FORIEEIT>TNDEZATHD, BIE
Xoi, ke~ VT T T —HEEBST
B L RERMBHFEREL AV LV EED
BN 3-NT OEBEORRBICEFE L, 20
FHENSERTIE, 6.=br MU T T 7
eV RIDEMMEORIEIZHISHT
. L VIREVERLA b L X DR FIRE
DI ENEEIND,

E. ¥

H5N1 BYYES % &1 33EH ARDS SEf
BT AMFEEREROINT 2, =¥ ) —
VLB & HPLC-ECD ik A/ b5 =
LD RE-EETDZ LKL,
Stk BIEMZK -ARDS (XU & Li-fk~
PR - RAEJRREIZB VT, BMEA R LR
DA Fw—H— L LT 3-NT Bigx K
ISRENE Z LRI NS,

F. EEGRIER : o2l

G HERE
1. Bm3CHER

1) Hideshi Thara, Ahmed Khandaker Alite-
sham, Tomoaki Ida, Shingo Kasamatsu,
Kouhei Kunieda, Tatsuya Okamoto, To-
mohiro Sawa, Takaaki Akaike. Metho-
dological proof of immunochemistry for
specific identification of 8-nitroguanosine
3',5'-cyclic monophosphate formed in glia
cells. Nitric Oxide. in press, 2011.

2) Ahmed Khandaker Ahtesham, Tomohiro
Sawa, Hideshi Ihara, Shingo Kasamatsu,
Jun Yoshitake, Tatsuya Okamoto, Shige-
moto Fujii, Takaaki Akaike. Regulation
by mitochondrial superoxide and NADPH
oxidase of cell formation of nitrated cyclic
GMP: potential implications for ROS sig-
naling. J Biol Chem. in press, 2011.

3) Shigemoto Fujii, Tomohiro Sawa, Hideshi
Ihara, Kit 1. Tong, Tomoaki Ida, Tatsuya
Okamoto, Ahmed Khandaker Ahtesham, Yu

Ishima, Hozumi Motohashi, Masayuki Ya-
mamoto, Takaaki Akaike. The critical role
of nitric oxide signaling, via protein
S-guanylation and nitrated cyclic GMP, in
the antioxidant adaptive response. J Biol
Chem. 285: 23970-23984, 2010

4) Takaaki Akaike, Shigemoto Fujii, Tomohiro
Sawa, Hideshi lhara. Cell signaling me-
diated by nitrated cyclic guanine nucleotide.
Nitric Oxide. 23: 166-174, 2010.

5) Tatsuya Okamoto, Shahzada Khan, Kohta
Oyama, Shigemoto Fujii, Tomohiro Sawa,
Takaaki Akaike. A new paradigm for an-
timicrobial host defense mediated by a ni-
trated cyclic nucleotide. J Clin Biochem
Nutr. 46: 14-19, 2010.

6) Tomohiro Sawa, Hiorokazu Arimoto, Ta-
kaaki Akaike. Regulation of redox signal-
ing involving chemical conjugation of pro-
tein thiols by nitric oxide and electrophiles.
Bioconjug Chem. 21: 1121-1129, 2010.

7) Tatsuya Okamoto, Mohammad Hasan Zaki,
Shigemoto Fujii, Tomohiro Sawa, Takaaki
Akaike.  Nitric oxide-mediated host im-
mune response and microbial pathogenesis.
Nitric Oxide Synthase Inhibitors: From
Animal Studies to Clinical Implications
(Tunctan B. Editor) in press, 2010.

8) Ahmed Khandaker Ahtesham, Tomohiro
Sawa, Takaaki Akaike. Protein cysteine
S-guanylation and electrophilic  signal
transduction by endogenous ni-

tro-nucleotides. Amino Acids. in press,
2010.

9) Tomohiro Sawa, Hideshi lhara, Takaaki
Akaike. Antioxidant effect of a nitrated
cyclic nucleotide functioning as an endo-
genous electrophile. Current Topics Med
Chem. in press, 2010.

10) Yu Ishima, Shuichi Hiroyama, Ulrich
Kragh-Hansen, Toru Maruyama, Tomohiro
Sawa, Takaaki Akaike, Toshiya Kai, and
Masaki Otagiri. One-step preparation of
S-nitrosated human serum albumin with high
biological activities. Nitric Oxide. 23:
121-127,2010.

