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Figure 1 Relationships between %VC and MPAP
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MPAP = 28.0 - 0.18X%DLCO; R? = 0.203
P=0.0001
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Table 1 Predictors of mortality
Univariate analysis
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Figure 2 Relationships between %DLco and mPAP
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Figure 3 Relationships between 6MWD and mPAP
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Variable Hazard Ratio  95% confidence interval
lower upper p

MPAP 1.112 1.062 1.162 <0.0001
%VC 0.966 0.948 0.985 <0.0001
%DlLco 0.976 0.959 0.994 0.0087
Pa0O:z 0.949 0.926 0.973 <0.0001
MMRC 2.764 1.733 4.407 <0.0001
6MWD 0.994 0.992 0.997 <0.0001

Table 2 Predictors of mortality
Multivariate analysis

Variable Hazard Ratio 95% confidence interval
lower upper [}

MPAP 1.100 1.034 1.170 0.0024
%VC 0.973 0.947 1.000 0.0537
%Dlco 1.013 0.988 1.039 0.2987
Pa0:2 0.987 0.951 1.011 0.2115
MMRC 1.536 0.877 2.691 0.1331
6MWD 1.001 0.997 1.005 0.6846
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— 197 -



2009 4EEE OV E AR U B 5 iR R SE

B 222%ICxt LRAFTHY, LOBEFANZE
FHCODAREMESHER S D, filho X 5 I
FEAE B &\ D BIEFCO i@ £ T %K & LT
DEHEPRESNTHDEND, L 0BEHN COMRG
TIHMEARE O BEROBGEN R 22006 L
R,

R 7T —ilam a2 —(Z K D HEE MR ORGE T
ZOREN, EREMEN D BERE TR L Ty
LR, BEIEOWTEREARS D Z ER@ESN
T&72(13). SRlOHH T, F2HfEE + 10mm Hg
PAN D IERESL.5%, +10mm Hg X 0 K & Vi KA
36.4%,~10mm Hg £ ¥ /b Wi/ MGG 12.1% Thd o>
7o, T ORI, ETERERREIIBIL Ny T
T =il 2 K A HETE IR ) E oo SEEIME &
+ 10mm Hg EAWNIEFPE CRODDLDHBTH D &
D EROWE L BEET 5.

L b, HERPERRRHERE L 35T B BFENIRIE D P 1
HE 2 3EBRIIOEBREL, M LETHREFTHD
ZEEHE L. Ry 77 —lboma— | X AHEEM
BARE IR ECRER SV, HOB T —T VR
JAMEREAEREE TS L L b .

X #

1) American Thoracic Society. Idiopathic pulmonary
fibrosis: diagnosis and treatment. International
consensus statement. American Thoracic Society
(ATS), and the European Respiratory Society (ERS).
Am J Respir Crit Care Med. 2000; 161(2): 646-664.

2) Flaherty KR, Toews GB, Travis WD, et al. Clinical
significance of histological classification of idiopathic
interstitial pneumonia. Fur Respir J. 2002;19(2):275~
83.

3) Nadrous HF, Pellikka PA, Krowka MJ, et al.
Pulmonary hypertension in patients with idiopathic
pulmonary fibrosis. Chest. 2005;128(4):2393-9.

4) Alakhras M, Decker PA, Nadrous HF, Collazo-
Clavell M, Ryu JH. Body mass index and mortality
in patients with idiopathic pulmonary fibrosis. Chest.
2007;131(5):1448-53.

5) King TE, Jr, Tooze JA, Schwarz MI, et al.

Predicting survival in idiopathic pulmonary fibrosis:

- 198 -

scoring system and survival model. Am J Respir Crit
Care Med. 2001;164(7):1171-81.

6) Latsi PI, du Bois RM, Nicholson AG, et al. Fibrotic
idiopathic interstitial pneumonia: the prognostic value
of longitudinal functional trends. Am J Respir Crit
Care Med. 2003;168(5):531-7.

7) Collard HR, King TE Jr, Bartelson BB, et al.
Changes in clinical and physiologic variables predict
survival in idiopathic pulmonary fibrosis. Am .J Respir
Crit Care Med. 2003;168(5): 538-42.

8) Flaherty KR, Mumford JA, Murray S, et
al. Prognostic implications of physiologic and
radiographic changes in idiopathic interstitial
pneumonia. Am J Respir Crit Care Med.
2003;168(5):543-8.

9) lJegal Y, Kim DS, Shim TS, et al. Physiology is a
stronger predictor of survival than pathology in fibrotic
interstitial pneumonia. Am J Respir Crit Care Med.
2005;171(6):639-44.

10) Steven D. Nathan, Paul W. Noble, and Rubin M.
Tuder. Idiopathic Pulmonary Fibrosis and Pulmonary
Hypertension: Connecting the Dots. Am J Respir Crit
Care Med. 2007; 175: 875 — 880.

