iU 8IC

=P {2 5B JE #2 BE  (acute respiratory distress
syndrome, ARDS) (&, ZUMISEAE, FHH{KREFM
#iE (Pa02/ FiO2 < 200 mmHg}, I X ME BT
FAMOEEEOHBENS O, LIEEOENIE
“““ S ILHIKIEHNGAKE & ERE s, AlitE

ELTHNENLREDARY F T LOFTHRD
EELIRETHE, FOENZHRATHLD, Il
%7 EORARES BRI L TR %)i#/ul (direct
injury) &, OBERF T 428 &3 2 Bui e 2 & ol
PGB O D IIENEN T 54 (indirect injury)
L, R&E{ 22 E, FOREFITE 40-
60% ¢ 2 M A Y,

ARDS DT A RE BT T L FFE-F& LT,
WEDLERRITORRTIE, 70 fEL L0 Fi,
A & LT direct lung injury, FEEHBE LTO
BFARA, ELEMEBDTHRA T THLH McCabe
AT HOEE &8 0EMLEE TR T Acute
Physiology and Chronic Health Evaluation (APACHE)
IE A7 S LI SAPS A7 Oifl, & 508
WERRAETGFHT e En s, £
D % Rifa A2 OFRHE % 733 Sequential Organ Failure
Assessment (SOFA) R I 7Atd s Twvep ™9,
—ARiE T B R T & LTIE, 39EH day 3 42
B % PaQ: & FiQ: DI (Pa0:/ FiO:) A HE—ZE T 5
NTVLITEE Y,

e~ 1k, ARDS OIFBEHEE TH 2 T AMRHN
154 (diffuse alveolar damage, DAD) O JHEEEAYH
o (AR, SRR, et k) &
ST ERE CT (HRCT) Bl & o osie s,
HRCT #7 &7 DAD DR HE & k4 5 = &

EHRELTCEAST, E5ZZ0MA L, HRCT ¢
BiSF A ORBENFEHrRbLT I LN L,
FEREB D L W ILKIRE N IZFET 5 BUEARH
7 ARDS/DAD T & 2 2 1% B B i & (acute
interstitial pneumonia, AIP) #iff (2 33T, HRCT
R DEEEAT AP DT EETAIR G D BT L 2
LA ALS

1 REARARFH—TE
2 RIRKEFERIESFHE R RS
UE AT B oriBntsesE

ARDS W 543 5 @ B CT T ALOF BT L L TafHITkz 2w T

SO OIS, AIPESIICAN EE2L 50
72 HRCT (2 & Tl D F7 i ATk 4 e RUH 2 2
BrxHTH MO ARDSIEFIIB VT HEILTE
EPIIDOWTHET 22 L TH L. FOFMHOE
—DL WAL 2 ME, AIP FEF] & R T HETF
ERN S EhEIMECHEATHY, Hoo s
FRA > M3, 585 28 H 3 T AT 28 4
5;0&%m%&$mﬁﬂaémﬁkv#%ﬁﬁ
L7.

HEEFE

1) fER

HEFOPFULEM 23 6, i 7 H), VHERE,
640+158Hi (14-80 W) T v, HUWILL, 1994 4
IHRFEENLBMEEIIL > T o4 CT T
Hﬁ?@ N EE 2 3 7 (Lung Injury Score) #, e
3.0+£0.7 £ ARDS(>2.5) DHEIBSIZA D bOTH
720 LU ERE % T APACHE 1l A 2174,
hdifl 16.5+3.8 T 72, ARDS O 5EiERE|2T
MO EOEHIL 156 (50%) 13Ed s,
BAEIODBENEIIODWTIE, AFALTLFzyDO
oL A (1-2e/ A, 3 HM, 13 7 =)L) KT
A 2HTHY, COIEEFTE ra7 4 A
77 3 N2V ZAHEE (500mg) A ST,
oy 6 Bl D iEHE L, 2mg/kg DBHE D A F LT LK
ZUa SR TR Y @ 2 FlZoWTIT,
Ao FRefEEIR O e O, AT
EHOKIITHBES N

ARDS 47700 18 65 & JEATEF 12 o F £ WF o
L% Table | {2737, ARDS EIER O T, J¢
%Tﬁ]f‘?’i’ﬁslﬁ%oﬂtﬂﬁﬁfﬂ&bbﬂf_ﬁ, FEErS
iItFELRERRS e o7, T2, ZRER

Table1 Clinical Characteristics of Patients on the Day of High-
Resolution CT Scans

Scans

Toral Survivors Non-survivors

{n=30) (n=18) (n=l‘.’._)_m p Vaiue

Age 64.0£15.8 58.0+13.6 MN.0c19.8 0.1, NS

Sex, M/F 2347 14/4 o3 >{1.99, NS
Liver cirthosis, % 27 16 11 >0.99, NS
Direct/Indirect injury  12/18 01z & 0.46, NS
Day from the onset  1.413.0 1.8t3.6 1.7+1.6 0.24, N3
Lung Injury Score* 30407 3307 3.6£0.9 033, NS
APACHE II Score* 16.5+3.8 16.0x£3.6 174+41 0.37, NS
SOFA Score* 5.0+3.1 5.0£3.0 6.51 3.3 0.20, NS

Definition of Abbreviations. APACHE= Acute Physiology and Chronic Health
Evalunation: SOFA= Sequential Organ Failure Assessment.

*Data are expressed as median T standard deviation.
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LOBERTT SOFA 2 2 7 b EAEEF CTEHMET
HotebOD, FEEIBRO LA - 72. HRCT 1T
B ARDS #AE2 5 O (RHIAK) 2, 2
BEAITBLFAPACHEL A I 722w T HH
L AEEFAONE 7.

2) CT ¥

&7 fRFE CT (HRCT) ®#Fid, ARDS DFEHEH
HFEH 14230 H I TSN/ 2T 4 AR Imm
BV, SR 10mm T, Mk HHEEEEL
3 C|E R, H M T & 2 high-spatial frequency
algorithm {2 T Wl{§ &R 1T 2 72,

3) CTEREDED Y OFHE

HRCT PR RLIL, EBIOTFHRzESEAL I 2
BOBEEILL o> CHBIEMI L. SFAD
HELIEFDIZOWTRFET L 72, DAD OREER
WA & HRCT HT R L OBE S 6, Bl HH
Bz L CHECBRICHIE T2 CTIRALZU T X
I ERIIAHL, FNEFNDOFRADES Y %47
HHIZ 10% 2 SAaTRAa7ibL 7. WB%ELE
g (Bieh o ETES I T), PiiE (RED
IR & FHHEENR L~V £ ) B X OTHIE (FH
BiIRL VD OHIBELEEC) & 6 BT, &
FIBIZ DT EPTRDILLYY) %3l L 7274, 6 5739
DIEDD OFEME (%) B L7, 6 BEEOFR
i, () —REFICRZL8EE, 2) A)HF7 2K
feg2, (3) BEE, (4) E5|1MHM7EL  ZEXK
RIGEHED AU F T AKER, (5) EF5|MEMRE
X REXREEEIREBE, £LT (6) BRE
fiT#®5.

