FRMERTVBE MM 2O mEMEE M- 5 1) 5 KL-6, SP-D HiE DA B

—% FH# Wk ME LA KB BB H5L
—M Ak F PR KB IEsE

FEAC TR B AN 2% (1Ip) 1B R DR BB H - ERHREE+ HAT 2 L ComiEH KL-6, SP-DfllE"
AW AT L BT, KiGHE OP6S MEG (GEBE IP21 #1, IEEELE OP44 B) (oD THREET L 7-.
P =B Tid KL-6 - SP-DEIE TS BEfF~— 7 THLME LDHHE X A E 2% 30, KL-6 DA
R L oM EE (VC, FVC, TLC), LEGHEREE (Dleo, AaDO.) EMEEL Tw7-, 7 KlL-6,
SP-D i3 LDH & [AEIT BALF HY) > s33E5r B (%1ym. ) OIS ML Twv /2. Active IIP Tt Inactive 1P
WIER L, MEHR KL-6 R LDH BAHEC LR LTED, KL6 & LDH @#l& Shaid, upEREHNES
L DEBUCRITIRECH o 72, T 72 Active IIP THE, KL-6 fHOE SR b B HEDRET B L T/,
W, HADME~Y— 5 —, $5I2LDH % KL-6 Z 7§ 5 2 & TIREMZNA 8 TH Y, REnER
BIGRIHROMBHEIERTH 5 Mbh 5,

Serum KL-6 and Surfactant Protein D as Useful Indicators of
Disease Activity in Idiopathic Pulmonary Fibrosis

H. Ichiyasu, K. Iyonaga, T. Yamamoto, Y Gushima,
K Ichikado, M. Ando, M. Suga

First Department of Internal Medicine, Kumamoto University School of Medicine, Kumamoto, Jupan

The assay for KL-6 and surfactant protein (SP)-D in sera provides high sensitivity and specificity for the detection
of idiopathic pulmonary fibrosis (IPF). Evaluating for disease activity and therapeutic effects on patients with IPF,
we analyzed relationship between these markers and several clinical parameters in 65 patients with IPF. Levels of
KL-6 (rs=0.631, p< 0.001) and SP-D { ¢s=0.426, p< 0.001) had significant positive correlation to LDH levels
in sera, and K1.-6 was significantly correlated with SP-D {rs=0.478, p< 0.001) . KL-6 had also significant correlation
with restrictive disorders (VC, FVC, TLC) and gas exchange abnormalities (DLco, AaDOQ:) in IPF. Moreover,
the levels of KL-6 and SP-D as well as LDH showed positive correlation with the percentage of BAL lymphocytes.
KL-6 and LDH levels but not SP-D were significantly higher in patients with clinically active IPF compared with
inactive IPF (p< 0.001, p<0.001 respectively}. Using the upper values of 95% confidence intervals in mean levels
of inactive cases as the optimal criteria of serum markers fer distinction between active and inactive patients, an
analysis by combination of LDH and KL-6 levels at initial time resulted in usefulness of evaluating disease activity.
Furthermore, the changes of KL-6 levels during the follow up tended to reflect more clearly the responsiveness of
the therapy in active IPF compared with LDH and SP-D. These results suggest that the measurement of LDH, KL-
6 and SP-D in sera are useful markers for the evaluating of disease activity and the management of the therapy in
IPF.
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PR R4 (idiopathic interstitial pneumonia: TIP)
i, MiOMEEREOTEE L, BEL» SRR
T R LBER I ELRRTHO T E AR
BHMKTHE V. BOK TIPS EFM 32 ~ 54 &
WAHELH I FREIBHTRAETHY, BFREERE
BT A RGO ZHSL S, F0iEENE T TET S
CEERBTHLLEEZ LN TVD Y, BREMIZIZIE
HEfEEE, BALFFR, Gai ¥ 4% 74—, HRCTHR,
% LDH fii %2 X 45 IP DB RT 2 i B E o Sis fw
ERTwD. i, AHLIELT o OB THE
HT&SKL-6 VB ENNEROZINCERTHE L
rRWEL, 36 —T7ry 75 b FOF 1 (SP)-
A,-Db I, 2oL REHELOWNERELBE A~
HAPFMFEINTWE . SEFkeid, np@EMEEIIZEY
TME~— % — (LDH, KL-6, SP-D) » ZfEEH v 5 & —
¥ — L OMBELEHE L, HEMORREOFEMECF D
HBOEBERIGE T T B e L Ao

