 0 3 0 1 0 0 0 0 0 0 3 5 12
2014 | 0 6 4 0 0 0 1 0 2 0 2 3 18
2012 | O 0 1 0 0 0 0 0 0 0 0 2 3
A2
2013
O F| F| 0 0 0 1 0 0 0 0 0 0 1 1 3
2014F | O 1 0 0 0 0 1 0 1 2 1 2 8
20127 | 21 | 83 | 43 | 16 9 4 5 6 11 | 21 | 52 | 79 | 350
AT H
2013 | 19 | 52 | 14 8 1 1 4 4 11 | 12 | 20 | 40 | 186
ABR 2%
2014 | 28 | 92 | 56 | 17 4 2 10 6 7 13 | 25 | 69 | 329




HMGB1

DNA HMGB-1 High-Mobility Group Box-1
HMGB-1
C57/BL6 A/Puerto Rico/8/34 1.0x
10°PFU 1 24 48 HMGB-1 2mg/kg/
Keyhole Limpet Hemocyanin HMGB-1
p=0.004 10
HMGB-1
HMGB-1
A.
2009 25kDa DNA
HMGB-1
HMGB-1

2009 A(HIN1)

HMGB-1
HMGB-1(High-mobility group box-1) D




HMGB-1
HMGB-1
B.
C57/BL6
A/Puerto Rico/8/34  1.0x 10?PFU
25u 1
24 48 HMGB- 1 ik %

2mg/kg 0.1ml
Keyhole Limpet Hemocyanin
2mg/kg(0.1ml)

HMGB-1 HMGB-1
C DEEEDDDDE
HMGB1
HE Grl
RNeasy
Plus Mini RNA
RETROscript cDNA
PCR

dROMs  FRAS4
MILLIPLEX Kit (MILLIPORE )

tumor

necrosis factor alpha(TNF-a )
interleukin 6(IL-6) chemokine (C-X-C
motif)ligand 1(CXCL-1)
RAGE ELISA kit (R&D )

receptor for
advanced glycation end products
(RAGE) RAGE  NF-
K B(p65) GAPDH  mRNA

PCR

HMGB1 93.3%
53.3%

=]
S
*
*

o
o
1

— a-HMGB1
--- Control-1lgG

1ID 20 30
Day after inoculation

Survival rate (%)

o

o

*%p<0.01 vs. Control

HMGB1

@l Control

0 o-HMGB1
1.0x10% 5

1.0x1074

H1N1 copies

1.0x1084

1.0x10°-

3 5 7 10
Day after inoculation

HMGB1



HMGB1

.....DAY3

Controlffifk =5

24

sox10:, [l Control-lgG

O o-HMGB1
4.010¢ 4

3.0x105 ] -
*
205108 1 " *
1.0x10 4
04
3 5 7 10

Day after inoculation

Neutrophil number (/ml)

*p<0.05 vs. Control **p<0.01 vs. Control

IL-6, TNF-a , CXCL-1
HMGB1
TNF-a
HMGB1 10

TNF-ao
IL-6
25
2000
20
1500 E
E ‘;EB 15
5 4
& 1000
10
e
500 e 5 *
o L]
3 5 7 5 7 10
Day after inoculation Day after inoculation
CXCL1
150
E 0
B
a
= x
W Control-IgG o a-HMGB1
o *p<0.05 vs. Control *'p<0.01 vs. Control

3 5 7 10
Day after inoculation

RAGE
HMGB1 RAGE

HMGB1

NF-K B(p65)

RAGE/GAPDH mRNA NFKB p65/GAPDH mRNA

~
>

@ Control
[ o-HMGB1

@

Relative Qunatification
g 3
Relative Qunatification

°
°

3 5 7 10 3 5 7 10
Day after inoculation Day after inoculation

* p<0.05 vs. control

dROM
HMGB1

d-ROM

250- 1 Control
J o-HMGB1

2001 " *x
150 - *
*k
100 -
50
0
3 5 7 10

Day after inoculation

*p<0.05 vs. Control **p<0.01 vs. Control

Hydroperoxides (U.CARR)

HMGB1
50%

2mg/kg HVGB1

HMGB1
RAGE



key (HIN1)-Induced Pneumonia in Mice.
cytokine Crit Care Med
Tsuge N, Oka T, Yamashita N, et al.
HMGB1 Gene expression analysis in

children with complex seizures due
to influenza A(HIN1)pdm09 or
rotavirus gastroenteritis. J
Neurovirol .2014:20(1):73-84.

SARS MERS
ARDS A H N1
pdm09
46
E 2014 10
HMGB1
HMGB1

Nosaka N, Yashiro M, Yamada M, et
al. Anti-High Mobility Group
Box-1 Antibody Treatment
Provides Protection against
Influenza A Virus



6 (HHV-6) 9

HHV-6

20

11

[E

N

. HHV-6 9
20

36 )
. CE-TOFMS
Agilent
Technologies

36 CE-TOFMS
159

(Data not shown)
HeatMap

. 56

HHV-6

D




HHV-6

1) Kato T, Nishida T, Ito Y, Murase M,
Murata M, Naoce T. Correlations of
programmed death 1 expression and
serum IL-6 level with exhaustion of
cytomegalovirus-specific T cells
after allogeneic hematopoietic stem
cell transplantation. Cell Immunol,
288(1-2):53-59, 2014.