11) Lettieri CJ, Nathan SD, Barnett SD, Ahmad S,
Shorr AF. Prevalence and outcomes of pulmonary
arterial hypertension in advanced idiopathic pulmonary
fibrosis. Chest. 2006;129(3):746-52.

12) Patel NM, Lederer DJ, Borczuk AC, Kawut SM.
Pulmonary hypertension in idiopathic pulmonary
fibrosis. Chest. 2007;132(3):998-1006

13) Hamada K, Nagai S, Tanaka S, Handa T,
Shigematsu M, Nagao T, Mishima M, Kitaichi M,
Izumi T. Significance of pulmonary arterial pressure
and diffusion capacity of the lung as prognosticator
in patients with idiopathic pulmonary fibrosis. Chest.
2007;131(3):650-6

14) Arcasoy SM, Christie JD, Ferrari VA, Sutton MS,
Zisman DA, Blumenthal NP, Pochettino A, Kotloff
RM. Echocardiographic assessment of pulmonary
hypertension in patients with advanced lung disease.
Am J Respir Crit Care Med. 2003;167(5):735-40



R FEVEMIBRMERE IS D RRIREE - U T - a v D
o — bR O RMTER AR

#A LE?ZI jﬂlﬁ BESE & 0 B & ks
b o A EET AT

PR PR R HERE (IPR) 2 O e 2 3t Gt & Lo 7 v 7 — MREIC L IPF{Z%4 % &4
FEZIEE (LTOT) SRR Y Y T— 3 a VO - BEHAELITT 72, ./vp B T- 4 157
FTCIPF XL CLTOTIHAH EE 2 b TEY, sk TIPFIZLTOT AMEH S TW o, 64
BIATT A M2 1SHasR TIThu T ey, T FEEiRM cREREG>E N H o7, IPF
W2k AR U Y T —3 g EIMgR TIThIV TV A NIPFICHE L LR Y e ) 57—
varrynl I LAEHFITTCODRITR S, MORBEERRSBEERELHA—DO U YT — g
YIMTOhN T, UAE YT —va ddkRE D AR TCITORA L EDRZNEVIFERTH-
72, MidhEOFMO D DOH LI T —FT AV REEZT>TWVWDLIDIXIEROATH T, 4514,
IPF &\ ) BEBEO @ﬁﬂéﬁ?v@ Muak ] CO B L, F - Z s LRI b WIE 2 TA R mIE

B L sk co—EOIEER N EE NS

Current Practice in Long Term Oxygen Therapy and Pulmonary
Rehabilitation of Idiopathic Pulmonary Fibrosis: A Questionnaire

Survey in Japanese Academic Physicians

Hiroyuki Taniguchi', Michiaki Mishima?, Masashi Bando’,
Yoshikazu Inoue’, Takashi Ogura®, and Yukihiko Sugiyama®

'Department of Respiratory Medicine and Allergy, Tosei General Hospital
*Department of Respiratory Medicine, Kyoto University Hospital
*Division of Pulmonary Medicine, Department of Medicine, Jichi Medical University
‘National Hospital Organization: Kinki-Chyuo Chest Medical Center
*Department of Respiratory Medicine, Kanagawa Cardiovascular and Respiratory Center

Little is known about the practice of long term oxygen therapy (LTOT) in patients with idiopathic
pulmonary fibrosis (IPF). Pulmonary rehabilitation has recently been studied in patients with interstitial
lung disease. Recently some controlled trials of pulmonary rehabilitation in IPF have demonstrated an
improvement in walk distance and symptoms or quality of life. To investigate current practice in long
term oxygen therapy and pulmonary rehabilitation of IPF in Japan, 794 patients with IPF in centers having
expertise in IPF clinics were studied by using a questionnaire survey.

LTOT was recognized as effective therapy and was used in all centers. PaO, of less than 60 mmHg was
used for the criteria of LTOT in 12 of 15 centers. Oxygen therapy for desaturation during exercise was used
frequently. Six minutes walk test was used in all centers with various protocols. Pulmonary rehabilitation
programs of other than interstitial lung disease, such as COPD was used for IPF in all centers. Pulmonary
rehabilitation was used more frequently in inpatients than in outpatients. Although doppler echocardiogram
was an inaccurate tool for the evaluation of pulmonary artery pressure (PAP), it was used frequently; right
heart catheterization was used only in one center. Uniform standards of various evaluation methods for IPF

are needed for the future multicenter studies in Japan.
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Agreement of Pathological Diagnosis in

Fibrosing Interstitial Pneumonia

J Fukuoka'?, R Egashira', H Taniguchi’, Y Kondoh®, N Kumagai', H Origasa’

'Laboratory of Pathology, Toyama University Hospital
*Department of Surgical Pathology, Toyama University Hospital
*Department of Respiratory Medicine and Allergy, Tosei General Hospital
‘Department of Biostatistics and Clinical Epidemiology, University of Toyama School of Medicine

Background

Despite the expectations after publication of 2002 ATS/ERS classification of idiopathic interstitial
pneumonias (IIPs), interobserver variability in the pathological diagnosis of IIPs is still problematic. To
assess whether these criteria have been accepted and is applicable, we examined interobserver agreements

for histologic diagnosis among 29 pathologists.