M EHE

AT SRIEAE O TIP 18R 65 fEM & B N 16
FEF T D, NP BRI & S SR O B T 57 % 3 72
L g BB T Wit A e % B M 2 4 L2 LR 2801 UTP & 2
B & A7z 24 B L JARE CT o S & MO HIRIIZ UIP
EEZLND N EREWEL L7, active IP DFRTIL,
EEdh o iFE it n eI TSR EE S, 21 EF N E O
Hr o LMo, AR s v 45
inactive IIP & 3507 L 7>, active IIP 2fEFIE, BHHR AT
24 FRRLGENFIRIC L 2GEe0EE L,
igE KL-6 (< 500 U/ml), SP-D (< 110 ng/ml) i&, SRL
corporation {Tokyo, Japan} (ZTHIE L7, ABEEETO
H I 3R, #Rik, CRP (<030 mg/dl), LDHE (<459
UML) *EEL, S5IZMHET RGN (Pad, AaDO,
PaO/FiO:), FITHEMAR, MEHERE (%TLC, %VC,
%FVC, FEV1.0%, %DLco), SEIMRATEEE (BALF)
PO E OBAT Z4TVy, MEF KL-6, SPDEL®
HE e L, HEE%OHESR AT IM FIREO RS
ETEL D B0 RMET L7

w B

P I@MER R AL LR B P i M i e -
Plidi BN AEREE & BALF D OEMNaE - tFpEks T - 1

REARFIEFIE— AR
*  UNE AN BRI SHFTE

TR E M A0 EEIEIFRIC BT 5 KL-6, SP-D #l% g B

HATHO R, R v ARG E OB T 43BN T,
B LMY KL-6 % SP-D i3, HImEkIL, ik, CRP,
Mm#FHLDHME & HAFCIPH THEMHIZER L Cuwe
(Table 1). active IIP & inactive [IP T&IEFRR 47 A —
Y — % BT L Y, %VC, %WFVC, %TLC DL T ik
B - BRRALREEEE, BALFH Y v /RO HIcBW{HE
HAEERG . £/, MFEKL-6 i, #Ri, CRP, M
15 LDH 18 & Wi active IP B BWTHFEILEF LT
Wiz, SPD XIS 2 B THMEI SN R EEL SR
&7 7572 (Table 2, Figure 1).

Mmi%~—=— (LDH, KL-6, SP-D} & IPUg#peRsss L
OHFEEMEF LA ZS, KL6fElE %Dleo S HE LR
OB (r.=-0538, p<0001) ¥38H, 7 %V,
%FVC, %TLC 2 AaDO: L L 55 WHE T 2 L Tw i
(Table 3). —77, LDH fHIZEEF{LAE® £ D SRE I AL
LTz, SP-D v i iiikgeta s ek F bk o=
EHMHBEMEIERED L b o 72, BALF S8 58 & oast
T, wOhO T~ 3 ) SERGH EFE R IEOE
MEMRZEOTED, IPEBERIZBIT L ) - r3kd 14
& LR A A M L Ty bR s h
RIS, EX—A—OUPHEEMOHEO LD DERED
AL %, inactive IIP 8 T OFHIED 95% Cl O LREE L
{(LDH: 445 TU/L., KL-6: 1263 Ujml, SP-D: 328 ng/ml},
EEMERHE I B 2 H A% Fisher BBl THE L. I

