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Evaluation of the treatment regimen and long-term prognosis of
idiopathic interstitial pneumonias’ patients who underwent
surgical lung biopsy between National Himeji Hospital
and Tenri Hospital

Tetsuro Inoue, Eisaku Tanaka, Minoru Sakuramoto, Masayoshi Minakuchi,
Yuji Maeda, Ko Maniwa, Kunihiko Terada, Shunsuke Goto,
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We compared the treatment regimen and long-term prognosis of idiopathic interstitial pneumontas’
patients who underwent surgical lung biopsy between Himeji National Hospital and Tenri Hospital.
Patients with histological diagnosis of fibrosing NSIP and unclassifiable interstitial pneumonia (others)
were evaluated retrospectively.  As a treatment regimen, cyclosporin A was more often used in Tenri
Hospital than in Himeji Hospital. However, there was no significant difference in the long-term
prognosis between the two hospitals.  Moreover, prognosis was not significantly different between the F-
NSIP and unclassifiable interstitial pneumonia patients.
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Distinctive Findings on High-Resolution Computed
Tomography in Primary Lung Cancer Associated
with Idiopathic Pulmonary Fibrosis

Kazuma Kishi!, M.D.,, Sakae Homma!, M.D., Atsuko Kurosaki?, M.D.,
Noriko Motoi?, M.D.,, and Kunihiko Yoshimura!, M.D.

'Department of Respiratory Medicine, Respiratory Center,
*Department of Diagnostic Radiolagy,
3 Department of Pathology, Toranomon Hospital

The characteristics of high-resolution computed tomography (HRCT) findings in primary lung
cancer associated with idiopathic pulmonary fibrosis (IPF) have not been well described, although
patients with [PF frequently develop lung cancer. This study was aimed to evaluate HRCT findings of
lung cancer associated with IPF. We analyzed 30 patients with lung cancer who had preceding IPF and
under regular follow-up between 1993 and 2002. Medical records, radiographs including HRCT scans,
and histological shides were reviewed. Our study group included 27 males and 3 females (mean age. 69
vears). All patients were current or past smokers.  [n 28 of 30 patients, the most common HRCT pattern
of lung cancer was a nodular lesion with soft-tissue attenuation. Nodule margins were well defined in 23
lesions (82.1%), associated with lobulation in 24 (85.7%) or characterized by spiculation in 14 {50%).
Air-bronchogram was observed in 16 lesions (57.1%).  All nodules were located in the peripheral area
of fibrotic lesions. Squamous cell carcinoma and adenocarcinoma were the most frequent histologic
types in IPF associated with lung cancers. The typical HRCT findings of lung cancer associated IPF
were well defined nodular lesions with lobulation in periphera! areas of the lung,
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Figure 1.

pattern on both. No nodular opacity suggestive of lung cancer is seen.

An individuals with squamous cell carcinoma associated with idiopathic pulmonary fibrosis.

A A chest radiograph shows a reticular
B: HRCT scan at the level of the left lower lung reveals a lobulated

nodule located at the peripheral lung field adjacent 10 honeycombing. C: Gross photography of the cut surfuce of the resected left lower lobe

showing honeycombing and o lobulated cancerous miwss.

Figure 2. Bronchioloalveolar carcinoma associated with idioputhic pulmonary fibrosis.
and internal diffuse ground-glass opacities resembling ucute exacerbation of 1PF.

A: CT scun reveals peripheral honevcombing {arrowheads)
B: Low-magnification photomicrograph of autopsied lung

specimen showing bronchioalveclar carinoma invasion to the honeycomb wall. (haematoxylin and ecosin staining. X2) C: Same as B. but

higher magnification photograph demonstrating co-existence of broachiolar metaplasia and bronchioloalveolar carcinoma.