2) Hara S, Kawada J, Kawano Y, Yamashita
T, Minagawa H, Okumura N, lto Y.
Hyperferritinemia in Neonatal and
Infantile Human Parechovirus-3
Infection in Comparison with Other
Infectious Diseases. J Infect Chemothe,
20(1):15-9, 2014.

3) Yamashita Y, Ito Y, Isomura H, Takemura
N, Okamoto A, Motomura K, Tsujiuchi T,
Natsume A, Wakabayashi T, Toyokuni S,
Tsurumi T. Lack of presence of the
human cytomegalovirus in human
glioblastoma. Modern Pathol,
27(7):922-9, 2014.

4) Kawano Y, Kawada J, 1to Y. Epstein-Barr
Virus MicroRNAs in Plasma as Potential
Biomarkers for Chronic Infections. J
Infect Dis 209:1298-1300, 2014.

5) Kanazawa T, Hiramatsu Y, lwata S,
Siddiquey M, Sato Y, Suzuki M, Ito Y,
Goshima F, Murata T, Kimura H.
Anti-CCR4 Monoclonal Antibody
Mogamulizumab for the Treatment of
EBV-Associated T- and NK-Cell
Lymphoproliferative Diseases. Clin
Cancer Res, 20(19); 5075-84, 2014.

n_
117
2014.4.11-13.

)

Epstein-Barr
PCR 88

2014.6.18-20.

3) Yoshinori Ito, Yoshihiko Kawano, Yuka
Torii, Hajime Sato, Kazunori Sasaki,
Tamaki Fujimori, Metabolome me
analysis reveals involvement of the
tryptophan-kynurenine pathway in
human herpesvirus 6 encephalopathy,
IHW 2014, Kobe, 2014.7.19-23.

4) Michio Suzuki, Tadashi Takeda, Hikaru
Nakagawa, Seiko lwata, Mohammed NA
Siddiquey, Fumi Goshima, Yoshinori lto,
Takayuki Murata, Tatsuya Tsurumi,
Hiroshi Kimura, Inhibitor B11B021
suppresses cell growth of
EBV-associated T and natural killer
cell lymphoma, IHW 2014, Kobe,
2014.7.19-23.

5) Jun-ichi Kawada, Michio Suzuki, Yuka
Torii, Yoshihiko Kawano, Tomomi Kotani,
Fumitaka Kikkawa, Hiroshi Kimura,
Yoshinori lIto, IHW 2014, Kobe,
2014.7.19-23.

6)
46
2014.10.18-19.
7)
6)
miRNA
46
2014.10.18-19
8)
46
2014.10.18-19.
9)
EB
Inflammasome
62
2014.11.10-12.
10) Mohanmmed NA
Siddiquey
EBV T/NK
CCR4 62

2014.11.10-12.






(B1) A A< —Hh— &4
REShi-ita® EEShr-ME

A7 I T HINEE 17458 49%&
HHV-6 X fE 159%& 567&

E THEICEF/ETLTO-READE

AT WY RNEE > xR HHV-6[XAE > % (FLVhA
Kynurenine Kynurenine

3u§cinic aicid » Quinolinic acid
ndecanoic ac 3-Aminobutyric acid
Pipecolic acid

A7V ITUHFRGE< ¥ HHV-6[MSE < BTV A

Cystine Tryptophan

Decanoic acid . o . - .
cis-Aconitic acid Isocitric acid
Butyric acid Hexanoic acid
Aspartic acid Taurine

(B2) FXL = RBHERO KB DENRE

Nicotinamide Metabolism Slaepeade

Quinolinic acid “1

LE—TT)

'y
=3
@i

—HHV-6 M:E
RETLNA




26

2009
HIN1 204
LDH
2013-2014
83% 2009 2014
SPSS22.1
. 2013-2014
2009 -2014
2009 .
pearson/spearman
XP

ICU




2009

HIN1 204 ICU 27 LDH
9 72 2009
6
15 Wi YM et
50 38.5 al. Int J Clin Pract. 2014;68:222-9.
147/min, 40/min Sp02 92 RA),

AST29,  ALT13, LDH260, TP6.7g/dL,
BUN10mg/dL, CRTNNO.33mg/dL, Nal37 mEqg/L,
K 4.1 mEg/L, CI103mEg/L, CPK104,
WBC9730/uL, CRP1.9mg/dL, Hbl2.8g/dL.
2
AST
ALT LDH Na CRTNN

LDH(p=0.069), TP(p=0.01)
Mechanical ventilation=
8.14+0.017xLDH-2.222xTP LDH
86.8
2013-2014 54

83 3% 1.
2009-2014 ICU Miyairi I, Miyata 1: Viral Load
70 17.2 Correlates With Infant Human

Parechovirus Disease

Severity. Pediatric Academic
Societies (PAS)2014, Vancouver,
2014.5.3

Miyairi I, Funaki T, Shoji K:
Prediction and Validation of Severe

Respiratory Distress due to



Influenza in Children. Accepted for
Oral presentation. ASPR 2015. Osaka.

test-negative

case-control study . 46

2014.10.19

2014;15(3):7-12

2014
, , 2014;758-764

201372014

2014;5-8



HR

AST

Temp_Usr_

Teenp_Usr_

daysxhospitalized

respiratony

AR
A\
\ | wec
N
AN
timextoxadmission N e
~
~,
seizure -
me T W Em e
cl
vaccine
CRTNN
|| Temp_Usr_,
TP
Temp_Usr_.. Temp_Usr_.
LDH Na
[ Teap_tar_ Temp_Usr_