Tabie1 Physiologic and clinical characteristics of the study population

Conirol IPFUIP p value
Patients, No. 16 65
Age (yr) 5222159 665+ 10.3
Sex (Male/Female) 719 50/15
Smoking (curr. /ex, never) 640/10 25721419
Lung function, % predicted
vC 1103+ 145 742+21.9 <0.001
FVC 199+ 147 T43+21.6 <0.001
TLC 1088+ 119 734+192 < 0.001
DLco 958+ 13.8 61.1+20.3 < 0.001
ABG
Pa0, (torr) 853+9.1 76.6£13.1 0.010
AaPO, (torr) [4419.6 40.3£74.8 0.007
Pa0,/FiO, 406.3143.1 35411827 0.008
Oxygen saturation
Rest (%) 9621 1.7 94.6+ 3.1 0.033
Exercise (%) N.D. 87.5x7.1
BAL analyses
Total cell { x 10°/ml) 0905 31419 < 0.001
Macrophage (%) 889 +5.1 834+ 158 0.366
Lymphocyte (%) 10247 72166 0.023
Neutrophil (%) 09+0.1 6.7+12.9 0.002
Eosinophil {%) 0.1£0.1 29+£43 <{0.001
Markers
WBC (x 10° celis/L) 5719 75+2.7 0.005
CRP (mg/dl} 0.1+0.1 1.6 3.5 < 0.001
ESR (mm/hr} 128198 42.4 £ 30.6 < (L001

Data are presented as mean £ SD. N.D.=not done.
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Table2 Characteristics of the IPF subgroups

iHHLDH & A Wil KL-6 fED L~ A BT active B -
inactive BFENL, chbovw—H—%2fHTA2ET

Inactive Active p value 5 n:g%ﬂu ﬁ‘ﬁ?zfi) -7 (Table 4) .
ia“e(ms‘ No. . H ; o 3218 1 b0 active ITP BE O 1T, MR I-BE (responder) & 3R FULHE
ge (yr) 7.5 £ 11 3+£8 ) o itk Y
Sex (Male/Female) 36/8 14/7 (nonresponder) [T, it il DERH/ 17 A — 5 — %
Smoking {curr. fex. fnever)  20/15/19 56011 aatd A L, HlEREEEELAE, WEY— %
Lung function, % predicted S TP HERELES o7, BT A—F —
VC T4 217 599+152 0.001 @EE%SH\EFEF],C @?ﬁ% %*ﬁ{—j‘r&—% b 7&( J§® inactive IIP
FVC 79.4+21.5 60.5 £ 15.1 0.002
TLE 189=190  602+122 <000l #Cid LDH * KL-6 fE3 A 8 2 B8 35 & wh o 7245,
DLco 65.0 = 0.94 51.0£204 0.031 [iEs SP-DE AP TG EICERTY LTz, —4,
ABG active IIP @ responder #f T3, LDH % SP-D i id fifi 4
PaQ, (torr) 794 £11.1 73.3+13.0 0.080 A b 2 25 P
AP0, (torr) 2432302 TI1=1185 0011 Ef?rgftﬁb & PR IRR A i TR R ZALIR S o 72
a0 /FiD, 3731 2668 315.4+99.] 0.014 B, KL-6 R HE UG R RIS LT, £,
Oxygen saturation nonresponder FECIIIPR AR EE QBT M P LDH %
Rest (%) 051126 93536 0.081 KL-6 ‘['['E‘?bﬁ'%‘ﬁﬂ AL Tw (Tab]e 5) .
Exercise (%) 899145 32.0+90 0.002
BAL. analyses
Total cell { x 10°/ml) 29+2.1 35+1.4 0.12 = =
Macrophage (%) 84.9+17.8 79.9£9.1 0.036 N
Lymphocyte (%} 4732 134+88 0.003 [P 18 T 2 4 D ER B TEREED %tﬁli‘@
Neutraphil (%) 75149 48467 0912 ST AL £ I
Fosinophil (%) 32+48 20+23 0.465 ERCIEOMEN S, EOERTH TIRET A1
Markers 3r i l'l_ll {'\j_ ZEMBL, LhL, —RERFN ti;ﬁf?&?{fﬁ'ft
WBC (x 10° cells/L) 72+£2.3 8034 0.33 B2 BT cellular phase (ZFIH] {éﬁ I A0, B
CRP (mg/d]) 0710 35+£55 0.002 L‘lﬂ:ﬁi Eﬂ: iﬁ/\%}/{_r_;r—_ﬁké n fﬁﬁ F T \=, LDH, P
ESR (mm/hr) 375£28.6 52.9+327 0.043 i X
Op, 78Sa5—=4y, 57—+, S5 %1041
Data are presented as mean = 5D, . . e . . ey
ERRAEEH A Vi &N, NP OB ELB OFHR B B
8000, P <0.001 p < 0.001 15007 p <0.001 NS p < 0.001 p <90.001
! T ol T ) ! ) [ ] T )
_ ° ° 1000
= 6000 t .
4 )
£ . ) B 1000 . . 3 750 g
§ 4000 8 ) & 2 I o
500
* 8 500 - o é ?
2000 a % 250 %
&
¢ g
okﬁ : & : 8
Control IPF inactive active Control IPF inactive active Control IPF inactive active
(n=16} (n=65) (n=44} (n=21) (n=16) (n=65) (n=44) (n=21) {n=16} (n=65) (n=44) (n=21)
IPF subgroups IPF subgroups IPF subgroups
Figure 1
Table3 Relationship between levels of serum markers and pulmonary function parameters
LDH KL-6 SP-D
T, p value T, p value t, p value
VC, % predicted -0.127 0.334 -(.258 0.047 -0.105 0.429
FVC, % predicted -0.104 0.430 -0.264 0.042 -0.114 0.391
TLC, % predicted -0.286 0.042 -0.394 0.004 -0.206 0.151
DLco, % predicted -0.358 0.013 -0.538 < (L.001 -0.235 0.112
AaPQ, 0.448 <0.001 0.386 0.002 0.195 0.125
Pa0,/Fi0, -0.328 0.008 -0.242 0.054 -.126 0.324