4) CTICLAMBFLENII7OHEB(CTIZLS
RIPARE R E O E B AVETE)
EROMEEHRIICIGL 226 20 CTHTRIZ
DWW, BIRMIIZ 16 SOAITRERELS. T4
b, ~REFCRAZERL 18, RUFTA
KEEr28L L, ROUFPOEAZBRENE 6
BHELZ, ZORITIEEIREOENY O E
(%) %L, 20RMEL-TEHLL.

5) #EHF AR

HRCT T RO EE MO —8$1L, Kappa E %
AWTEML, FROEF D IZ2wTo—F=FT
Spearman JIERZAEEREE H - THRE L /2. 4461
BIUEEEHOZNFROBRN LT REFD
RO ILECIE, 5% (Fisher D E IR EE)

vy, BiEFOREICIE, Mann-Whitney U £
EIWCRH L7z 2ZEEOHBEOREIZIT,
Spearman JE{Z BRI * A7z, CT A2 7 DFi4
HFe L ToOMIEDREIZE, BIATSL vy
EEBERNZHAV I 27 3/, CTAITDH ¥
M TEOREIE, EFFOFHCTAITD
B LEOEYSE L L, BE, $FEE,
MR ERER L CREEFEREEN L FEK
HEIXS%ERE O TCHELHELL.

# R

1. ARDS DEIEH b ORI T RERENERE
BT LERE LW

(142 ARDS OEIRHEH & CT A a7 L BN
W T3, MR BR=024 (p=020) &, HERL
HEEFREZ RIS ZWI Db ol 5612,
ARDS ZIEH 5P 14+30 B TCT A BRE I/
CHBED LT, ML L RET S5 A
BX - AEIHORE A D BE LR, 21 5EH
(70%) ZFER stz ZO#5 BRI, ARDS R
HOBFHBRLTLIREENEREZ RS,
W2 EERELTWA,

400 ™)
o Rs=0.24, p=0.20
350 -
Ny e
300 -
CT score o =)

250 - o

] u m] o o o g
200 - ty o O

a) o o

150 jan ] a
100 >

Day from onset

BZ1 ARDS BHED SO RAEE CT A TORE

2. 1B - JEAETFFIO K HRCT R R DIEATH O

Table 2 |2, A7 & IEELFHI D% HRCT BT o
L) DEGERT,

FEAELGHN B L TEFFICBNT, FEIZE
FIMEMAE Y - KEZIREE D BE LEE)
LR LA BB A LI, REEBE O
Ro—3#EIX, 070-082 L BIFTH -7 F7-,
FROED D OFMO—HEZOWTH, 0T ER
T,
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Table 2 Extent of Each CT Finding in Survivors and Non-
servivors of Acute Respiratory Distress Syndrome

CT Findings Survivors Non-survivors p value*
(n=18) (n=12)

Spared area 298+ 156 44176 NS

Ground-glass attenuation 421210 151 ¢ t6d 0.0008

Air-space consolidation 201175 11.7£172 0.07

Ground-glass aftenuation + 69113 371 £343 001

Traction br is or i i

Alr-space consolidation + 24x42 1.5+ 180 Gl

Traction b hiol is or bronchi

Honeycombing 0.0£0.0 0.0 £0.0 NS

Values are mean + 5D percentages of lung involvement,
*For between group comparisons; NS = not significant

3. AR - EETFHIO CT X 3 7 O b

B 2 42 A AEH L IR ABID CT A 3 7 o b % iR
TLIEA AN L AR BT, ABILCT
AaTIEBEEER LA L2 LaH 5, FEELEF
WBWT, CTAa 70 BEOENEZ VL 00k
EOEFLEINLI Dbl EEFROFE
BCTA 2T DSBEBEEMD ERcH/-5232%
Ao bET7HEEZEL, CTAITIILLFHOF
WATFRED & DMEET L o5 R % Table 3 12779
TOBEILE, BREBLUBREERRSEFNEFR
78%, UFEE 67%, FETEE IR 13% DEFRTTE
FRATTRETH DL T &AL 7.

p = 0.0098*
400 - g
350 - s
300

=

250 - o '|_

CT score E e
. Et 8 232
o
150 | H
100 3
Survivors Non-survivors
(n=18) (n=12)
2184 377 338.8 £ 783

*  Mann-Whitney U test
B2 AT - BLFEHOCT A3 7 OHE

Table 3 Predictive Value of CT score in Ptients with Acute
Respiratory Distress Syndrome

CT Score
Outcome* <232+ =232
Lived 14
Died 4 8§

*Sensitivity = 78%, Specificity = 67%
Positive predictive value for survival = 78%.
Negative predictive value for survival = 73%

¥ p=0.01, Fisher’s exact test

ARDS (2B SR CT TR O INT & Lo Rltkicon T

4. CT AT TIZ LB N TR 2380 B % 33 £ S E4)
BREEFO T

FIRIZCT A TOH v P47 232 2N T,
A 28 H £ TO AN TR SEER 3 1 X OO M5
HERIOVWTHEFH T/, HRAEIB LN
Rt A M 7ERBOERIECE, AEIC
NILDPR SR BEI 2 hv e <, IEAME R ATV O
EAvbhidro s,

days p = 0.037%
201
170X 116
157
101
5
00116
4]
<232 =232
CT score

E3 Day28  TO ARS8 R &

P = 0.006%
507
41.7%
40
30
20
10
0.0%
0
<232 =232
CT score

4 Day2s $ TOFEIMBREAEH

5. CT A7 DOTFHETF L LT EEO MG

CTAIT7DFHETFE LTOMEOMETEER
% Table 4 {Z7R9. CREFTHE SN/ FEREFE
EEEHITC TR S ETOMFIZBEWT,
CTAITWHHEELZpEERL, FHEKNT L LTH
SL7ZbDTHEIedbhod, 25617, F
WRE HERE L ) RE LFEL 0% 0%
RLASEOBREOMMERE (4 v L) i1,
385 HEMINT A Z LATHIBE L /2.
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Table 4 Multiple logistic regression of variables associated
mortality in patients with acute respiratory distress syndrome

Variable p Value 0Odds Ratio 95% Confidence
interval

CT scort 0.010 3.85¢ 0.942-0.992
SOFA score 0.094

PaQz/FiO2 0.166

Direct injury 0.220

Age >70 0.363

APACHE Il score 0.703

Definition of Abbreviations. SOFA= Sequential Organ Failure Assessment; APACHE=
Acwie Physiology and Chronic Health Evaluation,
* Expressed as mortality change per change of 10% increased ares of atienuation with

traction bronchiectasis on high-resolution CT scan.

