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MM BRI, 4E, Th2H A FhHA - THAHIL-13, IL4BLUIL- 1374 —0
BHZ oW TR L7, PSRl (o bR B 4 8 (VATS) 28 RETT & 0 7= 18 44 15 008 Ji ik
i > 5410 Tdn v, #5BEAHHERT RO UIP SIS 2 — B 23 01, £-NSIP BifEl-< & — 123§,
c-NSIP/OPEI{EL/S 7 — L RESBITH -1, MIFIL-131X3BEM THEEAED e -724%, BALF
HIL-13 1L UIP EifL 3 & — B CH A ER A58 -, —J7, i IL-4 L3 BE CHEEL YD
4, BALFJ IL-4 {2 FHIR Ll F T o 7. VATSEEA O Gk (L Fh0 i L, UIPHL < % —
YEETHWTIL-13Ra2 DA B4, FNSIPIS L (Ke-NSIPHi{Ll /3 # — BT UL TIL-13Ral
DREEGR A R . IL-13R a2 (EMHHE I (REEMICM < L Sh T, SEomMIAEEL
Bbhad.

Pathogenesis of chronic hypersensitivity pneumonitis
~IL-13 and histological pattern—

Naohiko Inase, Yasunari Miyazaki, Tomoya Tateishi, Yoshio Ohtani, and Yasuyuki Yoshizawa

Department of Integrated Pulmonology, Tokve Medical and Dental University

Chronic hypersensitivity pneumonitis (CHP) can result in an extensive pulmonary fibrosis after long-
term exposure to the causative antigen, and is pathologically classified into UIP-like, f-NSIP- like, c- NSIP-
like, and OP-like patterns. A shift to a Th2 immune-response was observed in CHP with UIP-like pattern,
which could be seen in UIP/IPF as well. In CHP animal model, Th2-prone mice (AJ) tended to present
severer fibrosis than Th1-prone mice (C57BL/6). To examine a role of Th2 cytokines in CHP, we analyzed
the expression of 1L~ 13, IL-4, and 1L~ 13 receptors in 54 patients with CHP (23 UlIP-like, 23 F-NSIP-like.
and 8 c-NSIP/OP-like patterns) who underwent video-assisted lung surgery (VATS). Although serum
IL-13 showed no differences among three patterns, BALF 1L-13 was elevated in UIP-like pattern. IL-4
showed no differences among three patterns in sera and could not be detected in BALF. In hitochemical
analysis of VATS specimen, IL-13Ra2 was expressed in UIP- like pattern, whereas IL-13Ral was expressed
in f-NSIP-like and ¢~ NSIP/OP-like patterns. A potential role of L~ 13Ra2, which was reported to enhance
pulmonary fibrosis, should be further examined.

..108_



(=967t

P A A 22 1k B IR 0 ORISR R L L 0 iR
b7 L, HPMERPTRIZ LY UIPKRL ¥ —2,
f-NSIPFILL % —2, ¢-NSIPEILL ¥ —, OPHI
loss—iosiahs. ZhET, BrEREvEs
R DA RN LR (VATS) BEAE HU A= Th1/Th2 235
v AOEMIZLE Y, UIPEIElS# — A IPF/UIP
LRIBHCITRICYZ FLTWA Z EAURE AN,
& 7= My 3ENh 4% (PDE) 2 W AJR & L CHIV /- 184E
i B i 28 5 7 L THE, Thl 87~ & A (C5TBL/G)
b H#E LT Th2 (= 7 A(ANIZHB T L 0L
LB xRz, 56, ThRtA AT
HAHIL-13, IL4BLXTIL-13 L7 ¥ —DRHRI
2uVTRRR LTz,

HREFHE

T LWL VATS 23MEFT & 4 7= 18 1 15 i i
kMg o sapiTd v, HERMREPT RAZ UIP 5
lo s — o gE23 0, -NSIPEIL A& — 2 FE23 1,