Correlations (r,) between different parameters were determined by Spearman’s rank correlation coefficient,
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6. SP-D OB AR E~OERFRICH OF FEAHE &
NTWES ZhbOv——i3nwThid 2 8Ly
il oEemwand, 28 ERMRE AERER
BB WU ER I B e L A & L CHLEEE
M55 5%, FOBAMBOBENERI R LrFY
TEELEZONTYE, Z028 EH@RERD KL-
6% SP-D i, IIP OFWIC BV TEVERE L FESTF
THEIENMOENT A, EEFHELEHEGELE
MOHHAGIEREL D RLPNE, REAHTH S,
SR 41, MiE KL-6 EA5, M i acE
BALFH D) BRSPS #AE % R U LDHE & & &V 1F
DR TG L6, IP DIFEITE~ D@2
DOWTELIIBITE4T o /2. active TIP {2 B & KL-6 [H%
LDH EOFE S LRI, FOEEESROFH~0EH
iR LIz, EREOEEETFMI- BV T3 FEEN 25
T RETHLENH L, FITHA L, inactive [P
DFEED 5% C. 1. D ERAFIERE LHE0 LR
FHO7—h — DG EIESE A H T 2V T Fisher i£

Tabled Estimation of disease activity by serum marlers in IPF

Active Inactive P value *
(n=21) {n =44)
LDH > 445 (IU/L) 16 3
LDH < 445 5 29 p=0.003
KL-6 >1263 (U/ml) 15 12
KL-6 < 1263 & 32 p=0.001
SP-D > 328 (ng/ml} 10 15
SP-D < 328 11 29 p=0414
LDH > 445 or KL-6 >1263 19 17
LDH < 445 and KL-6 <1263 2 27 p = 00001
LDH > 445 or SP-D > 328 18 23
LDH « 445 and SP-I> < 328 3 21 p=00127
KL-6 > 1263 or SP-D > 328 17 19
KL-6 < 1263 and SP-D < 328 4 25 p =0.0069

*Tested with Fisher's exact probability test.