Temp_Usr_

==

~
-
-~
-
CATNN
LDH
- age
AST
CPK _
7
ALT
f
/
I
/
Hb
™
underying
Temp_Usr_
Teme_Uar_




26

Cr

L L-FABP
L-FABP 2 2
1 L-FABP L-FABP
ELISA Cr
L-FABP - L-FABP ELISA 3.0 ng/mL
AKI
L-FABP 1+
Matsui AKI
L L-FABP 2011
L-FABP
2
L-FABP 50paL 15 L-FABP L-FABP
ELISA Cr
1 3
1 1 2
2 3 A
L-FABP  ELISA
8-OHdG \V4
ICR-001
NAG Cr L-FABP -
L-FABP 8-OHdG NAG Cr L-FABP ELISA 3.0 ng/mL
10 ng/mL 10 ng/mg Cr Cr 255 mg/dL NAG 1.2 U/L B2M 112
30ng/mgCr 10U/L 1.2 mg/dL g/L Cr
0.23 mg/dL 0.22 mg/dL
Matsui  Circ J 2012 AK|

L-FABP 100 ng/mg Cr



L-FABP -
L-FABP ELISA 3.0 ng/mL
NAG 3.1 U/L B2M 934pag/L 8-OHdG
72.3 ng/mg Cr

Cr 0.24 mg/dL 0.15
mg/dL Cr
AKI
1 L-FABP 20
ng/mL 100 ng/mg Cr
2 L-FABP
ELISA 3
L-FABP ELISA 20 ng/mL
2 2 1
L-FABP - L-FABP ELISA
3.0 ng/mL

L-FABP

(1) Tsukahara H. Oxidative stress biomarkers:;
Current status and future perspective

In “Oxidative Stress in Applied Basic
Research and Clinical Practice - Pediatric
Disorders”, ed. Tsukahara H, Kaneko K.
Springer, Berlin, Germany, 2014; 87-113.

2 Yashiro M, Tsukahara H, Morishima T.
Thioredoxin therapy: Challenges in
translational research
In “Oxidative Stress in Applied Basic
Research and Clinical Practice - Pediatric
Disorders”, ed. Tsukahara H, Kaneko K.
Springer, Berlin, Germany, 2014; 233-252.

3 Tsukahara H, Yashiro M, Nagaoka Y,
Morishima T.

Infectious and inflammatory disorders

In “Oxidative Stress in Applied Basic
Research and Clinical Practice - Pediatric
Disorders”, ed. Tsukahara H, Kaneko K.
Springer, Berlin, Germany, 2014; 371-386.

4 Nagasaka H, Tsukahara H, Miida T.
Oxidative stress in inherited metabolic
diseases
In “Oxidative Stress in Applied Basic
Research and Clinical Practice - Pediatric
Disorders”, ed. Tsukahara H, Kaneko K.
Springer, Berlin, Germany, 2014; 387-404.

®@__
NO
49
.2014 .6
G.
L
2
3.



A(HIN1)pdm09

2009
(A(HIN1)pdm09) ,
A(HIN1)pdm09
BAL ( 3 )
BAL NK
A(HIN1)pdm09 BAL
CD8'T . A(HIN)pdm09
, BAL IL-6, TNF-a IFN-
Y ;
A(HIN1)pdm09
, NK , CD8'T ,
( 3 )
2009
(A(HIN1)pdm09) Balb/c
, (OVA) ,
A(HIN1)pdm09
, (A/HIN1/Puerto Rico )
) (1x10° pfu/20u L/ ),
A(HIN1)pdm09 3 (CD4 T ,
cD8 T NK ), BAL

BAL (cytometric bead array )



)
BAL
NK
( D.
A(HINL)pdm09
BAL cD8 T
¢ 2.
A(HIN)pdm09
,BAL IL-6( 3),
TNF-a IfN-y ( 4)
, ¢ 9
A(HINL)pdm09
, Nk, CDS8 T
- IFN-y
3 7 .
A(HINL)pdm09

. Momonaka H, Hasegawa S, et al. High

mobility group box 1 in patients with
2009 pandemic HIN1
influenza-associated encephalopathy.
Brain Dev. 2014; 36: 484-8.

. Hasegawa S, Matsushige T, et al. Serum

and cerebrospinal fluid levels of
visinin-like protein-1 in acute
encephalopathy with biphasic
seizures and late reduced diffusion.

Brain Dev. 2014,36: 608-12.

. Kajimoto M, Hasegawa S, et al. An

11-year-old girl with recurrent
bacterial meningitis due to
liquorrhea caused by bone
malformation of the skull base. Brain

Dev. 2014, 36: 637-40.

. Takahashi K, Hasegawa S, et al. Serum

tau protein level serves as a
predictive factor for neurological
prognosis in neonatal asphyxia. Brain
Dev. 2014, 36: 670-5.

Inamura N, Miyashita N, Hasegawa S, et
al. Management of refractory
Mycoplasma pneumoniae pneumonia:
utility of measuring serum lactate
dehydrogenase level. J Infect
Chemother. 2014; 20: 270-3.

. Okada S, Hasegawa S, et al. A novel de

novo mutation of (3 -cardiac myosin
heavy chain gene found in a
twelve-year-old boy with
hypertrophic cardiomyopathy. J Genet.
2014; 93: 557-60.



8.