1) /PR, BEM, AMEE. EER
F—BULERICLD= bufby A
EHUREVEM. Bk - KIE - S2/%. in press,
2011.

12) BEHEx, BEH. KHEE. 8-Nitro-

- 62 —



13)

14)

15)

cGMP DF R, & AFEERE DM, ({bLF &
4. 48: 22-27,2010.
VBEW, REE. BUHERSOHLE
MWEEEN -2 7T & L TOFEE-.
HAE. 469: 34-38, 2010.
AR, RFEE. FRRIERIZBT
HEAEA b LR LY 7T VD5FE
#%: Molecular mechanisms of nitric oxide-
and reactive oxygen species-mediated sig-
nalings in the respiratory diseases. P, 29:
859-866, 2010.
[AAESL, B, RUZFEE.  Nitric oxide
(NO) BLU'NO BEEME. A ARAKIE
FI 5 R #EPH MK - RICFERE, %70
R4, 982: 839-842, 2010.

2. FRER

1)

2)

3)

4)

5)

6)

Ahmed Khandaker Ahtesham, Tomohiro
Sawa, Shigemoto Fujii, Katsuhiko Ono,
Tatsuya Okamoto, Philip Eaton, Takaaki
Akaike. A unique signal transduction of
NO and ROS mediated by cGMP-depend-
ent protein kinase activated via
S-guanylation. £ 26 [EIERK 7 ) —F ¥
AN (20101 A, KE#)

REFE. NO-EMBRROX 7 LAF
FerHd—LBETF I FTARMR. B
838 HAIRHELER (201043 A,
PN

Ahmed Khandaker Ahtesham, Katsuhiko
Ono, Tomohiro Sawa, Takaaki Akaike.
Nitrated 3',5'-cyclic diguanylic acid as a
potential second messenger in bacteria.
% 10 [ A BEBRMAED T R Y
2 (2010 %= 3 H, Yokohama, Japan)
Takaaki Akaike. A New Paradigm for
Antimicrobial Host Defense Mediated by
NO and ROS: A Critical Role of Nitrated
Nucleotides. % 83 [E] H AMEF=#
= (201043 A, #iik

Takaaki Akaike. Protein S-guanylation: a

new post-translational regulation for redox

signaling. The 20th World Congress of the

International Society for Heart Research
(2010 4£ 5 H, Kyoto, Japan)

Tatsuya Okamoto, Tomohiro Sawa, Shi-
gemoto Fujii, Mie Tateyama, Shoji Ka-
wachi, Thuy Thi Bich Phung, Liem Thanh
Nguyen, Kazuo Suzuki, Takaaki Akaike.
Detection of protein-bound 3-nitrotyrosine
in plasma from pediatric patients with

7

8)

9)

10)

11)

12)

13)

- 63 —

fulminant ARDS and avian influenza in-
fection. 6th International Conference on
Biology, Chemistry and Therapeutic ap-
plications of NO 2010 (2010 £ 6 H,
Kyoto, Japan)

Ahmed Khandaker Ahtesham, Tomohiro
Sawa, Tomoaki Ida, Hideshi Ihara, Tatsuya
Okamoto, Shigemoto Fujii, Takaaki
Akaike. Chemical basis for mechanism
of 8-nitroguanosine 3',5'-cyclic monopho-
sohate formation in cells. 6th International
Conference on Biology, Chemistry and
Therapeutic applications of NO 2010
(2010 4 6 A, Kyoto, Japan) .

Shahzada Khan, Tatsuya Okamoto, Tomo-
hiro Sawa, Shigemoto Fujii, Takaaki
Akaike. Guanine nitration and oxidative
stress responses during influenza virus
pneumonia in mice. 6th International
Conference on Biology, Chemistry and
Therapeutic applications of NO 2010
(2010 4 6 A, Kyoto, Japan)

Shigemoto Fujii, Tomohiro Sawa, Hideshi
Thara, Takaaki Akaike. Critical roles of
nitric oxide signaling via 8-nitro-cGMP-
induced protein S-guanylation in antioxi-
dant adaptive responses. The 26th Kuma-
moto Medical Bioscience Symposium
(2010 4= 6 A, Kumamoto, Japan)
AR, BEHE T, % B, R
B ATV UL VA% -
ARDS 2B 5 MEEAEFO 3-= |
nFu s OERRIANT. 5 47 [B] H
R A N AFSTNE RS (2010 4
9 A, ERiT)
2 8w, RthFEE EROTFOLFE
B K DTEWBRES 7T NDr I A
N7 %83 EIBAREMFERK
= (20104 12 A, #FTH)