The arrow indicates

the front ol bronchioloalveolar carcinoma (haematoxylin und eosin staining, X 10)
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WAL EEORKICERTH 3.
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Figure 3. Chest CT scan of lung adenocarcinoma associated with
idiopathic pulmonary fibrosis showing honevcombing and
extensive pleural thickening in the left hemithiorax resembling
malignant pleural mesothelioma,

FRFEAERTRRAEAR (o At L 7= ISR DB CT TR B+ 2 et

Table 1. HRCT findings of 28 nodular lesiens of lung cancer associat-
ed with idiopathic pulmonary fibrosis

Parameter No. of cases (%)
Nodular margin
Well defined 23 (82.1)
Poorly defined 5 (17.9)
Smooth 6 (214)
Irregular 22 (78.6)
Lobulation 24 (85.7)
Spiculation 14 (500
Convergence of peripheral vessels 11 (393)
Pleuzal retraction 9 (32.1)
Intemal features
Air-bronchogram 16 (57.1)
Cavitation 3 (100
Calcification 3 (07

Figore 4. Lung adenocarcinoma developed in un individual with idiopathic pulmonary fibrosis. A : HRCT scan reveals a spiculuted nodule in an area
of subpleural reticulation.  B: CT scan at the leve!l of the lung buses demonstrating bilaterul honeycombing formation. €@ Low magnification
of the resected lung showing fibrotic foci and honeycombing lined by adenocarcinoma cells, (haematoxylin and eosin staining. X 10)
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K H= g BT M R
sl EE il

ERE 15 SFRGCET & A AEEM YE M4 (idiopathic interstitial pneumonia ; [1P) O EREE
$FH% SF-36 EMIZC & 2 A QOL 2 K ORERML Tv 2 00 % [HEER M L e Ui,
st gk i WP RERE D UP B0 5 &I FIRERHERE (idiopathic pulmonary fibrosis: IPF) B3
FTHS, IPFRETIISF-36 D8 DOEED Y B 7HETEEEHEME S 0{EEETL, IPF BE
W5 B EHEE - SR T QOL BT AYRE S /e, s ORER L BRI E & OEBE e L
fr k23, %VC THRIFAHEMIE #2520 7243, LDH % KL-6 iZWFhoXEE & bHE2ED 2o
fz. FIREAEESE & QIRGCEN Tk & bW 8B 3EECHFRLMHEERAR D 248, |BaHH
AT RHEBFRROUE DI TH >z, &I THRL W, THEED PaO,, (KHEFFD SpO, O
EF, %VC O & THE ORE SRR UERICRET 21T - 7oRER, SF-36 O 8 BE S 7 HE THEELIA
L7 HERAREE AR &t FTIER 2RI QOL OED S IFHETE 2 6 DT R <, ¥VC 2EHET
LI EMPEEYEZ T,

Reassessment of the classification of the degree in idiopathic

pulmonary fibrosis using SF-36 questionnaire

Shoji Ohno, Shoko Nakazawa, Akira Kobayashi, Masashi Bando,
and Yukihiko Sugiyama

Division of Pulmonary Medicine, Department of Medicine, Jichi Medical School

We examined whether new classification of the degree in idiopathic interstitial pneumonia reflected
the health-related QOL using SF-36 questionnaire. Forty patients with idiopathic pulmonary fibrosis
{IPF) were enrolled. They scored worse than Japanese healthy controls in all domains but one. We
evaluated the correlation between scoring of SF-36 and pulmonary function tests or serological markers
of IPF. %V significantly correlated with almost domains of SF-36, on the other hand, serum LDH and
K L-6 had no correlation with any of them. Only three domains of SF-36 were scored correlatively with
new classification of the degree. We tried 1o make a tentative classification including PaO, at rest,
desaturation of SpO, during 6-minute walk test and %VC. The correlation between the tentative
classification and SF-36 scores was satisfactory.  In conclusion, the new classification was not useful and
%VC should be considered in terms of health-related QOL.
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Hor T A — 0 B TIERE & OFHRE % Spearman JE{
FARE B TR U o T, FIRIGEESEE b
2 PF, RP.GH @ 3HE THE L EMHBBEF % &
D, GRCHEEESMAO A HEERHEL D b
MR R S ER TE -7 (EI).

