(110)

2005~2007 EE U F A MRS BT 2 HAEPE

p<0.005

” r )
£ 307 p<0.005 NS
%m T 1r 1
£ 8251
2a
bl |
o T 201
23
o =
5 2151
Q@ 3
gw
£ £101
3
& 57

Control IPF IPF NSIP oP

Autopsy Autopsy Biopsy Biopsy Biopsy

£

g 91

K

T e

=3 7-

g2g

w3 67 ]

S35

£ 57

[-%

E 4

2

s 37

o "

o 2 [Tt

< W
11 i

IR R

Control IPF IPF NSIP OoP
Autopsy Autopsy Biopsy Biopsy Biopsy

9 /NERRREENO Y NEOEBL EES
M TN DY > B DOERE (A) EEE (B) %
IEEXESIRRES, TIPF 8% 0O VATS fili, IPF SiESs
F B, CNSIPEEB XU EML OP) BF D
VATS Bl TLbEE U 7=, IPF 1X VATS T &5 %
THZDIELOM & EXTNIBE TN O Y >/
DEFELEDRESHZBLLFEI LTV S,

BoTEHEINSL Z L6, AMEEDREN I Dff
faEM MR AE 2O E LTBETWE Z LW
EZzZohb, ZhixZOMEERIC VEGF EEMES%
{ (Ref), EMIMENRELPT VI LR2EZ S LH
LTV, ZhsDmE Iz CDMIZBEETH S
P, rarREY 2DV (TM) OELIZERICET
LTw3 (K4, [lEZoERYAF*HAWTZED
CD341zxt9 2 TM OEAFT R L 72 (K 5). %
DFER, EECIHEL T, SRERTE sz
FrA AR HERE B E AR <3 Tz T™M E4 EMIm
BB HERADY 30% BERA LT3 D0, SEE
= & 7o U FERe AR B Tl A i B

fifi & FRk I TM EEAMIBENE LLETLTWA I &
RE N (K 5).
fAEEREMIc BT 2 ) U EOHBELL: E
I BWTY B/ N EERIREEN (X 6AB) I
HBVIIHIEE TN (B48AB) 2 L S FEL THH
LTws, L URRMEMREEEEMc B »Tid 2
o DOFEBICEHESEL, V) o ENEL GHEHL
BEEBSH, BOLTws I e28B8LE:
6CD, B 8CD). E{&HTEEE = F v T/ ERRREEF O
Uy oNEOERBE @A) ) v RXEOES ¥
7B), B & CHIBEL FHEREF DV o E O (K 9A)
EV U VEDRE (K9B) RRFIEIFERMEE & D
AEHIBEERIS (IPF), 2MsEEETIRET (AEX), #
fatEIErE BRI MR (cNSIP), B L U8B bR
HBHM (OP) MITHm L7z, #DFEER, Zhs O
DY B RMIEE R 2T 3 LU O/ RN &
5 HEPETT TIEHCHEAL, HlkoTwn3
ZEBTRENT, )V oSEBMEEFES T S BEA LR
RO MEIE R A E T & O B N T I fa ke
PRZEI U TEEFED ) Y EPSZHD Y v
BEEZN TV, IPF BEM Tl AR
ARl H B CY, VEGF-C ® VEGF-D &5
72V NERERT- OEEIT SN TS DD, BfF
DV o E VR E A S b LD, %
TeaE s AL, Vo NERER AT
(K4 10), Z OEENIFZREEHANC & - T & D FBEINTR
shiz (& 1),

B

=]

SEIDRRD &, FeFMHERIERE 12 35 1 2 iR BT
DI R 121 F & D7c, R MATRHEE L, e
NZRWRERED il EEHEOBELS L O7F
M=y RAEETL, FRIUC X o TR 23 5 Kke
DHBY—T7727 72 BEIUCOEEPBRYT
52 L ko THtRIERA B &, RO Z(L%
Eld., ZORRE, MifEE - FERHSE ST - RS
B, PR & - T X DRELTE £ 2 e
Ho CESHICHIRL, BEREIR SIS, —F
BE%x S F e LML, ThBE»SH 50k
TRMVAZMEEER LA~ 2 o
77— ¥ip ol BN, TGF-8 2L d
BEEFRIA MAA COMERFEESL TH

— 140 —



PRI B E O MmE -

X 10

U 2 SEREZAN & 3 AR ORERR

Y U BN IR R AR T, VEGF-C $ %\ i3 VEGF-D 2 X TR EERAOE B I %W, 351 EM fréasER7:, IPF
BED VATS FHcB W T ) v EBFERF VEGF-C, VEGF-D OEA T EA4 1B F M EE SN TAZ OO0,
Y B LR ENICEE 3N T W B 72l L Ty, SE(Li% (OP) BENB L U cNSIP BERIc BTk
VEGF-C % % \» i3 VEGF-D 4R > YEEBICOHA L Twa 2 EEHEs NS,