Takaaki Akaike. Cell signaling mediated
by nitrated cyclic guanine nucleotide. In-
ternational Symposium on Free Radical
Research: Contribution to Medicine (2011
#1 A, Kyoto, Japan)

Takaaki Akaike. Cellular signaling by
nitrated cyclic nucleotides and regulation
of its biological effects. Gordon Research
Conferemce on Nitric Oxide: Understand-
ing the Biology and Chemistry of Its For-
mation, Action, and Signaling (2010 £ 2
A, Ventura, USA)




H. B9 EEME D HEE - BRI BEADLF : L 8-F AT N axL IT
1. BEEEE J “/g—.’,'%;'—‘b;f 70 w71V BRHE
N g . A - REE, BEES
1 . ¥5FE 2007-252877
) %JE%Z%%?; A HEER : SERK 1941 A 26 B

HAE  RMFEE, AR, B2ER 2. EHBRERBGE: oL

HFEH : SERL 1949 A 28 H 3. Fofth: 2L
2) HFEE S : FFFE 2007-015728

K1 NREF

Bk E6 Prognosis i Respiratory i
5 J—E|D—K 6ot ARDS DERES Death MOF BTatonset CRP Pa0O. PaCO. PIF AST ALT wBC RBC Plts

1 02C p2 033 F Pneumonia Yes Yes 385 0.68 1084 314 1084 126 3 8500 3680 374
2 04C p13 025 M Unknown No No 36.9 24 39 40 97.5 83 25 1950 3200 497
3 06C p4 018 F Pneumonia (Rhinovirus) Yes Yes 385 08 63 56 63 79 18 4200 3910 403
4 07C p11 1400 F Pneumania No Yes 375 25 85.1 37 95.1 3235 40967 28000 3510 278
5 14C  pl5 020 F Pneumonia (Bacterial) No Yes 375 0.2 88.6 38 88.6 36 108 5300 5180 322
6 21C p20 020 F Pneumonia No Yes 36.5 03 61 384 1525 7 59 11400 3680 330
T 30C p23 020 M Unknown No No 385 0.6 55 54 137.5 85 38 35500 3540 654
8 31C  p21 026 M Pneumonia (Adenovirus) Yes No 38 0.85 58 725 45 146 10800 4140 508
9 34C p10 025 M Pneumonia (Bacterial) No Yes 385 3.6 484 37 121 78 36 18000 4660 430
10 36C p23 020 M Unknown No No 38.5 0.6 55 54 137.5 85 38 35500 3540 654
1" 3C p29 0.158 F Pneumonia(enterobacter) Yes Yes 365 56.2 72 56.2 9210 1960 12000 4460 305
12 40C p25 015 F Pneumonia (RSV) No Yes 36 4.2 6 49 63.6 183 92 21400 2550 498
13 42C p24 033 M Pneumonia (RSV) No No 385 0.06 352 778 35.2 106 7 27700 4160 375
14 43C p24 033 M Pneumonia (RSV) No No 385 0.06 352 7758 35.2 106 37 27700 4160 375
15 45C p27 500 M Pneumonia No Yes 38 1.64 571 85 57.1 180 3 13100 4520 154
16 49C p27 500 M Pneumonia No Yes 38 1.84 57.1 85 571 180 33 13100 4520 154
17 S50C p27 500 M Pneumonia No Yes 38 1.64 571 85 57.1 180 33 13100 4520 154
18 51C p28 025 M Pneumania No No 385 0.24 734 50 73.4 8 29 21800 3620 630
19 52C p32 075 F Pneumonia No Yes 8.2 5.03 61.1 442 61.1 183 68.6 10600 4030 413
20 53C p34 020 M Pneumonia (Bacterial) Yes Yes 37 o7 369 503 9225 1882 847 18400 2940 199
21 84C p32 075 F Pneumonia No Yes 382 5.03 61.1 42 61.1 183 £8.6 10600 4030 413
2 55C p30 017 F Unknown No No 7.5 305 99.4 305 133 42 11400 4550 762
23 s8C p31 11.00 F Pneumonia (Bacterial) No No 39.5 28.1 494 333 1235 825 313
24 81C p36 020 F Pneumonia No No 36.5 1.1 762 36.1 76.2 209 51 6800 3490 238