10.

11.

12.

13.

14.

Inoue H, Hasegawa S, et al. Traumatic
head injury mimicking AESD. Pediatr
Int. 2014, 56: e58-61.

Hasegawa S,
Cytokine profile of bronchoalveolar

Wakiguchi H, et al.
lavage fluid from a mouse model of
bronchial asthma during seasonal HIN1
infection. 2014, 69;

206-210.

Cytokine.

. Kittaka S, Hasegawa S, et al. Serum

levels of matrix metalloproteinase-9

and tissue inhibitor of

metal loproteinases-1 in human
herpesvirus-6-infected infants with
or without febrile seizures. J
Infect Chemother. 2014; 20: 716-21.
Maeba S, Hasegawa S, et al. Successful
treatment of corticosteroid with
for a neonatal

antiviral therapy

liver failure with disseminated
herpes simplex virus infection. Am J
Perinatol Rep. 2014, in press.

Okada S, Hasegawa S, et al. Acute
pericardial effusion

the TNF-a -mediated

representing
severe
inflammation but not the coronary
artery outcome of Kawasaki disease.
Scand J Rheumatol. 2014; 29:1-6.
Hasegawa S, Matsushige T, et al. A
nationwide survey of
opsoclonus-myoclonus syndrome in
Japanese children. Brain Dev. 2014,
in press.

Wakiguchi H, Hasegawa S, et al. The
relationship between T cell HLA-DR
expression and intravenous
immunoglobulin treatment response in
Kawasaki disease. Pediatr Res. 2014,
in press.

Kimura H, Hasegawa S, et al. Molecular

evolution of the VP1, VP2, and VP3
genes in human rhinovirus species C.

Sci Rep 2015, in press.

15.Wakiguchi H, Hasegawa S, et al.

1.

Long-lasting non-IgE-mediated
gastrointestinal cow’ s milk allergy
in infants with Down syndrome.
Pediatr Allergy Immunol. 2015, in

press.

Hasegawa S. Serum and CSF levels of

MAP2 in subacute sclerosing
panencephalitis (SSPE) patients.
European Paediatric Neurology

Society Research Meeting, 2014.9.12

~13, Bucharest, Romania

117

2014.4.11-13.
26
2014.5.9~11,
24
2014.10.3
~5,
1 24
2014.10.3~5,
. MAP



4 3 2 BAL CD8 T
1 ( 3 )
(/mL)
24 900 -
2014.10.3~5,
p<0.01
’ ’ 600
300 - l ]
%
o
2014.10.18-19, 0 =l
asthma - + - + - +
B ’ HINI1 mock pdm09 seasonal
51 3 BAL IL-6 ( 3 )
(pg/mL)
05
2014.11.8-9, i 3,000 p<0.05
2,000 1
1,000 1 ’J_‘
asthn(n)a - + . + ’ +
HIN1 mock pdm09 seasonal
4 BAL IFN-y ( 3 )
(pg/mL)
400 - p <001
200 1
1 BAL NK ( 3 ) ‘J“
(/mL) asthmla - + -+ -  +
3,000 1 HIN1  mock pdm09  seasonal
p<0.01
2,000 1
5 BAL ( 3
1,000 1
lll (pfw/mL) ), < 0.001 p<0.01
0 o 10,000 1 7
asthma + - + w + //
HIN1 mock pdmo09 seasonal %
100 1 %
L _
asthma - + - +
HIN1 pdm09 seasonal




(HIND)

type-1 Interferon

SETDB2
5
3R
2009
(HIND)
type-1 IFN (IFN-1)
H3K9
SET
domain, bifurcated 2 (SETDB2)
1918 SETDB2
80% 2009 HIN1
50% HIN1
SETDB2
SETDB2
type-1 Interferon (IFN-1) IFN-1
(IFN-OR KO)
Spred-2

A/PR8/34(HINL)



(W)
Spred-2 103
014.4.24-26.

HIN1 SETDB2

type-1 Interferon
SETDB2

o XuY, Ito T, Fushimi S, Takahashi S,
Itakura J, Kimura R, Sato M, Mino M,
Yoshimura A, Matsukawa A. Spred-2
deficiency exacerbates
lipopolysaccharide-induced acute
lung inflammation in mice.PLoS One.
2014 Oct 2;9(9):e108914

(HIND)
103
014.4.24-26.
Spred2

103
014.4.24-26.



(SNP)

72 (
) 934 ( ) (GWAS)
SNP (
)
SNP 250 SNP (imputed SNP)
21 SNP  GWAS (5.0x 10°®)
21 SNP
GWAS imputed SNP GWAS
SNP
50 100
100 300
30%
1
85
SNP
72 ( )
(SNP) 934 ( )  GWAS
(genome-wide 50 SNP

association study: GWAS)




16 )

10

DNA

1. V.

(16

V. DNA
1.

DNA
(16

DNA



SNP

250
SNP (imputed SNP)
21 SNP
GWAS (5.0x 107
21 SNP
50
SNP
1000 Genomes
SNP
MaCH-Admix
SNP SNP
SNP
GWAS imputed SNP GWAS

SNP



26
SPECT MRI SPECT
HMGB1
2005 1 2010 12 6

A. 127

30

JCS10
7-8 12 MRI
SPECT
blush up JCS10
Dravet
SPECT
High-mobility
group box 1 (HMGB1)
B Dravet
mild BHT