Feal O T E 2T, DitiEmEE S
B BVC HSF-36 DK 7 A 7 — LB RTFT
HBIEED BVCLI% % [TAEMA, & 5 CHEE
BB T I HREESEO 10 EH» Sk 2 6 53
HITIE D SpO, (BT % | A &3 2 4 E @ QOL

8|2 SF-36OA 27 LB EAEE QMM (Pearson

DD
SF-36 PFT LDH KL-6
component| %VC FEV1.0% %DLCO
PF 0.687** -1.287 0.579%* -0,094 -0.189
RP 0.395* -0.191 0.379* 0.186 -0.094
BP 0.231 -0.010 0.112 0.088 -0.027
GH 0.421** ~(A93% 0.332 04006 -0.254
VT (.555%* ~h227 0.321 0094 -0.087
8F h512%* (202 0.347* 0.138 -0.037
RE 0.403* <0132 0.391* 0,144 -0.173
MH 0.492*%* -0.207 0259 0111 - 0.087

w01, *p<.05

B3 SF-36 D47 A= L8 HTUENE S & OEFR
%« BEOHM (Spearman [ELZAHED

BEES | #EEE | 8% | B X
PF | -0.429%* [ -0.468** ; -0.608** | -0.624**
RP | -0.438%% | -0.489%* } -0.507** | -(.598%*
BP | -0.265 -0.273 -0.113 -0.213
GH| -0.379% -0.399* -0.514*%% | -0.487**
VT | -0.157 -0.147 -0.512%* | -0.365*
SF | -0.188 -0.204 -0.421%* | -(.333*
RE | -0.238 -0.318 -0.503%% | -0.524** | **p<0.01
MH| -0.179 -0.175 -0.450%* | -0,327* *p<0.05
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Prognostic Value of Circulating KLL-6 in Idiopathic

Pulmonary Fibrosis

Nobuoki Kehno, Masamitsu Nakajima, Akihito Yokoyama, Keiichi Kondo

Depariment of Molecular and fnternal Medicine,
Graduate School of Biomedical Sciences, Miroshima University

The serum level of KL-6 is elevated in a majority of patients with a number of interstitial lung
diseases, including idiopathic pulmonary fibrosis (IPF). However, its level varies from patient to
patient. The aim of present study was to determine whether such differences in K1.-6 levels at diagnosis
reflect prognosis of IPF.  We retrospectively analyzed the relationship between age, respiratory function
test, initial level of circulating lactate dehydrogenase (LDH), C-reactive protein (CRP), erythrocyte
sedimentation rate (ESR) or KL-6 and prognosis in 27 IPF patients. The diagnosis was made by
histological examination (n=16) or clinical findings including high resolution CT (HRCT) scanning
(n=11). Levels of LDH, CRP, ESR and KL-6 were measured within three years from onset of the
disease.  All patients were followed up for at least three years thereafter. At the cut-off level determined
by receiver operating characteristic curves, LDH and KL-6 showed significant correfation with prognosis
by monovariate analysis. However, multivariate analysis disclosed that only KL-6 had a significant
correlation to prognosis. The survival function of KL-6 at the cut-off leve! of 1000 U/ml was estimated
using the Kaplan-Meier method, and the difference was significant.  In conclusion, initial evaluation of
serum KL-6 level can predict survival in patients with IPF.
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CRP {mg/dl) 0.62 :+ 0.80 16 086 + (.32 9 N.S.
LD (UAL) 584 + 349 17 636 + 163 10 NS.
ESR {mm) N+ 15 32+ 30 9 NS.
WVC (%) 7.2 % 193 10 665 % 15.3 6 NS.
%DLeo (%) 65.5 = 338 ] 330 & B7 5 NS,
Sp0, (%) 547 £ L5 4 96.5 £ 0.7 2 —
PsDy  (mmHp) 76.8 £ 10.8 13 N7+ 135 8 N.S.
PeCO,  (mmHg) 40.3 £ 39 13 A4 1+ 44 8 N.S.
199 r v
N f[: 1 —
. - K1.-6
ki | : ———
L3 ) ) LDH
1 N -
7 o -/ E3
e “' I - CRFP
& : —_
= s0] ," | ESR
] N :
B 40 ¥ |
i g A !
30— 7
- N
20- 1
1
10° 1
1
L] vt T - - T T T
10 9 83 0 60 W 40 30 20 10
RRE (%)
@1 ROC iR
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SRSBHERIHERE 12 35 07 B T KL-6 28 o - FHRETOME