M B TR A DR RS B3 B K6, SP-D AlE0AR N

RTHERRE L. FORE KL-6 L 1IDH L 0OMAL
DEIIBVWTHREIHESEARBELTEY, BB TO
L O —H — DEIERREAS S R OEEEILERN
BEMEEH L L E L BN &5 inactive IP {28\ T
4 LDH > 445 TU/L, KL-6 > 1263 U/m] @5 T, BALF
Y HAER ADO PRI LA L TWE I 25,
inactive IP {2 BT 5 FHREEHTG—2E LD 35 LR
iz, TOXH L OmE~—h - DEME R L
BERTAEIET, H—v—f —TIIRSE 2 HEOE 5
L HMTRETH DL L BRI D,

e, P EE LI L D, IiEP SP-A % SP-D D
TENI, P DT RMEECEFRNTH L LOREN LR EIRT
BUT, kA bactive IPHECIBWTINGOME~—
H—B, FOHROGERIGELZ LD 205 mE L2,
FHEIZIEL, MiE~—0— DL idv™ i b jgsE Rk
WaE ML 2o/t 208EEBE LT, NILEY— 5 —
BENIP OEEHEO—E LKL Ty, 2) A7 U
1 B R0 2 i b LRI ThbITuizds,
SNEOHFBEDD DPFEEIRBEERIE Sk, 3)
AT L AR IR Tl L S Bl 2 B B il fa o
HE - MERFOLNLVWENEZ LIS, oT, H
R TIIBMIGOAL O TS CHEPL Y —
Pl i e e ) B ol Sl R 1 b e e
BRI REEICHHTH D, [P HHE R R E RN &
FRICREG I HREEEOBRR~OE B LT s,
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scintigraphic, cytologic, and biochemical

Table5 Changes in clinical parameters and serum markers during the follow up

Inactive TPF {n=13)

Responders {active, n=9)

Nonresponders (active, n=9)

Before After Before After Before After
VU, % predicted 89.2+ 173 8224193 73.1£12.7 7.0+ 15.1 503 + 10.9 N.D.
FvC, % predicted B7.1+1i7.8 826+ 1838 7451126 709+ 13.0 503+ 10.1 N.D.
TLC, % predicted 83.4+18.1 809193 69.6+ 10.5 67.0+14.3 52.1£92 N.D.
DLco, % predicied 6731219 60,1+ 18.7 5471130 50.2+95 454 +£21.0 N.D.
AaPQ, (torr) 17.1+10.1 232+ 106 4261216 41.7+ 154 1209+ 171.5 552.2 + 46.6%*
PaQ,/Fi0, 30231412 366.5 £ 16.9 309.3+64.8 3499+ 463 290.7+121.4 F20 1+ 21.6%%
LDH (IU/L) 4049+ 72.0 4407 £ 121.0 585.5+ 1374 5746+ 143.8 732414908 1343.7 £ 797.3%*
KL-6 (U/ml) 0054 £4463 8674+ 414.1 2001.1 £ 1664.1  1249.1+714.2% 24321 £ 1281.0 3483.6+1376.6*
SP-D (ng/ml) 3065 £194.4 2475+ 156.9* 2452+ 1459 168.0 £ 79.0 479.0 + 376.1 B04.9+507.3

Data are presented as mean £ 5D, N.D. = not done.