%g' n%ﬁ

Tk 4L, ARDS DIEHHBETH 2 U At
B (diffuse alveolar damage, DAD) ¥R FAY9W
(2RI, e, 1SHmAEED) &
B ERE CT (HRCT) FTR & O ILomEEH b,
HRCT A7 2.2 DAD OB ERRH L R+ 5 2 &
EMELTEL, $hbb, BHEIHET S
HRCT PriRiE, G IR E R G o b L iRk
LR (R # 7 AR, BiEE) Thh, HHIE
Iz, B Ao RIICET MEMAE R - |
EXIREOHBAERD, 25 CHMEERICE,
INSORFTRIIIAAEREEEPE L E -
T A ENHbro/ze? CT TR £ RE SN 2
BEIZIGLTATTIEL, SFTROLEYY Labh
HBIEILL 2T, HEFEOREOEREL CT
CEOERETLILNTEETHE EEL, BHR
ABJ D ARDS/DAD T & % 2k B E 1RG4 (AIP) 4
FlizBnT, CTRAITHFHREAT L LI E 23
S AR

LaL%ads, ZOAIPIIBITARESL —D
ARDS 126 ¥ T oL hlzonTid, F#FLFR
DEZHRFIKELHEEIEDORL, EEER
OB R ACRE L, S 2L R AYE
#TXY, LELHRAZEOAD—RELETH
A AIPIZHL, —#%®D ARDS TlE, FIERIZEIC
WA mEBERLAL, Tt THORET
ERERIIAITHIHEIROLNL 0, R,
INEFTHARDS DFETHETAETERTFEL
T, RPEAL L TOMEER, E@EBRLO0L
DOF %% 7T McCabe Z 2 7HEBEL L 3h
TWna W, 2510, ZRESEDERELRT SOFA
A7 OBEBELERIZITFERRERNFTHD Y,

AFFFE Tk, ARDS JEBIIZB VT H, HRCT TR
L, DAD OREREMALIE % R4 5 25 (MRS
BRIG T R LR EAIFEEFHIIBNT, XD
LEIZEDAEAAFH Y, CT A2 7 bEFHIZI
LT, FEEMICEREIIBMETH DL Z & ATERR
Enss. LaeLads, EEREFMO CTRAITIC
BEEOEFALED LN, FEFAOCTAITO
oy MATE2IIT AT TAHEE6T% &,
R CHMEE PRI L TRCIEETH o 72,
oFHETZEDIMEOLEENEZ LI
ZEds, SEORETIE, SEEETEHVT,
INFTOARDS DFHEBET HHRF &2 —HS
H72 EC, CT A2 TAFEEIZMY L7 ARDS Fik
ATEibidslexrBlenzL

ARDS {ZHBWT, 114 Meduri 5 "W 2L - T,
WaMH» S0 LEREHORA T 04 FESDOER
HARE I TVE. ZOFYHIZOWTOHEEE
BeERI, aEiic& o s TR &
BTG OB RAY, BEICWT A EBEKS
THhY, ZOMBOBERIET A7014 FRBE
THEVILDTH D, —FHEMELH LA
e EOER L7 HEEERE R, HloTAT
O FABESEHEOLETEET L LI |MEIC
O SE 2B EFBRBEMCIAFALTL F
0y DL ZAEEFE 7213, Meduri b OEEIIHEL
T, RAE Cmgke) DAF LTV K0 s g
BLLTHwORTEY, MEENCHEELE %
RET LRV H I ETLRE L ZERICE
WTIIREPREN TH o 72, COERPS, AT
O FOSELIZOWTIE, — 437 ARDS (2B
T, AIP DM & & FRRIZIR I & R iR B
DOEFE D & F B | R E TR & A1 ) M a5 ke
WMER LI CIHb o L b EMNTH AT
REMEATE 2 B AL7e.

ARDS BEHIC BT A AF O 1 FOEEOMEE
D7z, KEIZBIT A ARDS Network Tit, BT
RIREEMESRBEITH TH 505, ARDS HH D5
O FEFHEAM > & (ZE5E 7 HLEL L 28 HELMA) T ARDS
DHEREZFH, AT FIR5EDI A7 %
HELTWE W, KFRTIE, CTAITIZL AN
B OIREOERE L BRI & OMITIZH S 2
FIBRE R Lo/ 20 I &1, ARDS $HED
LORMUABASLT L RAFENEREL RS,
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WIZlkEERDLTWES, SROMFTOKYE, B
oA BEZL L2513 4 FORERHOM
AL, RHEZERISILETES A SER TR E

LTwhiEsrdh, 270914 FORHROIERHE
ZEHMEREEBECTLIENELLND. S,
ARDS 203 B A7 14 FodkSuosdEks
(&7 4 ¢, HRCT BT &, 12 365 < B0 & R TEAHE
Fahs,

A OMFTIE, CTAITDE DI FES
YRELT, BAE28 HETHOANTIPRIRMERES
S UEAME S AR E LA, N 2 s R
FTET S FRA P ELTHRLRERATH L =
EHRESNTHEY, CTRIATD A v b4 7
232 R OERIFETIE, 232 L EosEFI B ic s L
T, HEIZEAE 28 I To NI IR S MR AT
<, FEAMBERERIF K EXES SN BiE
ARDS (2% 4 5 A TIFREEZ & LT, low tidal
volume 33 X TFhich PEEP % H Vv 7 open-lung
approach |2 & BB DIREHWMEATIRIE SN TV 5 19,
L2 L% A58, —#7C high PEEP & [EVMis g2k
DEEDEILHE SN TVDE 7, SO0HKREL
B, CT A3 THBWEDIERNZ>nTiE, 1D
BEIODWTOEFESLETHLEEDNS,

AAFSEIZ L - T, —f%® ARDS (25T, HRCT
THVRBEENHBOMEL, THRAT RS
PRV T {, ATLUPW SR L e s s %
THTAHALET, BETHLZ EMbho7, L
LA 45 ROME CEIERED LR vizni,
LSHOERORAERIZE T, SL0FERICD
W, S BAIHREE L 2t hig e 5 2w,
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REREPE R E RG220 4 2 18 R AR O ALE D
— SR EINDOMMER S5 — L ERIRIEO R —