9"Tc-SPECT




13 3
10

SCN1A 13
80

BHT

High-mobility group box 1 (HMGB1)
PAMPs
DAMPs 1
DAMPs

High-mobility group box 1 (HMGB1)

ELISA

SPECT

IL-6 AST ALT CPK

SPECT

SPECT  MRI

Gme M A i PH P e e b en
1 M 107 Fua EBW - - H5Y NP {0
2 F & HHY-G - - 10> ILtHSY NP i3)
3 M & HHY-§ - F5 15,5 NP {5l NP
4 M 10 HHY-§ - F5 20,2 NP {E NP
s m 1" RS BA - 502> HEV NF (2) |Itlobe paiciry {2)
& M 13 HD - Eplapcy &0 SW. Acym NP i) e FP aP-TT(2)
T F 48 ND Fe - a0 HEV A HIALA
& M 108 HND - - - NP {Z) NP )
8 F 11 FAua - 10 HEV NP (0
10 F " Flua - 15,1 NP (3] NP {5)
11 F 22 Al - 3 DHSY NP {2
1Z W & FuBA Epliapay - W NF {2
13 M 108 FuB F&ANHD gapmcaon 1 NP (1) WP ()
14 M 47 HND BA - - HEV A oyt
15 M 13 AuB - F§ 5.3.3 HEV WP {m) =
15 M 23 AuB - - 30 =W HP {3) -
17 M 13 HHVS - F§ 30 HEY NP in) -
18 M 59 RE ELew - &0 nsW NP {1) -
1 F 4 MNara - - 3 NP NP (1) -
20 F 17 ND ErSaer 30 Aaym NP {21 -
21_F 53 ND - F§ 40 ItHSY WP {11) -
DT e —p—
E#, shvn s, Ay i, HA high nnay v, A oyt wwchnaH s, Fifonte, T mmpand, G; nccpal

18

Dravet
MRI

bright tree appearance

BHT
Dravet
BHT
IL-6

IL-8
MCP-1
Dravet




IBECGREGEREED B A1 077U

(pg/mL)

150

200

150

100

50

|

HMGB1

pathway

Department of Pediarics, Tokye Medical Uiy,

HMGB1

Serum HMGB1(ELISA)

ng/ml

800
700 WHAEFCSE (i% iR fEdY)
600
500

FLEM ANE
300 3 1 AEFCSE (i 9L

e \
' FlulgifE
(78)
SPECT MRI
SPECT
SPECT

P<0.05

900 l—l

"

NG5
(124)

Department af Pedigtries, Tokyo Medicai Unis.

Dravet

1 SCN1A

200

SCN1A

HMGB1

1_Morichi S, Yamanaka G, Ishida Y, Oana
S, Kashiwagi Y, Kawashima  H.
Brain-derived neurotrophic factor and
interleukin-6 levels in the serum and
cerebrospinal fluid of children with
viral infection-induced encephalopathy.
Neurochem Res 39(11):2143-2149, 2014
2. Kashiwagi Y, Kawashima H, Suzuki S,
Nishimata S, Takekuma K, Hoshika A.
Marked elevation of excitatory amino
acids in cerebrospinal fluid obtained
from patients with rotavirus-associated
encephalopathy. J Clin Lab Anal, 2014
Aug 17.doi: 10.1002/jcla.21774,2014

3. Ishida Y, Kawashima H, Morichi S,
Yamanaka G, Okumura A, Nakagawa S,

Morishima T. Brain magnetic resonance



imaging in acute phase of pandemic
influenza A (HIN1) 2009-associated

encephalopathy in children.

Neuropediatrics 46(1):20-5. 2015

4' 7 7 7
26
1 21-29,2014

5 ’ ? 7
MRI RS
1 . 26 2

241-246,2014
6 , ,

46(9):419-1420,2014

7
RS
32 3 : 3643,2014
1.
18
2014
2.
. 99mTc-ECD SPECT
117
2014
3- 9’ b b

56

2014

SCN1A SCN2A
56
2014

Morichi S, Yamanaka G, Ishida Y, Oana
S, Kawashima H. Expressions of
brain-derived neurotrophic factor
(BDNF) 1in cerebrospinal fluid and
plasma of children with acute
meningitis and encephalopathy. 7th
IGAKUKEN International Symposium on
“ Fever, Inflammation, and Epilepsy”
2014

DNA
1 20 SIDS
2014
RS
4
2014
Th17
19
26
2014






26

ECMO ECMO
ECMO
H5N1
ECMO
ECMO 265 45 17
ECMO Qo1 ECMO
98 2
Q02 ECMO
1 11 2 36 3 24
29
QO3 ECMO
2009H1N1
ECMO 1 11% 2 38% 3 38%
13%
ECMO Q04 ECMO
ECMO

20% 1 16% 2 24% 3 9%
4 11% 5 4% 6 9 9% 10
7%
Q05

62% 6 31% 1 24%
13% 29%
Q06 ECMO




38% 62%

Q07
ECMO
78% 4%
18%
ECMO
ECMO
ECMO
ECMO
8 24
8 33 (21 7
5 )
ECMO
28 171
ECMO
57 (33%)
113 (66%)
1
85 (50%)
76 (44%)
10

ECMO

2009

ECMO
ECMO
2010
ECMO
ECMO
2009
ECMO
H5N1
ECMO



Extracorporeal
Membrane Oxygenation (ECMO).
2014; 21:

313-322

extracorporeal
membrane oxygenation (ECMO).
2014; 21:

478-480

ECMO.
2014; 3: 777-782.