Significant differences between before and after the follow up, *p < 0.03, **p < 0.01.
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U F AMERIBEMREAIZ 0T 5 IM7E KL-6 & I} soluble IL-2
Receptor {E & OO FERFA B 8

A K W KE B —B  FEHF AR
B R hE BEE PHER—R

[B ®] B, FHE S M soluble interleukin-2 receptor (sIL-2R) flid MG Mz (IP) MIEEIME & O°
W, THROBEELUTEATHA I EEFHE L £ C4RIEHENERAI- B 2 EERoho -~ —
71— & ST % ML KL-6 f & ML sTL-2R EOFFRF IR & LB L IP O F 4 & OREEYEL D TR
RSB AR EME L MR EFEIARIZEE 3EM M KL-6 18 & M sIL-2R &% {2051
(ZIBHR LR 7z 1P92 B (A1 65 B, ¥k 27 B, TR 64 F) THILILIM KL-6 [ & % sIL-2R [ED#E
RRERE & TP D3y — o KRR, [FEhY, MR EOREOEN ) B Tk e oSN £ BFEMCHE
BTL7z. [RREEE) IPO/Y — /KBS usual interstitial pneumonia (UIP) Adiopathic pulmonary
fibrosis (IPF) 25 #i, UIPfunknown etiology (UK) 16 f, UIP/collagen vascular disease (CVD) 12 %I, JE
UIP/UK 27 #, dF UIP/CVD 7 B, bronchiolitis obliterans organizing pneumonia (BOOP} /UK 2 #4,
BOOP/CVD 36 T&H -7z, UIPIEFIOIGEIR IR B 12 L g KL-6 {8, MF sIL-2R fl3E 10 F 510
EETH -7z, T KL-6 fEE M X M EORMBEOEA Y 723 LLEO UIP SR OESRTERICS
BETH 7. BOOP % bk< 87 D IP DF4i3 19 WHeE, SO BIAKE, 9FHHEE (@fUP) L, m
& KL-6 8, % sIL-2R EOZHNEREINES S VEILE0 2 B CRMELICET, WELICAE, —
FHPET LAEERED 4 Doy — ) BERCHWmER I IEN, EER0RE, —FasEnLtEs
AEDADD/Y — &R L, LEE )M KL-6 8, IitiEsIL-2R {HOER)/ ¥ — > % iR 1883
AHZ LR IP BT HEEEOHEDOLRL L THEBELOER, FHROEIIED THR & & 5 WS TRg
(AN

Prognostic significance of serum soluble interleukin-2 receptor and KL-6 levels
in patients with diffuse interstitial pneumonia

Sakae Homma, Masateru Kawabata, Kazuma Kishi, Eiyasu Tsuboi,
Koji Narui, Tatsuo Nakatani, Koichire Nakata

Division of Respiratory Diseases, Toranomon Hospital, Tokye, Japan

We have reported that the serum soluble interleukin-2 receptor (sIL-2R} levels in patients with active phase of
interstitial pneumonia associated with collagen vascular diseases {IP-CVD) and idiopathic interstitial pneumonia (IIP)
were significantly elevated higher than those in patients with inactive phase of IP-CVD and IIP, The purpose of this
study was to assess the prognostic significance of the combined serum sIL-2R and KL-6 levels in patients with
diffuse IP. We conducted a review of 92 patients (65 males and 27 females with a mean age of 64 yrs) with IP during
the period from 1997 through 2000. Among the 92 patients with IP, the documented underlying systemic diseases
were CVD in 22 and unknown etiology (IPF or UK) in 70. According to the classification for IP, the chest CT
pattern and underlying systemic diseases of IP can be classified as an usual interstitial pneumnonia (UIP) fidiopathic
pulmonary fibrosis (IPF} in 25 cases, UIP/UK in 16 cases, UIP/CVD in 12 cases, not-UIP/UK in 27 cases, not-
UIP/CVD in 7 cases, bronchiolitis obliterans organizing pneumonia (BOOP) /UK in 2 cases and BOOP/CVD in
3 cases. The mean serum KL-6 levels in patients with active phase of UIP (2235 U/ml) and not-UIP (2151 U/ml)
were elevated higher than those in patients with inactive phase of UIP (1006 U/ml) and not-UIP (721 Uml).
Corticosteroids and/or cyclophosphamide, cyclosporin or N-acetylcysteine therapy were applied in 66 out of 92
patients with IP. Before and after therapy, subjective symptoms (dyspnea, cough, sputum}, pulmonary function
tests, blood gas analysis, X-ray images and serum inflammatory parameters (KL-6, sIL-2R, LDH, CRP) were
evaluated. Excepting BOOP, the prognosis of UIP or not-UIP were improved in 19 cases, unchanged in 59 cases
and deteriorated in 9 cases. There was a significant close correlation between the sequential changes in serum KL-
6 and/or sIL-2R levels and the prognosis of IP. In improved or unchanged group, the combined sequential changes
in serum KL-6 and sIL-2R levels can be classified into four patterns as follows respectively: 1) decreased both levels
of KL-6 and sIL-2R, 2} unchanged both levels of KL-6 and sIL-2R, 3} decreased level of KL-6 and unchanged
level of sIL-2R, 4) decreased level of sIL-2R and unchanged level of KL-6. In deteriorated group, the combined
sequential changes in serum KL-6 and sIL-2R levels can be classified into four patterns as follows respectively: 1)
increased both levels of KL-6 and sIL-2R, 2) unchanged both levels of KL-6 and sIL-2R, 3) increased level of
KL-6 and unchanged level of sIL-2R, 4) increased level of sIL-2R and unchanged level of KL-6.