Kt &R A B BE =i
faig ®EZ = BW HE et

1@ BN IR MAEHGE (UIPAPF) LRB 8N B Z L% Wi, 188 BEROBRIRH
R T WS 2T B R AT o 720 ARHBE AR & AT L 7B B AR 26 Bl Ok (g %
PRSP 22 8E (1IPs) OMRF M THICHE L THHIL, BRE TR LA, 26 i 7
43 Cellular NSIP 78 % — v, 8 fflid Fibrosing NSIP /$% — >, 11 I3 UIP /8% — A2 &
7z. Cellular NSIP /3% — > D& CIZFRIERBREITH 0, UIP V5 — V3 & FBBEE SRR
Taofo, UPYY — II4H RSN/ 11 ) 8 filit, SBT3 E0E UIPAIPF L M ST,
FeFPUARIL Cellular NSIP 235 — D 85 7% DB TH - 7205, UIP/3¥ — » Tid 182% 2D A
BHEETHo72. AT 04 FIE~ORIEE, Cellular NSIP /% — > T RBIFZ o 7285, UIP 8 % —
YTREARTH -7z, UIP /Y — 2R T8 EHINIE, UIP/IPF ERBENE 2 XL 00T,
R 2 RIS B L BURLRDD ) BRI RARER, WMAFERB L L TIEL (BT ~&TH 5,

Chronic Bird Fancier's Lung: Histopathological and Clinical Correlation

Yoshio Ohtani, Yuki Sumi, Takeshi Umino, Yutaka Usui,
Naochiko Inase, Shuji Miyake, Yasuyuki Yoshizawa

The Pulmonary Medicine, Tokyo Medical and Dental University, Tokyo Japan

Chronic bird fancier's lung (BFL) may be misdiagnosed as idiopathic interstitial pneumonias (IPs},
if a careful history is not taken. This study was conducted to define the clinicopathologic characteristics
of chronic bird fancier's lung (BFL) and provide clues to its diagnosis and prognosis in relation to the
surgical lung biopsy histopathologic findings.

In addition to the pathologic details by surgical lung biopsy, the correlation between histopathology
and the clinical characteristics and prognosis was analyzed in 26 patients with chronic BFL underwent
a surgical lung biopsy between October 1992 and April 2001, The pattern of chronic inflammatory and
fibrotic changes was expressed by the description of the 2002 ATS/ERS consensus classification of
idiopathic interstitial pneurnonias.

Fifteen of the 26 patients showed a nonspecific interstitial pneumonia (NSIP) pattern (7 cellular NSIP
pattern and 8 fibrotic NSIP pattern), whereas the remaining 1] patients showed a usual interstitial
pneumonia (UIP) pattern with temporal heterogeneous appearance. However, fibrosis in these patients
had developed in centrilobular, as well as perilobular areas, suggestive of hypersensitivity pneumonitis
as the etiology. The 19 patients (73.1%) showed multinucleated giant ceils often with cholesterol clefts
while only 5 patients (19.2%) showed granulomas. Patients with celtular NSIP pattern tended to have
recurrent acute episodes, whereas patients with UIP pattern had an insidious onset. Patients with cellular
NSIP pattern had a more favorable outcome than those with fibrosing NSIP and UIP pattern.

Pathologists can suggest the diagnosis of chronic BFL on the basis of these histological findings. The
patterns of chronic inflammatory and fibrotic lesions are diverse but correlate with clinical featurcs and
Prognosis.
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U &Ic

BRI E MM A (Ups) 12, BRARHOME
Mk TH Y, BEHE, EPCLagttiiisz ol
LHMEMMETHLTRETRAT L Z EHL
BTHoH VY, EEEMATERD LV LERDO
BPAE - TRIATLLE-EMEETH D,
FOREBRDPLANR - BHRIIpEES LY. B
i, RS ABMEN&TH Y, BHOPHE
WiegIhastgErar) v oaRE, HELE
MEDLF LV HLVIPNEET-T 1 VT THE
B &R B L T4 09, RKITEBET LD 70%
Pl b % & 5 B RLGBEIEM 23 SN L s,
B ILEESINS C, B, WIRREE, FEH S
DRMAIRY D - THERHIIERT L, —F,
EHEROLVBYEEROTET L0, 2
AL L, FRRVEMRAMEE (IPF) LR s ha 2 L
bdho oV, Foio, RHFICHiE#ELE &L
THOEMMBRICANSINZ I E 5w, B
i g DG FR T PUB Bl & A 717 f MEESHLT
HDHH, BELAPERESE L 2704 FEEEE
TLTh, MBOETL T CBY AR AR
150, BEEFMOGEE L OTHEFIEHETO:
¥, BB HRAE B O MEER % 5 TV I R 2%
B (Ips) OMBEEMSEIELTHEL, BRE
EeERE L 7.

H &

AHIZ, 1993 5 2001 FEIA T THBREIZTH
B S AL, SRRHEYIT AR T T S N B B A 26
BT, 205 b, BEEBAIIE 10 7T idiopathic
pulmonary fibrosis (IPF), 1 {57 nonspecific interstitial
pneumonia (NSIP) Y@M S Tvy/7z, 1IPs OHLER
ZERGSAE 20 (I DC, cellular NSIP 784 — >,
fibrosing NSIP /%% — >, usual interstitial pneumonia

(UIP} /%% — . bronchiolitis obliterans organizing
pneumonia (BOOP) 7% % «— >, diffuse alveolar damage

(DAD) /¥ ¥ — , desquamative interstitial
pneumonia (DIP) /%% — I8 L, ERARIE L LR

R R B R R KSR 23 M B
* VI AMMNIEEREE SEMEE

WEr L7
2704 FHES5RIEH0.5meke/ B, EBELTIE 30-
40mg/ HCTHRMAL, 2-487T, 25-5mg, 1 HG5#
A5 20mg LT T 1.25mg DD L T 7z, 18
EFFOSHBEEIL TO LI IED .
1. BEEREE OBEMRELFH L &
2. BRERE T SRR AFEARII L AERE
HoOpB
3. BEEREIIHT AREERE2»H VG ¥
INERPIREABR A TS A, WE AT
4. HESFAIIRELERDL L
5. CT T8ROI
6. 1FLEhAsHMREBEKEEDET
7. 6 7 BLLED 5 BRI 21 & B IR SE
ROTFFE
ZHb, 1, 02, 3, &, aF70iEs 6 F01d7
TROLLOEEERE LTHRELSTT, R
704 FOEBEROH%EZ, idiopathic pulmonary
fibrosis (IPF) : diagnosis and treatment &> international
consensus statement & &I LT, iERE, 1A,
EirFeER L.