ECMO

256-263,2014,7,7.
ECMO

2015; 7: 101-4

71-76,2014,10,1.
ECMO

ARDS Berlin

INTENSIVIST



WHO

WHO/SARI

RSV preventable death
ECMO
ECMO
ECMO

WHO/SARI
2014 5 WHO/SARI
extracorporeal membrane oxygenation H7N9
ECMO
World Health Organization WHO

WHO SARI

regional training for clinical WHO/SARI
management of avian influenza A
(H7N9) and other causes of severe

acute respiratory infection ECMO

ECMO
ECMO
candidate
ECMO



ECMO

WHO/SARI
2014 5 16
2

Countries att

* Cambodia
* Canada*

¢ China

* Hong Kong
* Indonesia
¢ Japan

¢ Laos

* Malaysia

* Mongolia
¢ Myanmar
* Nepal*

* Philippines
* Singapore*
* Thailand

* UK*

¢ USA*

¢ Vietnam

18

ECMO

WHO/SARI
3

WHO temporary adviser

ASEAN

WHO/SARI

 World Health
/) Organization
O™

e n Pacific Region
“aent of Avfan Influenza A(H7N9)
" iratory Infection

ince, China

Epidemiology update

Research update

Pre-test (post-test after the course)
Introduction of  critical care
management of SARI

Infection prevention and control
Pathophysiology of severe sepsis and
ARDS

Diagnosis of SARI

Differential diagnosis and specimen
collection

Antimicrobial therapy & true test
interpretation

Oxygen therapy

Delivery of target resuscitation
Monitor-recorded response
Adjunctive therapies

Lung protective ventilation
Sedation and delirium

Prevention (of complication in ICU)
Liberation from invasive ventilation
Quality in critical care

Ethics and culture

role play



H7N9

ECMO

H7N9 ECMO

ASEAN

2014 9 22 26

adaptation / implementation

National

Hospital for Tropical Diseases NHTD

National, Provincial, District

22-24 2 WHO/SARI
adaptation
26-27 implementation
29-30
AnGiang district
implementation
WHO/WPRO ECMO
ECMO
ECMO

WHO



ECMO

24

Cause of death

Malignancy
BIIED
7%

8i%
21%
TEOFE

Heart diseases

Pneumonia

Death ratio
(per 100,000)
309

280
260
240
220
200
180
160
140

(%3 so>)#tS

15

15

SIDS

2011

10

p<0.001

100%

SIDS

2008



* P<0.001

2008 2013

2011

2008 2009 HIN1

41

acute respiratory

distress syndrome ARDS

6 15%
ARDS 22
1 <5% 2010
RSV
2008 2012 5
31.4 28-36 RSV
RSV

self-limited disease

30 preventable

death
ECMO

2000

Pediatr Infect Dis J 2014

83% 3
PCCM 2013 1
30 MMWR 2008
ECMO
2012
ECMO
ECMO 19
2011 extracorporeal

life support organization ELSO
72

ELSO Registry Report January 2011

Indications

Neonates

Respiratory Circulatory ECPR Respiratory Circulatory ECPR

ECMO
JSICM 2012, Shimizu EURO-ELSO 2012




ECMO

JSRCM 2011 ECMO
ECMO Net Position Paper
ECMO 10
20
ECMO
15-20 ECMO
10-20 88
15-20 59%

ECMO EABHDBENZEL

2010 2011 2012 2013 2014

= 55E 5|/
= 10EfI/ £
® 154 {5l /£
= 204 f5ll/ £
= 304 f5ll/ £
ECMO
ECMO

JSICM 2015

ECMO
1
2015 3 1
VV-ECMO
12Fr  15Fr 2010 2014
distributer
12Fr. A 64 19
B 19
15Fr.A 20 15 C
5 A
VW-ECMO
VV-ECMO
ECMO
1 ARDS, HIN1 (fEf 1) 50 km o kA 2<3
2 ARDS, HIN1(fE#I 2) 30km o AR 23
3 Acute myocarditis 30km x ATEEHGR, WRE #I ECPR &#F
4 ARDS, pneumonia 60 km o HIETOH ECMOHA £#B) 23
5 ARDS, RS virus 30km o HIETOH ECMOKIE £#MB) ET
6 PPHN 20km o TR A=
7  ARDS, AML 40 km o AR T
8  ARDS, ALL 40 km o AR T
9  ARDS, pneumonia 50 km X R T HE - T M AR W AR T
JSICM 2014
ECMO
ECMO
2014



20

ECMO
ECMO
2014 11
ECMO
339km
5 40
1 ECMO
WHO/SARI
2 WHO/SARI
5 9
2008-2009
ASEAN
RSV
ECMO
WHO ECMO RSV
30
ECMO

2000

ECMO
WHO
ECMO
10
SIDS
p<0.001
HIN1

preventable death
ECMO



ECMO

ECMO
ECMO
ECMO
RSV
ECMO
VV-ECMO
ECMO
ECMO

WHO/SARI

ASEAN
WHO ECMO

ECMO

ECMO

RSV

preventable death

ECMO
ECMO
ECMO

ECMO
ECMO

ECMO

Vol .26, No.11, 2014,
pp1484-91
ECMO

INTENSIVIST Vol.7, No.1, 2015, pp93-100

ECMO

2015

ECMO
2014

2014/2014 PICU
HIN1



2014

ECMO

2014

(ECMO)
A HINL pdm09

2014
Naoki Shimizu, et al.
Paediatric severe respiratory failure
and ECMO systems,
2014






extracorporeal membrane oxygenation; ECMO

extracorporeal membrane oxygenation;
ECMO
ECMO H7N9
Middle East Respiratory Syndrome