" ‘ »=0.005
':E 2121 p < 0.005
£ i
%‘E .. [ .
-y N
23 \\ :
Eg.s- L
1N \
1R . \
. 0 40 st \\
Control IPF IPF HSIP oP
Autopsy Autopsy Biopsy Biopsy Biopsy
11V A DSAEE

EE TRAER Uk WnFiEE S X OB E~ OB
£ ) EDOSREE b IEHE M EEREE, IPF B8& o0
VATS fii, IPF 2SR RENM, cNSIP BE B L UHE
1LiE% (OP) B#H D VATS Bl CHE L7z, cNSIP &
B L UBRELHi% (OP) BE0D VATS it N Tl
LR U SEHENBETWBEDINL, IPF EEfH
T3 VATS RPRMEEBEROIBMTH L b > ¥
BOFEETD W,

HALRE Z(BET 2 (1), 20k SHELREDRT
WEZHAH LT 5 EMIMERIERZ X, VEGFE ®
IL-8 & o 7z MEHETER T OEEEMC L > TET
% (5). ZOHFFEEMMmE ORFH I L TTEDFI

B> TRIRER % £ D7z  O—FED LR HEIN 2 B K
POEUbDEHESNS, L» L VEGF IZiZim
EroOR AT 2RHEL b 5. BREFER & &
N5 LD b T REKEEY A bh A4 ORI
XL TH ZOMMIaEMNEREREZIZEZ 5 < I3
BIKIGL TRHZ, 25123 TM OEERBI LT
HMGBl 2 k< &8 nb X352k D (6), VAl
fifafEE DS kb eE 27 (M12), Z5 LizH
TEEEINS X 517> 72 HMGBI ® MCP-1 13, %
MR EE BB O Rz b o T Y v E DI
ENTVRELEDIiNSTEIENTERLE>T
W, KL6 & & HICBE LH% %729, HMGB-1 (7,
8) ® MCP-1 (9), KL-6 (10) I & % &4E » #5Abms
BENDEEREZ D L, o OB IEFIEHRME
EEFEOSMEEORERERFE L ALTVRS
LRI, SRR ITEL S Sl —B L
LEFrEESE 5,

SERII D & S BREBICEDWT, FrRMMMHRMEE
BEICT 2 I6RENM 2 TR T 2 ENDH Y, £
Z ORI NS,

— 141 —

(111)



2005~2007 S U & AN BB 2 RE%

Hypothesis of disease process of IPF/UIP

Reduction of surfactant proteins
\

Alveolar collapse

4
Honeycomb formation
A
K Lung-volume loss

T e

Restrictive ventilatory defect

Decrease of

HmGB1 |

~
~

-

| Fibrosis and collagen deposition in
| interlobular septa & subpleural area
I with formation of fibroblastic foci

o VECF

Leaky condition of
increased capillary lesions

' trigger |
™M+

g Death <~ Acute on set of DAD (Acute exacerbation )

12 IPF BEMOREERCE T 5 (K

X m

(112)

1) Kondoh Y, Taniguchi H, Kawabata Y, Yokoi T,
K, Takagi
idiopathic pulmonary fibrosis.

Suzuki K. Acute exacerbation in

Analysis of clinical
and pathologic findings in three cases.
103 : 1808-12.

2) Shinya K, Ebina M, Shinya Y, Ono M, Kasai N,
Kawaoka Y. Avian flu: Influenza virus receptors in
the human airway. Nature 440, 435-436, 2006.

3) HAMREYS: [FrREMEERR 28 R
] (FA F T4 ) FLE, 2004,

4) Ebina M. TGF-g in pulmonary fibrosis. In
TGF g in Cancer Therapy Part Il TGF-b in
inflammation and fibrosis. Jakowlew SB ed.
Humana Press, New Jersey, pp569-78, 2007.

5) Ebina M, Shimizukawa M, Shibata N, Kimura Y,
Suzuki T, Endo M, Sasano H, Kondo T, Nukiwa T.
Heterogeneous increase in CD34-positive alveolar
capillaries in idiopathic pulmonary fibrosis. Am J
Respir Crit Care Med. 2004 ; 169 : 1203-8.

6) Abeyama K, Stern DM, Ito Y, Kawahara K,
Yoshimoto Y, Tanaka M, Uchimura T, Ida N,
Yamazaki Y, Yamada S, Yamamoto Y, Yamamoto

The N-termi-

nal domain of thrombomodulin sequesters high-

H, lino S, Taniguchi N, Maruyama L

mobility group-BI protein, a novel antiinflammatory

Chest 1993 ;

mechanism. J Clin Invest 2005; 115: 1267-74.