BRERFOAE
REZHPBETEES & MF DO BERYITEC
4% 1gG B L U IgA Pufkfiiz ELISA i TElE
L7z, 1B & A v 2O PR H ) 1Y,
ekt F PR & L TH /-, B3 % PBS Tl
L, ZYACH LCEN, Bk, - F 4
A b3Sy 77— (pHOS T LB LI—F 7 » 7
B L7 (PDE). &Y TV %PDETI—F 1 »
%7, 05% BSA (Tween20 % &%) T7H v 7 %47
ootz 7 100u (i 400 A, BAL
ML AT TS, S5t F
¥—VPREEIE P IgG B X U IgA ¥ FHFICTR
s, FEf s, 490nm £ 704X 620nm TO.D %
i L7,

IBMAERIMARM ) > BRI RS

A R L 7o R A LA & R LT T
FEERCE 8L, 2 X 10%ml O3 T RPMI1640/10%
FCS |23 S H7-. BEMiFE% 1%mA 5 BREEEEL,
2 X 10° DAL 2D & *H-thymidine 1pCi 212, &
B2 16 B 553 L, *H-thymidine OB D )AL HE % 34
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NRfr, b=k LTBILEERNOME L
Hvy, WEtaEiE M > Ik % stimulation index & L, 2.0
PllaBatts U7,

# &t
T F P RS (SEM) TRL 7. 38
D IEEL L2 1L Fisher OHERFEVARE, ¥ BIHEH 5
Vi Kruskal-Wallis #0528 L, Post-hoc test id
Scheffe i T ~»7:. TRLEOMEIZIDWT, H
BEAKUEILEIRIE S RMEZAEEDL Y & L7

7 R

121 5 695 26 JE 5 7 PIER I, cellular NSIP 787 —
> 714, fibrosing NSIP /8% — » 85, UIP/¢% —
Y HUBITHH,BOOP/YY — » DAD 3% — » DIP
INF — EEED L Ao 72 Cellular NSIP 734 —
», fibrosing NSIP /8% — > UIP /%% — > D 3§
W, ARG, MR, BRIEIEE, 57RO K o) 4
K, SRR £ TOFNNIM, SRR,
Witk s, HGRIZIEELZ LD L o7 (Table
1). Cellular NSIP 73 % — > TUlZ, FFPREIRER R
BE L, FFRIEREZSE VO L, UIP /8
¥ — T, SRHEEERERT, SRHURTf
BITROEMEERZ o2 TR L, BRI
PONERIERABII I L L IIEEIIBE S o
BAL #31) > 238kid, cellular NSIP 784 — > T fili €
# 1Y), fibrosing NSIP /3% — ) UIP /3% — » Dl
WZALF L Twv e,

Cellular bronchiolitis i cellular NSIP /¥4 — » TE&
BZFO LMD L, BT E fibroblastic foci

BVENG 9842 b4 Bt B R

BT — R S SE O AR Y — > DR O —

UIP /Y% — » TERIZED S5L7 (Table 2). =
LAFY iR EMEMBIZIHE L EENS
HE IR S0, PASERE L cellular NSIP 73 % —
v 3%y, fibrosing NSIP 78% — > 2 FHZ D &G &
his. (

AT A FEESORIEMHE, cellular NSIP 7%
§— TR - 7243, fibrosing NSIP 787 — |
BT UIP NS — Y TIIARA -7 (Table 3).
Fibrosing NSIP /3% — > 3 {5, UIP /3% — » 6 ffjid,
AR RS F R FI 4132131, 305+ 8.8
AT, PUBRRESEE 2504 Figgizhhhbo§
LA

Table2 /¥y — > L HEIT

Cellular NSIP meamg NSIP uir
AR5 — g s
N=7 N=f N=11
Cellular bronchiolitis, % 100.0 # s0.0 2134
Heneycombing, % 0.0 &# 30& 90.9¢
Fibroblastic foci, % 0.0 &# 750& 100.0 8
Lymphoid follicle, % 100.0 62.5 63.6
Interstitial infitrrates of chronie inflammatory cells, % 100.0 87.5 100.0
Intraalveolar foamy histiocytes, % 286 250 364
Cholesterol ciefts, % 571 75 45.5
Giant cefl, % 714 7540 72.7
CGranuloma, % 429 25.0 040

£ p<00 (Cellalar NSIP +4¥ — 1 vorsus ULP #4 5 - )
& p < 0.0L (Cellular NSIP » 15 — 3 versus Fibrosing NSIP /25 — >

Table3 #i#/ sy — v &%

Cellular NSIP Fibros ng NSI1P vp

JRT S AF - PiM
Na7 N: % REIN
AT FinRC A At 71 T{00.0%) &4 177004808 TR HINEAY]
270 Fle#ioF RN % U17{0.0%) 477 (57,1%) 619 ¢06.7%) *
ElFIET 7:0 31 3i6

Table! MI&k ¥ —~ > & ERRIR
Cellular NSIP hbmsmg NSIP uir
R — SR =
N=T N=3 Nell

== 560+4.3 584218 64.7:2.)
g (Bl ki) 34 5:3 8:3
B, % (Current:Ex:Never) 371 (2:2:3) 50.0(1:3:4) 27530
BT, % 4574 500 @ 0.0 55
HIRIFRERE (RN % 0o 125 18.2
SrPENESPRR R, % 8.7 1600 905
HIBRE R E TR, A 193¢75 463+ 142 42253
TP R ), 452 623 18028 119:235
Wi, % 857 62.5 82"
PR ) o B DR, % 100.0 87.5 0.5
VC, ¥pred 80.2£9.1 606253 M8 272
Dico, %pred 87258 291260 523287
BAL U s, % 70526 &H 40.8 + B.6&S 191 £2.9%%

# p<00L{Cellolar NSI? «4F — 2 vergus UIP #45 — )

* p<0.05 {Cellular NSIP +£% = 1 versus UIP 4% — 1)

@ p < 0.035 (Fibrsing NSIP #1315 — > versus UIP #3 §—2)

3 p<0.01 {Fiorosing NSIP /54 — 3 versus UTF 458 — )

& p<0.0! (Celinlar NSIP #€¥ ~- v worsus Fibroaing NSIP 235 — )

T A RIGHESIL S L o cllular NSIP2 32 — L, Fibrosing NSIP 235 — L 7tef, UIP o5 4 — W Q| T o s
& p< 001 (Cellular NSIP 735 — 2 vemus UIP 435 — 1)

* p <005 (Cellular NSIP /2 — 3 versus UIP /3% — o)

§ p=00l (Fibrosing NSIP /23 — 1 versus UIP #3% — 1)

& p <001 (Cellular NSIP #38 — 2~ versns Fibrosing NSIP /3 — 1)

EE - 1A

ATS/ERS @ consensus statement (2 4. Y, 1IPs 3 7
BIOMBSAY Sy — V2o sn s W2, aid,
B B I AE B & 1Ps O ALMRE M L e LTy
HL, BRGZ ISR L WHR 26 EH T 10
Bilid PR, 1 fFlIZ NSTP & ZH S v/

WP 22 DRI, RIIFEO A 7‘)‘6’51%}5] xh
TWBH A 26z BEo’C FASEE R B
Blix 472wy, Seal %‘} W, 6 B8 B kIl E 1
TRRE LR, WHEELREO MR, WE
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V372, Vourlekis 2V 1%, 6 IO HIEEZHD v
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fibrosing NSIPIZ 78l S R b X 5 12k » 7
AF T R NSIP T3, fibrosing /¥4 — ¥ A%
cellular /¥ % — > L O &, B{ZUIP/¥¥% — ¥ id
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Hermansky-Pudlak fEfERF (HPS) O HPS1 :8{5 T @AT