+2 ERX 23 KL-6FHAEKE 817 5 47F0E (Kaplan-Meter ¥5)
00X Y
(n) cut of il B (%) HRAM%) EBE%) ots ]
ao] KL-6 < 1000 U/ml
KL-6 (27) 1000U/ml  90.0 64.7 74.1 e @=12)
E o
Fle Q70 60yr 70.0 58.8 63.0 B 5o
& L
H aoxd
CRP (25) 0.65 mg/dl 55.6 75.0 68.0 3 KL-6 = 1000 U/m)
v o P =0.0105 (a=15)
LDH (7)) SS0IUL 700 70.6 704 hid
10%]
ESR (24 35mm 222 73.3 54.2 w 1 ‘ 3
2
WEEHM ()
R4 HEEWREEC B 5 ATE (Kaplan-Meier )
LDH SEHS
107 100]
W eu: - 3‘:{)'
g 807 80
< P=00156 (ijslg)m”- 701
o so &
i oo 507 P=0.1827
# 407 407 gf(}‘)g
807 zssaruL 0]
207 (n=12) 201
1073 107
0 ‘ - B : -
1 2 1 2 3
R (F) fREHm ()
CRP ESR
1607 1047
907 907 é:slé’)lm
3 M ¥ 235mm
s P=00967 <0gsmgdl ] (=6 T
W 501 (n=16) 60
N: 501 50
4 407 P =(.9980
30 = 0.65 mp/d) 307
27 (=9 »
107 10
0 " o — y \
1 2 3 1 2 3
REGn R BERHE ()
607, KL-62% 000 U/ml, CRP & 0.65mg/dl, LDH = =

I 550 JU/L, ESR i 35 mm (1 B5RIE) Th o7 (&
7). FNENOHE LR cwt of {ELLE, KRB 3
EFEOHE T, KL-6 & LDH @ &53 cut off fflL
+T, HEEER L TRWEFERERLL (33,4).

O YA F vy BER ST 2 To v El, KL-6,
CRP, LDH, ESR-®D7%» T, KL-6 & LDH D &4 |
LD Odds btb%mR L, HEZZRLL (ES5). &5
W2, Hok 8RB o7 KL-6 & LDH I B W T,
OYRAT 4y 7 HEERGHTETY, KL-6A% 1 LLED
Odds th 7R L, FEEARLL (6,

IPF OFHRATE LT, BB X B5E, BFCTE
B, BRROY A4, SUESAflasos i, &) v
Ly VF, LDH B EMEHShTE, Lnl, £1
FHORE W ZEENE, EROMENTOEEY, i
MR ERIREEE <, Hiloh v —h —OFEd
WENT W, 2O LD RBEOPT, KL-6 iR
TEEERL, ZELCWET, ~#HEGE, <
4275 X, 77 IVTMEBTIHZLACRE
MErs7, FEEOHGEELWZ S, 127, KL-
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85 OYAT 4 vy HER (BE: Wald 87E)

Oddstt
cmofith  EISMAR Pl

Oddstt 95% TR 95% LR

Age 60 yr 1.204 3.333 0.632 17.569 0.1557
KL-6 1000U/ml2.803 16.500 1.666 163.459 0.0166
CRP  0.65 mg/dl1.322 3756 0.662 21255 0.1353
LDH  550T0/L 1.723 5.600 1.015 30.809 0.0481

ESR 35mm -0.241 .78  0.112 5490 0.8079

6 TYAT 4w 7EOR RGE: Wald B5E)

Oddstt

cuoffll  EWEM Pill
Oddstt  95%TM  9s%.LR
KL-6 1000 U/ml 2.530 12.556 1,195 131.898 0.0350
LDH 550 tUAL 1277 3.587 0.520 24,758 0.1950