7) Ueno H, Matsuda T, Hashimoto S, Amaya F,
Kitamura Y, Tanaka M, Kobayashi A, Maruyama I,
Yamada S, Hasegawa N, Soejima J, Koh H, Ishizaka
A. Contributions of high mobility group box pro-
tein in experimental and clinical acute lung injury.
Am J Respir Crit Care Med. 2004 ; 170: 1310-6.

8) Ogawa EN, Ishizaka A, Tasaka S, Koh H, Ueno
H, Amaya F, Ebina M, Yamada S, Funakoshi Y,
Soejima J, Moriyama K, Kotani T, Hashimoto S,
Morisaki H, Abraham E, Takeda J.
high-mobility group box-1 to the development of

Contribution of

ventilator-induced lung injury. Am J Respir Crit
Care Med. 2006 ; 174 400-7.

9) Inoshima I, Kuwano K, Hamada N, Hagimoto N,
Yoshimi M, Maeyama T, Takeshita A, Kitamoto S,

K, Hara
chemoattractant protein-1 gene therapy attenuates
pulmonary fibrosis in mice. Am J Physiol Lung Cell
Mol Physiol 2004 ; 286 : 1.1038-44.

10) Kohno N, Awaya Y, Oyama T, Yamakido M,
Akiyama M, Inoue Y, Yokoyama A, Hamada H,
Fujioka S, Hiwada K. KL-6, a mucin-like glyco-

Egashira N. Anti-monocyte

protein, in bronchoalveolar lavage fluid from patients
with interstitial lung disease. Am Rev Respir Dis.

1993 ; 148: 637-42.

— 142 —



[FR 18 £ )

MR TG RO BHA M AR < 5 — >
—HERIZB S 2 H

HE B E & s —Hpr A& e del IER

e F=T 2H R AERE—ER: ek Rl i e (e

KH FE? HNED 52 R R w200 {LH R

FIER  HEeae JtH  EE w/E —H  HH e FR OEHM

oW EHE 4R N —F kS R w\mE &
William D. Travis* Thomas V Colby®

AR OIREL N Y — > I3 RER MR R (IPs) DRZBNC & > TEETH 5 o3HEHE2H X
BT U BES TR, P SARIMIFAERTRERZ IR T 5 U AMIE B OREERM OZE O—3
2OV TS 21T 5 7z, X513 NHO BURBEHENIRES & v 7 — 7 LFEFFSE CER S L7z IPs 2481
HOBZEARE 157 B, 8 ADRBRE LSRR 1 CHNL L T ATS/ERS OFEHEIZE V2N, —BER, £F
A DL AT LT-. UIPBITIE 4 ALLE—E L7201k 8 Ad 8 A (100%), 6 ALLLED—EZ
D% TH-7-. NSIP Tit 4 ALLEDO—ET 91%, 6 ALAED—3KZ 54% TH - 1>, 8 AOTRHEE L
PRESREZKT (CRP) 2l & O—2CE (« fH) 1373504410135 (BE¥ERZE) ThHho7z (n=8). 8
ADFEHEE, 2 A9 DODRITOZE D » HIZF 031020109 TH-7- (n=28). CRPZHnc Lz
Wiz k b —F, L7z, 27220 —ROFREBRANOEEIFVCEEZERIRD RV OO, #HL
OREFIOZWDOBIL D & IZRENH 3 LE 2 5N, FEZHI L VIEE(LIN2ENEINS.

(NHO BUREZEPRIE S v b7 — 7 HFEFFE 2 EE & UTHEITEREL /2.)

Diagnostic Agreement in Histological Patterns of Idiopathic

Interstitial Pneumonias

Inoue Y'2, Hebisawa A2, Yamadori I?, Yamamoto S*?, Kitaichi M!?, Koreeda Y'?, Mochizuki Y?,
Kobashi Y2, Sato T? Fujita Y?, Nagata N2, Akagawa S?, Saito Y2 Saito T?, Eda R% Abe M?,
Kitada S2, Fukushima K2, Arai T'?, Akira M, Hayashi S*?2, Okada M"?, Nishimura K2
Sakatani M"?, Fukuda Y3, William D. Travis*, and Thomas Colby®

INHO Kinki-Chuo Chest Medical Center
NHO IIPs study group
3Nippon Medical college
*Memorial Sloan Kettering Cancer Center (NY, USA)
SMayo Clinic, Scottsdale (AZ, USA)