D68 EV-D68
ECMO
ECMO 12
18 ECMO
6 2 respiratory syncytial virus 2 1
1
ECMO
A. ECMO
ECMO
extracorporeal membrane oxygenation;
ECMO
B.
2009 Medline
H1N1
ECMO H7N9
Middle East respiratory
HIN1 syndrome coronavirus (MERS CoV)
D68 EV-D68

ECMO

ECMO




1. H7N9
2013 H7N9
Hu 1
3
ECMO
H7N9
Shanghai

Public Heath Clinical Center
Dr. Li X, Shanghai

Chest Hospital; personal communication

Hu
3 ECMO 2 1
ECMO
Dr.
Li; personal communication
H7N9
ECMO
ECMO
Dr. Li
14 ECMO
6
H7N9 2013
2014
ECMO

H7N9

ECMO

ECMO

Dr. Li

2. Middle East respiratory syndrome
coronavirus (MERS CoV)

MERS CoV
2014 11
3 WHO 897
325
respiratory
syndrome
ECMO Bermingham
2 MERS
ECMO
Guery 3
MERS
ECMO
MERS
ECMO
ECMO
MERS
ECMO
MERS
ECMO
3. D68 EV-D68
2014
EV-D68



2014 11 6

8 1116 EV-D68
Midgley
4
EV-D68
19
10
1
ECMO Dr. Hikino
personal communication 2014 8
EV-D68
EV-D68
2014
4,
ECMO
2002
2014 108
ECMO 26
ECMO
8
18
6 2
respiratory syncytial virus 2
1
1
D.

ECMO
H7N9
MERS 2014
EV-D68
ECMO
ECMO
ECMO
ECMO
ECMO
E.
ECMO H7N9

MERS CoV EV-D68



ECMO 2014;21:67-88.

3. World Sepsis Day.
INTENSIVIST 2014; 6:352-54.
1 Hu Y, et al. Association between 4. DIC
adverse clinical outcome in human 2014; 13(3):63-65.

disease caused by novel influenza
H7N9 virus and sustained viral
shedding and emergence of antiviral
resistance.

2 Bermingham A, et al. Severe G.
respiratory illness caused by a novel
coronavirus, in a patient transferred
to the United Kingdom from the
Middle East, September 2012. Euro
Surveill 2012 October 4; 17:20290.

3 Guery B, et al. Clinical features and
viral diagnosis of two cases of
infection with Middel East
Respiratory Syndrome coronavirus: a
report of nosocomial transmission.
Lancet 2013; 381:2265-71.

4 Medgley CM, et al. Severe respiratory
illness associated with enterovirus
D68, Missouri and Illinois, 2014.
MMWR Morb Mortal Wkly Rep 2014;
63:798-9.

1. Nakagawa S, Shime N. Respiratory
rate criteria for pediatric systemic
inflammatory response syndrome.
Pediatr Crit Care Med 2014, 15:182.



26

Tsukahara |Oxidative stress bio [Tsukahara [‘Oxidative Stres|Springer |USA 2014 87-113
H. markers: Current sta|H, s in Applied Ba
tus and future sic Research
Kaneko K -
. and Clinical Pr
perspective .
actice
- Pediatric Diso
rders”
Yashiro, et |[Thioredoxin therapy: [Tsukahara [|‘Oxidative Stres|Springer |USA 2014 233-252
al Challenges in transl | ’ s 1N Applied Ba
tional Kaneko K sic Research
ationa anexo and Clinical Pr
research actice
- Pediatric Diso
rders”
Tsukahara, |Infectious and inflam|{Tsukahara [‘Oxidative Stres|Springer |USA 2014 371-386
et al. matory H, s in Applied Ba
. sic Research
disorders Kaneko K and Clinical Pr
actice
- Pediatric Diso
rders”
Nagasaka, |Oxidative stress in i [Tsukahara [‘Oxidative Stres|Springer [USA 2014 387-404
et al. nherited metabolic diH, s in Applied Ba
seases sic Research
Kaneko K and Clinical Pr
actice
- Pediatric Diso
rders”
2014 1-49

2014-201

2014 2015




2014  [71-76
ECMO
ECMO 2014  |[256-63
2014  [91-98
5
Ishida Y, Kawashima [Brain magnetic Neuropediatrics 46(1) 20-5. 2015
H, Morichi S, Yaman |resonance imaging in
aka G, Okumura A,
Nakagawa S, Morishi [acute phase of
ma T pandemic influenza A
(H1N1) 2009-associated
encephalopathy in
children.
Tsuge N, Oka T, Ya Gene expression J Neurovirol 20 73-84 2014
mashita N, et al.  |anajysis in children with
complex seizures due to
influenza
A(H1N1)pdmO09 or
rotavirus gastroenteritis.