6 ISBEAIIRRENC b FE T 2720, MilEO&0FL
Pz ETRRMERE LR E 2 & DER 2 E T 2% -~
NEETH EFANE SN, BEEAETS, i, W
FBE L THMRERE THRESTT I &0, B
ETHDE_2—FEVAFAH Y LY, vItiF
Wiz e ¥ D—EB, & o [LEFHOMEEE T LA 47w
TEVBBDTHEELLETH A,

WEE, KL-6DMiF~—A—& LTHREH, BH
e —A — EFHE R, WETIRL {#ERENT
w3, Lnl, KL-6f & F&ic b T OB dk 4
2, AT oA PN AEEESTbLL IPF Otk
FEHTMR KL-6 #EML 2R FERUEEL 257,
Flen oA F— AT, FRHEE =D & i KL-
6iTREETL, YIS BC i KL-6 538 E %7
UIEGIE M EE ~OEITH R 5 1L 5 2 EOWE
BH5,. LarLl, KL-6 & IPF OENTEICET 28
FHid L,

SENE, 2 IPFERT, BRCBT 3 BEHE
RHHZRE L, 3ELEEAFIBA 2 ENTEBIE
BT, PHREBEOERTERE L. TOER, w3
Lieie, 1% &Nz IPF OFRIEERT I KL-6 T
Hoz.
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VPO SR TR e THMEIRURN AR & 1T S AV RIERTETMER 2 (IIPs) &R a iz 23PN DnT
FrLLEHE (ATS/ERS) 2 & 2R BGRFREESZE 2 TOWERN 2T o7, 2O TIPs OHZ
B, R, P20EERDATE Z E TENTREMCDOWT AT L7, E2e LTHERIC L2
EREREGRIER - SWHEE & Uiy, BE9BEEE CT (HRCT) TIPF & 2 #uizth T 66% AT [PF
T#H 0, HRCT T NSIP & Z #7240 66% 53 NSIP Th - 72, FBHEAT RO & Tt UIP /3% — > DfE
Allz 88% OIFEENSZHIAIRETH D, NSIP /Y — 2 Tt TA%BBRTEETH » 7z, SELRFEOFEF
OHEFME 5 2 £ T 0% LLECBEDZANEF s, {ERTIPF L ah T ERNTE
BRI IPF Cdh o7 Did 57% Th -7z, NSIP & 241 T W70 T 70% 48 NSIP ThH -7z, Bl EOFHR
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Clinical-Radiologic-Pathologic Diagnosis
in Idiopathic Interstitial Pneumonias

Yoshikazu Inoue, Satoru Yamamoto, Musanori Akira, Akira Hebisawa,
Ichiro Yamadeori, Toru Arai, Yuka Hujita, Yasuharu Satto,
Michio Maruyama, Shinobu Akagawa, Takehumi Saito, Seigo Kitada,
Yoshiro Mochizuki, Seiji Hayashi, Toshio Sato, Yasuyuki Y okosaki,
Masahiro Abe, Kuzuo Hukushima, Ryosuke Eda, Nobuhiko Nagata,
Yoichiro Kobashi, Sonoko Nagai, Masanont Kitaichi, Kumi Matsumoto,
Eri Kurokawa, Miho Oka, Kazutaka Nishimura, and Mitsunori Sakatani

National Kinki-Chuo Hospital for Chest Diseases, and Japanese National Hospital Network for Chest Diseases

We have re-evaluated 25 cases with pathology proven 1IPs, which were diagnosed as idiopathic
interstitial pneumonias (11Ps) in national hospital group, according with the new criteria (ATS/ERS) of
{IPs. We examined how accurately the cases were diagnosed only by pathological findings or by
radiologic findings (high resolution computed tomography : HRCT) respectively. We considered the
final clinical-radiologic-pathologic diagnosis as accurate diagnopsis in this study. From HRCT
findings, 66% of idiopathic pulmonary fibrosis (IPF) were diagnosed, and 66% of nonspecific interstittal
pneumonia {(NSIP) were diagnosed accurately. 88% of pathologists (seven doctors) could diagnose 1PF,
and 74% of pathologists could diagnose NSIP from pathological findings. Clinical-radiologicpathologic
re-evaluation is important for the diagnosis of 11Ps.
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