We concluded that the combined sequential determination of serum sIL-2R and KL-6 levels was more useful than
determining either alone in the monitoring of IP patients,
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B, EELEIUL AMBEMEN % IP) OiFEHE, i
BRI ORI EIZ B T T-celt iftE b DIRETH 5 1F
soluble interleukin-2 receptor (sIL-2R) 8% O B % &
LA His, StsEs L Cmifg, PRsksEg L,
B 5 A (A IS & & & R T S I Al & R EsEE
B & Ibl+ & & BRI O R 4L, SRR E
Ml 42 F A F oG B B @ i 7 SsIL-2R il
1000U/mi LL b CIHIEEH IO 440U/ml 5t 12 LA EIS
EiEER L. BICEERISMEE oMEE B THE
TR 25 D 2 S A A O ME sIL-2R 1 & PaO: DFERHY
WREPWIT L2 E 2 A S EN DS %R L 722
SIL-2R EIZIRM BT ARSI T L Pa0: bE L. Z
OFEITINTE sIL-2R flliX B B A s if EER oWz &
R LGB ML L OffE e, £2 T4
M IPIZBGTEEHENDL ) —2Ov—-F—-EERT
W 4 I KL-6 77 & 1 sIL-2R oo REBFROHERE & 5t 1t
L, IPOF#HEOHEEE DWW CERREICEET A = &
=EHEE L.

HREFE
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fiti & M SIL-2R 1l % ARFF R (8 HF L 2 72 TP92 1 (B4 65
B, Lopk 27 1, YN 64 F) T L Enzyme-linked
immunosorbent assay ¥ CHISE L 72 ML KL-6 0 & MLi# sIL-
2R ORI & P /3y — ) AR, B,
E{% LOWEORAF N B LT TE L QBT RKE
L 72, &I ATS/ERS consensus statement @) IPF &
RN A R Y, REERT R O BRAGEER, M
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Treadmill Six-minute Walk Tests in Patients
with Idiopathic Pulmonary Fibrosis

Eiyasu Tsuboi, Masateru Kawabata, Kazuma Kishi, Koji Narui,
Sakae Homma, Tatsuo Nakatani, Koichiro Nakata

Division of Respiratory Diseases, Toranomon Hospital, fokye, Jepan

The aim of this study is to determine the usefulness of Treadmill Six-minute Walk Tests in patients with
idiopathic pulmonary fibrosis. The mean speed of free walk hallway six-minute walk test was 63.4m/min. Therefore
we fixed initial speed of treadmill by 60m/min. We detected oxygen desaturation exactly during treadmill walk test.
We conclude that Treadmill Six-minute Walk Tests is very good item to estimate an outcome of pulmonary

rehabilitation and other therapeutic effects.
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A histological study of autopsy lungs with various interstitial pneumonia using
a large section comparable with CT images.