EOBEY b WE PR OEX ML #EF

Hermansky-Pudlak SEfEHE (HPS) 34 St REAE, HMEN, MRREMO O A FEREROER
3ME T AEPEESHEENRRT, RACBOWUNBEEY SECRET S, BHEDL
A, BEREETO—2 LTRaF 10 FRERMO HPSI B TS0EBEIRESN T 5. [B
#9) HPS OREEZM O /-0 (ZMBEE TRz, HPSI BIZFOBWET 72 [HREFE] &
ENPEE T AL » mRNA 3l L, HPS]I EfnFE&I— FEBE I —-TL57/H07
74—+ b #HVTRT-PCR 47\, WEMRFIZEE L. £/, BEBIUMREOFRMY
Ml DNA 24t L, 7/ 2B biT- 72 [#BR] BE HPSI BEF DA T T 4 AR5 Ho%
Br, FRIHRTARATIAARNEEZLLNLH /2% mRNA OEVIREZ D, ZORY
FREORBEIZHS L TnwhLEZ LN,

Novel aberrations of HPSI mRNA detected in a case
of Hermansky-Pudlak syndrome

Nobuoki Kohno, Yasuhiko Ikegami, Masamitsu Nakajima, Keiko Hiyama

Department of Moleculur and Internal Medicine, Graduate School of Biomedical Sciences, Hiroshima University

Hermansky-Pudlak syndrome (HPS) consists of oculocutaneous albinism, platelet storage-pool
deficiency, and ceroid lipofuscinosis. Until now, nucleotide substitutions, deletions, and insertions
in the HPS] gene have been reported to be responsible for the phenotype of HPS. OBIECTIVE:
Molecular diagnosis of HPS. SUBJECTS AND METHODS: A lung tissue sample was taken from an
HPS patient for definite diagnosis, under informed consent. RNA was extracted from the lung tissue
sample, reverse-transcribed into cDNA, amplified by use of seven primer sets, which cover the entire
2.1-kb coding region of the HPS! ¢cDNA, then sequenced. Genomic DNA extracted from the patient
and her parents was also analyzed. RESULTS: Novel aberrations of HPS{ mRNA, possibly due to
alternative splicing caused by a mutation at the splice-donor site, were observed in the patient's lung

tissue.
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Hermansky-Pudlak fiE 55 # (HPS) 13 1959 4£ |
Hermansky {2 X o THIHTHRE Vs iz, 5%
EREGE, HMEE, MBENOL T 4 FRERO
EHZ 3BT A/ EROESEEEMERT,
TR % OB L, BRIIBET S 2 LR
HThEENTWL, KEBOBREBETELT,
BAEE T HPSI Y, AP3B1 ™Y, HPS3 ¥, HPS4 S H°H
BENTRBY, FREROBEHREEZE LG ERD
LT\v5% HPS %, HPSI, HPS2, HPS3, HPS4 £[X
WTBEHALINL LI TnAE, Zokh
THPSI Db o L OBIENES  HES Tl I A
HAERMNEGITI, HPS! BIETOREVRE S S
Twib,

HPS] H{zFid, %10 B EIGBETEY RS,
ERG305kb, 20TV Y INERESATWS
HPSI BIGFIZ 700 D7 3/ 8Hh o b 5B E @SS
Hea2— L, A& EIIBES L TwsE
EILHNTWEY,

KAEDREF TN Y 2OFEFISEFICE
IEDMRHIEERE L, 40 % T T+ 52
L%, —HT, |/ HPS] BiETOREIZ X
B A AEFITIIFHRMEE T ¢ T RFEL 2
TLIENEVWEVDLRTWE, ZDLHi, Jiff
TRHESE D SEHE D P13 HPST IR T D FFE S 0%
VIS A ETRETEATHERI S B o,

BT T YR TR L 72 E B o i ALk 72 © 1
i L7 mRNA, H#HlA S L7 DNA C, k2
HPSTRE-FO T 247V, A $ TR T-5RIT
T TS HARNEF & BME L7,

HRERE
E Bl
£ 378, ki
T ORI, F{ERO LGN
BRIZRE @ fFicEEL L.
IR | THIES L
IRAEE | AR, S, AR, FMERO-. 5

LR RFRFRERESR AR armEE
* U AMMEEMEE SiEEE

Hermansky-Pudlak AEfER (HPS) & HPS! BHE T BAT

W, HMEEOEEFE A,
1998 SR & D EME L e OB FHE L

oS, BE L Tva7z, 1999 % | HEE, RyspEiat )L
v ERE, REESYD, NHEE LD
Wi S 7z,

200042 H, FHRoOIHEY, BEEE N
THEIh0, fuEESSZL, MU0
BWF &2, AFO4 NERESErEGINS F0
%, FHROEREFEEO NS, BTN, &
PIRALIEE L, 207k, 20000 6 B, K
IR 7z SBFHZ ABEL 72,

ARERRIERAE | RiE 36°C, WRIA 70/ 43, FROEEL 20 [0

/45, MH 110/70 mmHg,
BFRR R GHSAES, SOFIIERMN, CIRKOME
BB REikFLRO . WEE, Wikics

FET, BEH R CHEBOGZTET - R0 R
EARRERH, HEECGERE, ENEES LT,
FAEY > 20IME L 2o 7o BSR4 I EF ¢
fine crackles = JEEN L., (iFid 8¢, A REHT
REeBolho7:, MFEHIIEREDD.
BWER  HIMERIE 15,080/l & B % 5L 7295, #
O, FKMMRACEERBEO LD BER
T, vy iETIS A ERLTW2%Y PT, aPTT
B TRO L 272 KL-6 121050 Umi & LR L
Ty 7z, FPIREREEM A T, vital capacity #5122 L
6V, 36.8%) LALT, BIRME A A1, Pa0: 71.7
torr TH o7z, MEEHML v b EHBLT,
HCTEEIL, WEETORVEFELEE YD,
FAEGI T, BRI M/ E R 4380 7T.
EAS U@v?%&@#%#ﬂ%f%ottm,
S S i AR T IT o 72, IHIRRE, 3§
BB X UMGRARERE ) > SERE P s L7, B
REMBRORE, kR ELE RO~ o
T =T hAED, UIPERORE R L T/ il
HERO~ a7 7 — |, tw%bﬁﬁu%m
BRERPT R & &2 T HPS L &7 L 7.