PR R e ORRIRAIE] SRR < ¥ — o I 13 MR —

c-NSIP/OPHIL/ S # — 8Bl Th o f-. #FNFh
ORED %BVC( I ) 1£77.1%, 75.5%, 86.0% T&H
N(#1), ZUE MG (BALF) O Y 2 SERS H
(-2 ) (2 21.6%, 33.5%, 68.3% Td - 7= (F2).
it i 45 L U BALF @ IL-13, IL-4 A ELISA T#liz L 7=.
F7-, VATS BEAA H O THlRLERIZ 4511 5 IL-13Ra
BEUIL-13Ra2 D EEBLE, Higik{brmic it
L

5 R

i 3§ 1L-13(pg/ml) i UIP i {EL /S & — A BE, £-NSIP
Ll S ¥ — B, c-NSIP/OPEIEl A% —Aff, 2
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%), 86.0£43.5, 61.6:61.8, 432+ 432 L % HEM
CHEEA WD 7=5%, BALFHIL-13(pg/pg *
protein) [ 1.00 £ 0,20, 0.11 £0.07, 0.33 =021, 0.00
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Usual interstitial pneumonia (UIP) {4 54 2% M BRI R MBI 500 C, $584E & BRI
TEPBE2 RS, o, —BICEBEHEMTEMN S TiXsREMBEERisic LT, =
T A Fail U L4508l oSt B8, m#E2 2S5 Z 2T
HETHD, ?‘?’Ef‘Fld]ﬁﬂ-ﬂrc‘é(’?nAﬁlil’ﬁL’C. 2004410 TEBM L iRHEO £5] & | BWE SR,
U AAERER HEPOEW 7o —Fr— bR L ERE L LARGHCH KR Y
TECFxud 'il S, EOMEEOL ST DAy, b EOEMA Y - CERT 300K
WA i AR B R M e O BRI S kb, H MV TEbELThAH0
PIWTHS., T ZTKRMTIHY 7= b FIEF, HiEHAEK, MPO-ANCA 7t ¥ OR|7E & =
(4o % IR A & L=,

Y= boA FIRFIZOWTHE, & MgG#i 7 7 » 7 AEEYGE TG L7286 20 TU/mL %
L1445, 20-50 an’mL 50-100 IU/mL, 100-500 IU/mL, 500 IU/mL EL ECoo @Mfdif 2 80 %
HNITHUERH S Z L, FBHERIZEOTIE, 804540 LIL 160 (%0 A TSR R A K <M
TOHEM 52 A2 iz dl 5 2 ELN) T BMERSAZ LA ER L2, £/ undifferenciated connective
tissue disease (UCTD) = Sytemic sclerosis sine scleroderma-associated interstitial pneumonia (SSc sine
scleroderma) @ Hit ) g\ Mz DU TfidL 7=, 18P L 52 & Wb - 2 53 & O IR IR O B L 8
bIRE L.

R[] 0 4 S M B BT ME T 78 0 32007 & Wi o0 8| 2 OMGTIZM LT, A a3 C i clia
Hifzhiz, PHEEEEH, B 2HURIGESH L2 O 20 TEREIZ B TR Mo v
Thad.

A proposal of standardization of checking history and autoantibodies
for patients with idiopathic interstitial pneumonias.

Chida k, Suda T, Nakamura Y, and Inui N

Second Division, Department of Internal Medicine, Hamamatsy University School of Medicine

We propose a standardization of taking history and measuring autoantibodies for patients with
idiopathic interstitial pneumonias (11Ps) to distinguish properly 1IPs from interstitial pneumonias associated
with collagen vascular diseases (CVDs) or chronic hypersensitivity pnemonia (CHP).