25 84C p36 020 F Pneumonia No No 37 037 431 492 431 8.5 27.8 14400 3220 232
26 67C p37 080 M Pneumonia No No 38 45 892 42 173 52 25 1000 4010 577
27 70C p37 080 M Pneumonia No No 38 4.5 69.2 42 173 52 25 1000 4010 577
28 71C  p38 033 M Pneumonia No No 36.5 10 7286 345 182 1211 642 8500 4510 416
29 72C p38 200 M Pneumonia (Adenovirus) Yes No 39 398 534 42 53 2093 295 5900 3890 268
3 7C p39 033 M Pneumonia No No 36.5 10 726 345 182 1211 B42 9500 4510 418
3 79C p43 038 M Pneumonia (Bacterial) No No 39 115 66.4 38.9 66 320 83.4 8700 4850 513
32 80C p42 025 F Pneumonia (Bacterial) No No 40 14 222 54.7 2 81.1 15.9 17400 3660 503
3 8 F Unknown NT NT NT NT NT NT NT NT NT NT
34 83C 1400 M Unknown NT NT NT NT NT NT NT NT NT NT
35 86C 033 M Pneumonia Yes Yes 37 89 315 334 315 61 62 2500 2970 83
3% 87C 300 F Unknown NT NT NT NT NT NT NT NT NT NT
37 89C p46 0.16 F Pneumonia (Bacterial) No No 36 18 58 4 64.4 94 34 8400 1157 21
38 81C p48 350 F Pneumonia No Yes 39 16 65 36.6 65 53 222 18600 5250 302
3 8C 117 M bronchiolitis/RF NT NT NT NT NT NT NT NT NT NT
40 84C 058 M bronchiolitis/RF NT NT NT NT NT NT NT NT NT NT
41 85C 2.00_ NT NT NT NT NT NT NT NT NT NT
09C pi4 700 M Pneumonia (H5N1) No 385 08 58 41 116 511 105 3300 398 16
15C p14 700 M Pneumonia (H5N1) No No 385 0.6 58 41 16 511 105 3300 398 116
2C pis 11.00 M Pneumonia (HSN1) Yes No 39 6.8 487 49 48.7 724 282 1700 4530 207
23C  p19 11.00 M Pneumonia (HSN1) Yes No 39 6.8 487 49 48.7 724 282 1700 4530 207
8s5C 350 F  Pneumonia (Influ B) No No NT NT NT NT NT NT NT NT NT NT
80C p47 025 F  Pneumonia (HIN1) No Yes 38 25 75.1 62.6 75.1 108 47 8900 3390 355
96C p49 300 M  Pneumonia (HIN1) Yes 38 1.6 586 . 58.6 10654 4367 7500 3980 118
49 97C  p50 300 M  Pneumonia (HIN1) Yes 36.5 24 76 76 133 40 16100 4340 131
50 CT-01 478D 200 M myocarditis No No NT NT NT NT NT NT NT NT NT NT
61 CT-02 504D 050 M anemia No No NT NT NT NT NT NT NT NT NT NT
62 CT-03 539D 0.17 M anemia No No NT NT NT NT NT NT NT NT NT NT
53 CT-04 544D 600 F FUO No No NT NT NT NT NT NT NT NT NT NT
54 CT-05 585D M myocarditis No No NT NT NT NT NT NT NT NT NT NT
§5 CT-06 588D 3.00 M ImP No No NT NT NT NT NT NT NT NT NT NT
56 CT-07 590D 0.13 M TP No No NT NT NT NT NT NT NT NT NT NT
57 CT-08 591D 025 M TP No No NT NT NT NT NT NT NT NT NT NT
8 CT-09 606D 008 F FUO No No NT NT NT NT NT NT NT NT NT NT
59 CT-10 608D 050 M anemia No No NT NT NT NT NT NT NT NT NT NT
60 CT-11 613D F FUO No No NT NT NT NT NT NT NT NT NT NT
61 CT-12 855D M FUO No No NT NT NT NT NT NT NT NT NT NT
62 CT-13 605D 12.00 M Fancony No No NT NT NT NT NT NT NT NT NT NT
63 CT-14 654D ¥ Fuo No No NT NT NT NT NT NT NT NT NT NT
64 CT-15 616D 133 M myocarditis No No NT NT NT NT NT NT NT NT NT NT
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