'Yamayoshi S, Yamada|Virulence-affecting Journal of 88 3127-3134  |2014
S, Fukuyama S, amino acid changes in  |Virology
Murakami S, Zhao D, [the PA protein of H7N9
Uraki R, Watanabe T, [influenza A viruses.
Tomita Y, Macken C,
Neumann G, Kawaoka
Y
Neumann G, Macken (ldentification of amino  |Journal of 88 4877-4896 2014
CA, Kawaoka Y. acid changes that may |Virology
have been critical for the
genesis of A(H7N9)
influenza viruses.
Sakai-Tagawa Y, Detection sensitivity of  [Microbiology 58 600-606 2014
Ozawa M, Yamada S, |influenza rapid and Immunology
Uchida Y, Saito T, diagnostic tests.
Takahashi K, Sugaya
N, Tashiro M,
Kawaoka Y.
Kato T, Nishida T, It |Correlations of progra [Cell Immunol |288 53-59 2014
0 Y, Murase M, Mur [/mmed death 1 express
ata M, Naoe T. ion and serum IL-6 lev
el with exhaustion of ¢
ytomegalovirus-specific
T cells after allogeneic
hematopoietic stem ¢
ell transplantation.
Hara S, Kawada J, |Infantile Human Parech|{J Infect Chemo |20 15-19 2014
Kawano Y, Yamashit |ovirus-3 Infection in Colthe
a T, Minagawa H, O |mparison with Other In
kumura N, lto Y. fectious Diseases.
Yamashita Y, Ito Y, ||Lack of presence of th|Modern Pathol |27 922-992 2014
somura H, Takemura |e human cytomegalovir
N, Okamoto A, Mot |us in human glioblasto
omura K, Tsujiuchi T,|ma.
Natsume A, Wakaba
yashi T, Toyokuni S,
Tsurumi T.
Kawano Y, Kawada [Epstein-Barr Virus Micr|{J Infect Dis 209 1298-1300 [2014
J, Ito Y. oRNAs in Plasma as
Potential Biomarkers fo
r Chronic Infections.
Kanazawa T, Hiramat|Anti-CCR4 Monoclonal |Clin Cancer Re|20 5057-5084 2014

su Y, lwata S, Siddiq
uey M, Sato Y, Suzu
ki M, Ito Y, Goshima
F, Murata T, Kimura
H.

Antibody Mogamulizum
ab for the Treatment o
f EBV-Associated T- a
nd NK-Cell Lymphoprol

iferative Diseases.

S




Momonaka H, etal.  |igh mobility group bo [Brain Dev. 36 484-8 2014
x 1 in patients with 20
09 pandemic H1N1 infl
uenza-associated ence
phalopathy.
Hasegawa S, Cytokine profile of bron|Cytokine 69(2) 206-10 2014
Wakiguchi H, Okada choalveolar lavage fluid
from a mouse model
S, Gui Kang Y, Fujii N, |of bronchial asthma du
Hasegawa M, rlng seasonal H1N1 inf
ection.
Hasegawa H, Ainai A,
Atsuta R, Shirabe K,
Toda S,
\Wakabayashi-Takahar
a M, Morishima T,
Ichiyama T.
Watanabe T, Zhong G, |Girculating avian influen|Cell Host Micro [15(6) 692-705 2014

Russell CA, Nakajima
N, Hatta M, Hanson A,
McBride R, Burke DF,
Takahashi K,
Fukuyama S, Tomita Y,
Maher EA, Watanabe
S, Imai M, Neumann
G, Hasegawa H,
Paulson JC, Smith DJ,

Kawaoka Y.

za viruses closely relat
ed to the 1918 virus h
ave pandemic potential.

be




Sakai K, Ami Y, Tahara

The host protease TM [J Virol 88(10) 5608-16 2014
M, Kubota T, Anraku  [PRSS2 plays a major r
ole in in vivo replicatio
M, Abe M, Nakajima N,|n of emerging H7N9 a
Sekizuka T. Shirato K nd seasonal influenza
’ " lviruses.
Suzaki Y, Ainai A,
Nakatsu Y, Kanou K,
Nakamura K, Suzuki T,
Komase K, Nobusawa
E, Maenaka K, Kuroda
M, Hasegawa H,
Kawaoka Y, Tashiro M,
Takeda M.
Morichi S, Yamanaka |Brain-derived neurotrop [Neurochem Re [39(11) 2143-2149 2014
G, Ishida Y, Oana S, hic factor and interleukils
n-6 levels in the serum
Kashiwagi Y, and cerebrospinal fluid
Kawashima H of children with viral i
' nfection-induced encep
halopathy
Kashiwagi Y, Marked elevation of ex |J Clin Lab An [2014 Aug 1 [10.1002/jcla.2[2014
Kawashima H, Suzuki citatory amino acids in |al 7. 1774
cerebrospinal fluid obtai
S, Nishimata ned from patients with
S Takekuma K rotavirus-associated enc
’ ’ ephalopathy
Hoshika A.
ECMO INTENSIVIST |Vol.7 93-100 2015
No.1
, ; 26 1 21-29 2014
, , MRI 26 2 241-246 2014
R
S 1
) ) 46 9 1419-1420 2014




32 3 36-43 2014
RS
Vol. 26 1484-91 2014
ECMO No.11
21 313-322 2014
Extracorporeal
Membrane Oxygenation
(ECMO)
21 478-480 2014
extracorporeal
membrane oxygenation
(ECMO)
3 777-782 2014
ECMO
ARDS Berlin INTENSIVIST |7 101-4 2014
ECMO
32(10) 1146-53 2014
Ras-Raf-ERK NEUROINFECI 19 40-42 2014
A ON

H1N1