Design

We selected 20 consecutive VATS cases from Tosei Hospital where interstitial fibrosis was described as
amajor histological finding. Twenty nine panelists, blinded to clinical and radiological data, sub—categorized
into 4 experts involved in ATS/ERS classification/review (EX), 8 US/EU pulmonary pathologists (USEP),
10 Japanese pulmonary pathologists (JP) and 7 general pathologists (GP), reviewed slides, classified cases
by histological pattern and graded degree of certainty, 1-3. Histological diagnosis outside of the seven
patterns of ATS/ERS IIPs classification were categorize as “Others”. Generalized Kappa co—efficient was
calculated for interobserver agreement with respect to each geographic region and category. Student’s T—test

was used to analyze if level of agreements is associated with degree of certainty.

Results

The agreement for 20 cases for all pathologists was 0.22. If limited to pulmonary pathologists, kappa
was 0.27. When agreements of the diagnosis was analyzed by sub—category, kappa were 0.41 for EX, 0.30
for USEP, 0.18 for JP and 0.13 for GP. When kappa was calculated by diagnosis, agreement was higher in
UIP than in NSIP showing kappa of 0.30 vs. 0.25 for all, 0.35 vs. 0.30 for 22 pulmonary pathologists, 0.48
vs. 0.51 for EX, 0.40 vs. 0.35 for USEP, 0.24 vs. 0.21 for JP and 0.17 vs. 0.22 for GP. When the analysis was
done by region in 22 pulmonary pathologists, kappa in 6 panels from North America, 5 panels from EU and
11 panels from Japan were 0.40, 0.40 and 0.17 respectively. The degree of certainty was not different among
JP, EX and USEDP, although it was significantly lower in GP (p<0.001). The level of agreement in diagnosis

was significantly associated with degree of certainty. (p<0.001)

Conclusion

The agreement of pathological diagnosis in IIPs is still low. The level of agreement is generally
associated with the degree of certainty. Diagnosis from JP and GP showed poor agreement. The low
agreement in JP does not probably reflect the degree of certainty but the difference of diagnostic assessments.
Further analysis including association between findings and the clinical data is needed to refine the criteria
to standardize pathological diagnosis. Internationally available images for comparison may be needed for

further discussion.
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Inconsistent Distribution of Carbon Dust Deposition in the Secondary

Lobule between the Upper and Lower Lung

Egashira R"?, Tanaka T', Imaizumi T% Senda K®, Doki Y*, Kudo S, and Fukuoka J**

Laboratory of Pathology, Toyama University Hospital
“‘Department of Radiology, Faculty of Medicine, Saga University
‘Department of First Surgery, Tovama University
‘Department of Surgical Pathology, Tovama University Hospital

Background:

Lymphatic clearance is one of the important saviors of the lung from pathogenic materials. Although
important, its proportional difference in the secondary lobules by lung areas is not well examined. We
observed the features of carbon dust deposition (CDD) and airspace macrophage (AM) as candidate of
tracing marker for the lymphatic clearance and compared them by cranio~caudal levels.

Method: 108 lobectomy cases of lung cancer were collected. One H&E slide per patient obtained from
“normal lung” area was obtained. Cases with active inflammation, advanced tumor status, T3 and T4, as well
as with preoperative radiotherapy, or secondary changes due to cancer were excluded from the series. The
distribution of CDD and AM were grouped into either peri—bronchiolovascular areas (BV) or subpleural/
intrapleural or septal areas (SP). The intensity of CDD was scored into 5 degrees (0-4), separately in BV
and SP. BV-SP score was defined as subtraction of SP score from BV score showing BV predominance of
the route. To compare the BV-SP scores among different areas with other clinical factors, Mann-Whitney
U test and Kruskal-Wallis test was performed.

Result: Eventually, 61 slides were obtained where 33 were obtained from upper lung area and 28 slides were
from the lower. The slides obtained from upper fung showed significantly larger BV-SP score than those
from the lower (p<.01). Whereas, the scores by pulmonary lobes did not show significant difference. The
distribution of AM showed consistent data as CDD.

Conclusion:

Our results indicate that CDD in BV is more predominant in the upper lung whereas that in SP is more
predominant in the lower. Main route of lymphatic clearance may differ by cranio—caudal levels not by the
lobes. The proportional difference may explain the histological variations seen in the biopsies from diffuse

lung disease.
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Table 1. Characteristics of patients
Area
upper lower Total
No. of cases 33 28 61 N.S.
Age (yr)
Mean 69 66 68 N.S.
Range 23-82 52-79 23-82
Sex
M 16 17 33 N.S.
F 17 11 28 N.S.
Resected lobe
Upper 18 16 34 N.S.
Middle 1 2 3 N.S.
Lower 14 10 24 N.S.
Smoking 17 14 31 N.S.
Dust exposure 5 1 6 N.S

N.S.; No significant differenice was seen.
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