F &

Hazelwood & D10 % 2 HPSI &{c T4
T PR N—T B TMNT I A~y |
(£ 1) 215 L, BWBHTIT-7:, HPS 2&E D
R gs T i A AR ALk & b FhHLE L7 mRNA 2w C
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RT-PCR ¥ 47> 7:. &7, ABI310 ¥ — 7 L ¥ H—
AHWT, EERMORELL. 861, BESB
LU, BEWHEOKMI L it L7 DNA £ v
T, 7/ LWHEES LB L. ZODNAD
MATIZ LT, REEERE, Zon T -
(R RFERELS. BEBLC, MBLVEET
R OB %137,

£1 TIAT—DOI—2 TR

HP-1 5 -GCTTGCCAAGATGAAGTGCGTC-3
5 -TCGGTGTGGTCACCATTGATG-3
HP-2 5 -GGAGAATGCCTGTTCATTGC-3

5 -TGGCTAGAGTAGAATGCCAG-3

HP-3 5 -TCCTGCTCGTGCACTCCAACGT-3
5 -GCTTTCCTTCCACGTYGGCATC-3
HP-4 5 -ACACCCTCCAAACACTGGTTCC-3
5 -TAAACTCCAGCCAGGTGCTCTG-3
HP-5 5 -TTGTCAAGAATCGAGGGGCAC-3
5 -CCAACTCCGACGAGGTCTTTTG-3
HP-6 5 -CGGCTGAACTTTCTGACCACAG-3
5 -ACCCCATGTCATTCTCGAACC-3
HP-7 5 -GGATTTCTACTGCTCCTACTTC-3
5 -GAACAGTGGCAAGCAAGGGTG-3
HP-8 5 -ACGGCATCTTATCAAACCCG-3

5 -AAAATGGCAGCTTCACAGGG-3

FSAL =1k HP-1 5 HP? IE cDNA SR TH D
HP-8 X DNAMRITHTH

B =

BHMARD S L 72 B F RNA O TO
exon 5 @ 3' i 72 A DK 4 % homogenous (2588
72, @Dexond D3 FE ¥ Cintrond @ F A %
heterogenous (ZEE 72, Bexon 5, 297 HFH DG
{2 C A6 T D silent mutation % homozygous (252
7. WEOKMMA S L7 DNA T, 20
R % heterozygous (ZFR0 72,

% 7z, DNA @ intron 5 @ 5' Fii A 5 5 35 B H]
%, intervening sequence (IVS) 545D G H5H A D
&%, KA T homozygous |2, M#H T heterozygous
N L P AN

2000 £E 42 Margaglione 537 1 71 / =4 R
BIET, 747V /=5 BEFOIVSHSDG
PHEANDERNATIA L Y FREER L
W]ED LTwd, HADSROWEFTIE, BEX
WL BT B IVS 545 D G o A ~NDOERHS, &
HAARE S 3 L 22 mRNA LSV T exon5 D
3 ) 72 52 homogenous /KFE &S, AT T
1 AREXRILTWLUREMSRE I N, B
HEMBOERM A & Ml L 72 DNA OB T
IVS 545 D G 165 A ~DER % heterozygous (2588,
ZIAHARFEFT, homozygous 2GR RO ER
DR E b EZ BN

HPSI@IZ TR TN TV L REDHERAH
HFit 6Bl HY, FOREFOFIZE, FLeht
WELA IVS545DGH HANDER %,
homozygous (2888 5 b O HT1 #, heterozygous 1237
DHLHDNW 1Bl o2 B E TORKEIIHTH
AR TH LYY, HEADNT, 2o
BROPENLVI L EEZ DL, FEFICHKE
Vv, COBBLEHARANIBITLRER R O E
ZowT, ERORABERFLELEZ 2D,
¥/, FETALNLBETFREFELRET LI L
Wk o T, B R AR AEAE & SR B I B 1A R
X BEARMEMEEM R ORERFEAICY,
EREBMELTOIDEEZLTVD,
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KL-6 3R E MM 25 (IP) OBW, MBCEHEMEY—H—L LT, KETHLHVLRT
WA IPIZBI A LEGE, Ml SHmE ) 77— ok L b, Ml EE, o mhic#847-
EATZEFRESNLY, ZnE CUHABANTOFMARIFESATO Y, FITHA
IP & EFERIZB T, BEMELE (IHC), ®ZEE (IEM), in sitw hybridization (ISH), western
blot (WB)}, ELISA 2 & ) Bif#A T KL-6 DIBFE & EAEFME L2, IHC TivET
BlERE SEX EEONEHRBICERE Tho 2225 IPTIZIE, IR EEORENERSE
MR ERL, BARE X LEABRERC L ERE I CHEEEEED, ISHT
(3 IP OF & EE 2 KL-6 mRNA O38H % 8, IEM Tid I B Lk oM ki Gz 2o 7.
WB TIHMEERICILL, IP CHEELEHEE O = M L. Mm% KL-6 8L EEERFEKD
HmERLz Zhodh, PTIEKL6 P EE LT HRERTREEINS Z LTRSS,
BEFLEBL CREIEILTL20ATR L, B TOEAEALMNT S Z EAMR 3N

Detection of KL-6 production and localization in interstitial pneumonia

Tomoko Nakayama!, Nobuoki Kohno?, Yuh Fukuda'

I Department of Pathology, Nippon Medical School
2 Second Department of fnternal Medicine, Hiroshima University, School of Medicine

KL-6 is recognized as an useful serum marker for diagnosis and monitoring the activity of interstitial
pneumonia (IP), Serum KL-6 increases in the condition of alveolar-blood barrier damage in IP. But
the production and localization of KL-6 in lung tissues were not studied in detail. In this study, we
confirm the producing cells, localization and productive quantity of KL-6 in lung tissues and review the
difference between IP and controls.

Immunohistochemistry shows hyperplastic type II cells are strongly positive for KL-6 at apical area
and diffusely in cytoplasm in IP. Type I cells, basal cells and regenerative bronchial epithelial cells
are also positive but less than type II cells. In control, only slightly positive reactions are observed at
apical area of bronchial epithelial cells and type II cells, In situ hybridization shows the positive reaction
for KL-6 in hyperplastic type I1 cells in IP. Immunoelectlon microscopy shows the positive staining for
reaction KL-6 in rough endoplasmic reticulum of type II cells in IP. Western blotting analysis (WB)
shows strong bands for KL-6 in IP but less in controls. Serum KL-6 measured by ELISA is almost
correlated with the result of WB, Our study emphasizes type II cells mainly produce KL-6 in IP and the

localization and productive quantity shows clearly difference from control.
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TWaH7T, ZHE TIIHERF D KL-6 DAERE L
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PURTTENG 2 I AL 2 384T 2 KL-6 DY & B O [l

HWREFE:

1. b b BrLRE A RL A KA TP 6 ) (UIP n=4,
NSIP n=2) & 2 BlOREFENT# 3R & L7z, R0
3, KB L REMBILE O 0, 4%
paraformaldehyde/0. 1M PBS pH7.4 (2 M & %, /%5
T4 e EITok RAT v, UkEE
HH2-80T THAERAF L 7B EEMidlE T A7,
In situ hybridization & % & & 88 @ /2 © 12, 4%
paraformaldehyde/0.1M PBS pH7.4 TRIE, 10, 20,
30% O sucrose {2 EFERYIZ @ L, OCTcompound 2
AT, B LR A

2. B X URRMRIL Y

MLIFEAUL HE, Alcian blue-PAS (ABP), Elastica-
Masson-Goldner (EMG) Bt % 4T - /2. gt
Z13 avidin-biotin peroxydase 12 & ¥ #L KL-6 L&
rHWTIT=7:.