Yoshiaki Yuba', Yoichiro Kobashi', Yoshio Taguchi®, Tetsurou Inoue®,
Satoshi Noma®

1. Department of Pathology, Tenrt Hoipital
2. Depuartment of Respiratory Medicine, Tenri Hospital
3. Department of Radislogy, Tenri Hospital

We investigated the pathological findings of serial autopsy cases of idiopathic interstitial pneumonia (1IP; 23 case)
in our hospital with a large section comparable with CT images, and compared the findings with those of interstitial
pneumonia with collagen vascular disease (CVD-IP: I 1 cases}, and other interstitial pneurnonia {unclassified IP:
7 cases) .

Pathological pattern characteristic with ITP, that is pathologically UIP, such as honeycombing, alveolar collapsing,
and perilobular and subpleural fibresis was observed in 14 out of 23 cases of IIP. This pattern was observed only
in 2 cases of CVD-IP and unclassified TP. In contrast with IIP, centrilobular fibrosis, fibrosis from intraluminal
organization were predominantly seen in latter two groups. Twentythree cases of IIP were composed of 16 males
and 7 females, and the latter histological pattern was observed in 9 cases, in which six cases were female, Thus
these 9 cases of IIP shows quite similar pattern to that of CVD-IP. On the histopathological stand point, different
entity of diseases may be included in IIP. Therefore clinicopathological investigation including the response to

therapy is required for the accurate classification.
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Prognostic significance of histopathologic patterns in patients with diffuse
interstitial pneumonia

Sakae Homma', Masateru Kawabata', Kazuma Kishi', Eiyasu Tsuboi',
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To assess whether there was a difference in prognosis related to histologic pattern in diffuse interstitial pneumonia

(IP}, we conducted a review of thirty six patients (2] males and 15 females with a mean age of 56 yrs) with
progressive IP during the period from 1993 through 2000, All patients underwent video-assisted thoracoscopic
surgery (VATS) as a diagnostic procedure. Among the 36 patients with IP, the documented underlying systemic
diseases were collagen vascular diseases {(CVD) in 16 and unknown etiology (UK) in 20. According to the
Katzenstein and Myers classification for IP, the histopathological pattern of TP and underlying systemic diseases
could be classified as a nonspecific interstitial pneumonia (NSIP} pattern/CVD in 11 cases (group I: 1, group Il:
5, group I1I: 5}, a NSIP pattern/UK in 11 cases (group I: 2, group IL 5, group III: 4}, an usual interstitial pneumnonia

{UIP} pattern/CVD in 2 cases, an UIP pattern/UK in 2 cases, a NSIP group II-UIP hybrid pattern/UK in | case,
an unclassified in 2 cases, a BOOP pattern in 3 cases, hypersensitivity pneumonitis in 2 cases and eosinophilic
pneumnonia in 2 cases. Corticosteroids and/or cyclophosphamide, cyclosporin therapy were applied in 33 out of 36
patients with 1P, Before and after the therapy, subjective symptoms (dyspnea, cough, sputum) , pulmonary function
tests (PFT}, blood gas analysis, X-ray images and serum inflammatory parameters {KL-6, SIL-2R, LDH,
CRP} were evaluated. The responses to treatment for TP were improved in all cases with NSIP group 1 and in 80
% of cases with NSIP group TI. All cases with UTP and more than 50% of cases with NSIP group 1II remained
unchanged and one patient with NSIP group III/CVD deteriorated. The causes of death in the 6 out of 36 patients
with IP were exacerbation of NSIP group IIf in 1, bacterial pneumonia in 3 and cerebral infarction in 2, It is
empahsized that the subclassification of histopathological pattern for IP is clinically wseful for evaluating the
prognosis of IP.
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