Histological pattern is important for the diagnosis of idiopathic interstitial pneumonias (LIPs),
however the histological patterns sometimes differ between the pathologists. The aim of this study is to
assess the diagnostic agreement among pulmonary pathologists. Eight pathologists working as experts of
pulmonary pathology in Japan and USA participated. Each pathologist evaluated the surgical lung
biopsied slides from 168 patients with IIPs. Pathologic evaluations were performed without radiological
or clinical data in independent and blind manner. The diagnostic criteria were based on the criteria from
ATS/ERS (ATS/ERS 2002). Gold standard of the diagnosis was defined as the consensus diagnosis by
the clinical radiological pathological (CRP) diagnosis. More than 4 pathologists agreed 100% of UIP
pattern (CRP diagnosis), more than 6 pathologists agreed 42% of UIP. More than 4 pathologists agreed
91% of NSIP, and more than 6 pathologists agreed 54% of NSIP. The coefficient of diagnostic agreement
(3 value) between 2 of 8 pathologists was 0.310£0.109 (mean+SD, n=28), and » value between CRP
diagnosis and each pathologists was 0.441+0.135 (n=8). The x value was better with CRP diagnosis.
Kaplan-Meyer analysis revealed that there was no significant difference between the prognosis of UIP
patients diagnosed among each pathologists, or prognosis of fibrotic NSIP (p>0.05). CRP diagnosis
would be necessary for the diagnosis of IIPs and standardization would be desired. This study was
mainly sponsored by the NHO respiratory network study grant.
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Comparison between SUV and Glut-1 expressions in interstitial
pneumonia (IP) and IP associated with lung cancer

Kazutoshi Isobe!, Yoshinobu Hata?, Shinji Sakaguchi!, Keishi Sugino!, Susumu Sakamoto!,
Minoru Shinozaki®, Kazutoshi Shibuya®, Keigo Takagi?, Yukihiko Ozawa*, and Sakae Homma!

' Department of Respiratory Medicine, *Chest Surgery, *Pathology, Toho University Omori Medical Center
*Yuai clinic

Aim: The aim of this study was to demonstrate correlation between SUV and Glut-1 expressions
in IP and lung cancer.

Subjects and methods : 27 patients with interstitial pneumonia (IP) associating lung cancer (IP-LC
group) and 22 patients with [P non-associating lung cancer underwent 18-fluorodeoxyglucose positron
emission tomography (FDG-PET) during April 2004 through October 2007. Among those 49 patients,
eight underwent surgical lung resection as a therapeutic or a diagnosic procedure. SUV were analyzed
in both IP fields and lung cancer fields. Additionally, Glut-1 expressions in the resected lung tissues and
those SUV were evaluated, respectively.

Results : Although there was significant difference of SUV between lung cancer fields (8.616.3) and
1P fields (1.540.4) in LC-IP group (p<0.001), there was no significant difference of SUV in IP fields
between LC-IP and IP group (p<046). In addition to RBC in the vessels along alveolar walls,
hyperplastic alveolar type II cells and metaplastic cells in the fibrotic lung lesion revealed positive Glut-
1 expressions.

Conclusion : The elevation of SUV in IP fields can be caused by neovascularization and/or
hyperplasia of alveolar type Il cells and metaplastic cells in the fibrotic lesions.
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PREEMM AR DOAMEMEICB W T KL-6 DFESFTH S SLAK DEENTTHET L Z ENREIN
7.

Circulating KL-6/MUCI1 mucin with selectin ligands in patients
with respiratory diseases

Nobuoki Kohno, Akihito Yokoyama, Taku Nakashima,
Jyunya Inata, Yoshinori Haruta, and Noboru Hattori

Department of Molecular and Internal Medicine, Graduate School of Biomedical Science, Hiroshima University

The interactions between carcinoma mucin and selectin had been reported to trigger intravascular
coagulation. In our previous study, we succeeded to detect serum KL-6/MUCI carrying with ligands
for selectin (designated as SLAK) in patients with acute respiratory distress syndrome (ARDS). We
found that serum SLAK was not only a predictor of disseminated intravascular coagulation, but also a
prognostic marker. In the present study, we measured serum levels of SLAK in patients with various
respiratory diseases to assess its clinical significance. Serum samples were obtained from 97 of healthy
controls, 14 with COPD, 9 with bacterial pneumonia, and 186 with interstitial lung diseases at their first
visit to our hospital. In total, 306 samples were analyzed. In patients with idiopathic interstitial
pneumonias (IIPs), serum samples at their acute exacerbation were also evaluated. The level of serum
SLAK in healthy controls was 8.8+9.6 U/ml (mean+standard deviation). Serum levels of SLAK in
patients with idiopathic lung disease (ILD) were significantly higher than that of healthy controls. When
cutoff level of SLAK was determined as mean+3SD of healthy controls, the positive ratio of SLAK in
ILD patients were 22.0%. In patients with IIPs, serum SLAK was significantly elevated when they
showed acute exacerbation of their interstitial pneumonias. These results suggest that the production of
SLAK, a novel submolecule of KL-6, increased in acute phase of respiratory diseases such as ARDS and
acute exacerbation of IIPs.
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