3. Io situ hybridization

KIFE 7 A 3 F pBluescript Il {23 A 2172 KL-6
¢DNA # v, PromegaftiZ X &% v b T HWwT
RNA 70— 7 & {ER L, HAHHEA T hybridization %
Froi-,

4. RIEEIE

WAEEAIF L, PUKL-6 #L1K #* ] v+ horseradish
peroxydase {2 & & BEFRIURE T RITH, 1% 0504
CE %, Epok 812 M % | B H % E MBI E T8
M CTHIZ L /-,

5. Western blotting

RS Bl LA 30mg O BN E 1 L - il &
18ug @ & A i B I2# ¥ L, 3.10% gradient
polyacrylamide gel TESHENZ, = P01 T — X
FEICEEE L 72, Blocking MLELTEHT KL-6 fifk & B
s, {bFEELEX Y Mo DHEELT -7,

6. ML KL-6 ELISA

N A (R FO N S B T S (P
electrochemiluminescence £ & / 7 v 4 1 ghil BT
CHFy P €N IOKL6) 2L hilllExiT o7,

7. AR

Western blot THEH L7230 FENIH A A —3 -
7 by 27D L ) EA AL, MR A H LR,

Ay —REEEIT 7. p<0.05 T EEL L
FAR
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(1) fi Bt

KL-6 {3, I8 FRzAiRs & R E R e o i
AN, T TECEHMES %2R L7 (Fig 1A,
B). 72, REXBROBEEMAIZ b 95kt % R
L7

(2) UIP

RIS EEE O, B 18 LM,
AMRBENENS S CHRECTEAEICEEE
RLU7:, BEFTIREBYTH -7 18 LR, &
IEARRE = b MR SR L e tE 2 B 7 (Fig.
2A) BRI BT L4 2 HERELEIZBWTY,
MIPL B PR o BB RO . R
HEN~OE b B TdHh > 72 (Fig. 2B).

{(3) NSIP

UIP &[RRI ETZRCHE 118 LR AR i, Mk g
Peflls & CHIBRE ISP AR AR L 1
Bl B AR & MR N S hR R 1 R
7> (Fig. 3A).
REHSLELEEER L Y, IP Tid KL-6 DHfar
=2, BIESHLAIEEH ERE D Z LA
Ll oiz,

2. In situ hybridization

KL-6 mRNA O %313 anti sense 71— 7 2BV T,
Bifg el BT 2 BEERALRE, TE EK
(FigdA) TRt E R L7z, —7, sense 70— 7
i3, ERIETH 72 (Fig. 4B),

B

Fig. 1 KL-6 localization in control lung tissue with immunohistochemistry.
(A) KL-6 is slightly and weakly positive in type II cells {arrow) {X 100).
(B) Bronchiolar epitheiial cells are only weakly and intermittently positive for KL-6 (arrow) {X 50).

Fig. 2 KL-6 Iocalization in UIP with immunohistochemistry.

b 1 e AT g R A e e

-~

(A) Around the fibroblastic focus, hyperplastic type II cells are strong positive at apical area and some in cytoplasm {arrows}. Type I

cells are also positive at apical area {arrow head) (X 30).

(B) Apical area of the regenerative bronchiolar epithelial Hining on honeycombing shows strong and successive staining, Exudates in the

airspace is also positive (X 100].
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Fig. 3  KL-6 localization in NSIP with immunohistochemistry.
{A} KL-6 is strong positive at apical area and diffusely in cytoplusm of hyperplastic type Il cells. Type I cells show also pusitive staining
(% 50).
(B) This particle is called as collagen globule, which is the lute lesion of absorbable bud type intraaivealar fibrosis, It is ohserved frequently
in COP and occasionally in NSTP. Positive for KL-6 is also recognized in epithelium surreunding this globule (X 200),
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Fig. 4  Production of KL-6 in UIP with in situ hybridization.
(A) Anti sense probe shows positive reaction in hyperplastic type Il cells and regenerative bronchiolar epithelial cells (arrows) (X 100) .
(B} Sense probe shows no reactron { X 100)

SOFELY, BAEMFELRE L 1R EEEC ST e T NP
KL-6 © mRNA ASERE & 11, 45 ORI AT B
ICKL-6 BRI %S LI & AT IS s,

3. RIEEH

108 b BB oD R /N (R P 02 KIL-6 OB 1% 75
e &7z (Fig. 5). T OB R 118 B8 A% KL-
6FEETLIERHLMIL .

FESEM L IE RS & AR, MM RE LB
LT d &b D E7 T S AR N ) - 58
AR RE R S SV AR

4. Western blotting

VL fin o T Y] Fig. 5 KL-6 production amd localization with itmunoelectron

1000kDa 5 121 S b KL-6 BEE D/ FiT, micrascopy.
HEFIZIEE LT, IPHITHES IR Ty KL-6(is posi;ive staining in rough endoplasmic reticulum of ype
e - IT cell {arrow). Positive staining also observed at apical 7
(Fig. 6A). NIH A X — 4= & M, UIP & (:(cg(x)())'w ositive staining observed at apical area
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#H ) (p<0.01), NSIP & BEH (p<0.05) 2BV T

IPI2EEICKL6EOOEEAEOHEMAELD LR,

UIPENSIPRIW B EEZEIROON L 21
(p=0.80).

5. I17% KL-6 ELASA

IP 5] C 12 &F)12 KL-6 O cut off 5 500U/ml % # 2 7:
EFEEFH LR, ZOHFFITITIT western blot &R
EEBNEmERLY:. BEFTOLERERDS
iz H o 72 (Fig. 6B).

B' 362 264 688 912 611 968 1850 867

Fig. 8 KL-6 production in controls and IP with Western blotting
analysis and ELISA of serum of these patients. (C: control,
U: UIP, N: NSIP)

{A) Western blotting analysis of tissue homogenized extract
shows strong band for KL-6 at high molecular weight {near
by 1000kD) in IP, but less in normal controls.

(B) Serum KL-6 Jevels are clearly increased above the cut off
value in IP (cut off value is 500U/ml}.
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