Autoantibody testing plays a central role in both screening for and diagnosis of CVDs. Since these
tests have limitations, often leading to erroneous conclusions, the interpretation about a positive titier for
rheumatoid factor and antinuclear antigen should be standardized between laboratories. And also it should
be noted that the diseases such as undifferenciated connective tissue disease (UCTD) and sytemic sclerosis
sine scleroderma-associated interstitial pneumonia (SSc sine scleroderma) may be misdiagnosed as one
form of 11Ps.
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Cells and extracellular matrices in early fibrotic lesions of
interstitial pneumonia

Yuh Fukuda, Mayuko Togashi. Dedong Kang,
Mikiko Takahashi. Masuki Yamamoto, and Shinobu Kunugi

Department of Analvtic Human Pathology. Nippon Medical School

In interstitial pneumonia (IP), early fibrotic lesions are mainly formed in the intraalveolar spaces.
The morphology and prognosis of IP is known to depend on the pathological pattern of IP. In this study,
we investigated the pathological characteristics mainly in the cells and the extracellular matrices (ECM)
appearing in the early intraalveolar fibrotic lesions of each pattern of IP. We used the biopsy cases of UIP and
NSIP, and the autopsy cases of DAD. Light microscopy. electron microscopy and immunohistochemistry for
keratin, a-SMA, |-, I1l-, IV-collagen, MMPs and TIMPs were performed. We used a statistical analysis in
some of these findings. In some cases, immunoelectron microscopy for I-collagen and in sitv hybridization
for IV-collagen were done. In the results, myofibroblasts were more prominent in the early fibrotic lesions
of UIP and DAD than NSIP. The regenerated epithelial cells on the early fibrotic lesions of NSIP and DAD
were mainly alveolar epithelial cells, but many metaplastic squamous epithelial cells were found in the cases
of UIP. Elastic fibers were more frequently found in the early fibrotic lesions of NSIP than UIP and DAD.
1V collagen deposition was more frequently found in the early fibrotic lesions of UIP and DAD than NSIP.
In situ hvbridization showed the production of 1V collagen by the myofibroblats of DAD. Although the
characteristics of honeycombing of UIP are known to be the disappearance of alveoli and bronchiolization,
the early fibrosis already showed a beginning of bronchiolization. 1V collagen in early fibrotic lesions may
appear associated with myofibrogenesis of mesenchymal cells and prominent TIMPs in mesenchymal cells
in UIP and DAD. and they probably correlate with the remodeling and the prognosis of these IP.
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Clinical examination of idiopathic interstitial pneumonia complicated
with acute exacerbation

Arai T, Inoue Y, Tachibana K, Inoue Y, Nishivama A, Sugimoto C, Matsuda Y, Tsuji T, Nishie K,
Sasaki Y, Kagawa T, Minamoto S, Suzuki K, Kitaichi M, Hayashi 8§, and Sakatam M.

National Hospital Organization Kink-Chuo Chest Medical Center

Thirty five cases of idiopathic interstitial pneumonia (IIP) complicated with acute exacerbation was
diagnosed according to the guideline of JRS 2004 and 30 cases of idiopathic pulmonary fibrosis (IPF). 1
case of idiopathic nonspecific interstitial pneumonia and 4 cases of [P with atypical radiological findings
for IPF were included. Treatment for acute exacerbation was high dose methylprednisolone in 34 cases,
maintenance steroid therapy in 35 cases, immunosuppressive drugs other than steroid in 14 cases, positive
pressure ventilation in 14 cases and polymyxin B-immobilized fiber column (PMX) therapy in 6 cases. For 8
cases, steroid therapy was commenced before acute exacerbation. Decrease of peripheral blood eosinophils,
serum immunoglobulin G, and deterioration of oxygenation 3 days after the initiation of the therapy were
negative prognostic factor by univariate analysis. Multivariate analysis showed that decrease in counts
of peripheral eosinophils and deterioration of oxygenation were negative prognostic factors. Amount of
steroid, additional therapy with immunosuppressants, positive pressure ventilation and PMX therapy were
not significant prognostic factors.
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