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A novel IxB kinase-3 inhibitor IMD-0354 ameliorates bleomycin-induced
pulmonary fibrosis in mice

Yasuhiko Nishioka, Mami Inayama, Hisanori Uehara, Keisuke [zumi
and Saburo Sone

Deparments of Internal Medicine and Molecwlar Therapeutics. and Molecular and Envivonmental Pathology, Institute of Health Riosciences, the University of Tokushima Graduare School

IkB kinase-B is a critical regulator in the activation of nuclear factor-kappa B, a transcription factor
related to the expression and regulation of proinflammatory cytokines. To evaluate if inhibition of IkB
kinase- f ameliorates pneumonitis and pulmonary fibrosis, we examined whether a novel 1kB kinase-f3
inhibitor, IMD-0354, attenuates bleomycin-induced pulmonary fibrosis in mice. Administration of IMD-
0354 significantly improved the loss of body weight and survival of mice treated with bleomycin, while
IMD-0354 alone did not cause any morphological change in the lung. When mice were evaluated 28
days after bleomycin administration, IMD-0354 dose-dependently reduced the collagen content and
fibrotic scores as shown by histological examination. The findings in the bronchoalveolar lavage
demonstrated that the proportions of neutrophils and lymphocytes were decreased in mice treated with
IMD-0354 on day 7 and 14, respectively. IMD-0354 treatment was confirmed to inhibit the activation
of nuclear factor-kappa B, but not activator protein-1, in the lungs treated with bleomycin. The
production of inflammatory cytokines, tumor necrosis factor-co — and interleukin-1PB, was reduced in the
lungs of mice treated with IMD-0354. These results suggest that IMD-0354 might be useful to
ameliorate the inflammation in the lungs induced by fibrotic injury and the subsequent fibrogenesis via

inhibiting the expression of profibrotic cytokines related to the activation of nuclear factor-kappa B.
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Table 1 Analysis of bronchoalveolar lavage

Cell differentiation (%)

Days after Total cells
Treatment (X106) Macrophages Lymphocytes Neutrophils
Day 0 0.69 + 0.14 948 £+ 2.2 32 £ 1.8 21 03
Day 7
BLM 2.20 =X 057 632114 6.38 + 482 30.18 £+ 8.53
BLM+IMD-0354 1.33 &£ @533 969 + 222 0.55 £ 0.34 255 £ 2Q7*
Day 14
BLM 6.36 + 291 67.2+ 10.20 247 + 7.68 8.05 £ 3.65
BLM+IMD-0354 6.58 = 242 78.3 = 498 498 £ 3.09*% 16.63 £+ 5.15
Day 28
BLM 2.19 £ 0.79 61.01 + 5.10 28.68 + 3.75 10.30 £ 4.69
BLM+IMD-0354 3.00 + 1.64 63.75 .k 6.53 24.30 X 359 9.95 + 3.66

Mice were treated with osmotic minipumps containing bleomycin (BLM: 125 mg/kg). IMD-0354 (20 mg/kg) was
intraperitoneally injected daily. On days 0,7, 14 and 28, bronchoalveolar lavage was performed as described in Methods.

Data are presented as mean £ SD in the group of 6 mice.

* P<0.001 v.s. percentage in BLM group
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Similar results were obtained in three separate experiments.
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+

IMD-0354

BLM

BLM
+

IMD-0354

Figure 1 Histological examination of the antifibratic effects of IMD-0354 on bleomycin-induced pulmonary fibrosis. Mice were treated with
osmotic minipumps containing saline or bleomycin (BLM) (125 mg/kg). IMD-0354 (20 mg/kg/day) was intraperitoneally injected. On
day 28, mice were sacrificed and histological examination was performed by H&E staining (A, C, E, G) and Masson's-trichrome staining

(B, D, F, H) (original magnification: x100). A, B: saline alone, C, D: saline+IMD-0354 (20 mg/kg/day), E, F: BLM alone, G,
H: BLM+IMD-0354 (20 mg/kg/day). Data are representative of three separate experiments. Bar = 200um.
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Figure 2 IMD-0354 inhibits the expression of TNF-o and IL-1B in BALF or lung homogenates of mice treated with bleomycin. The levels of

TNF-a and IL-1B in BALF and lung homogenates 7 days after treatment with bleomycin (BLM) were measured by ELISA as described in
Methods. Data are shown as the mean = SD of 8 mice. Data are representative of two separate experiments.
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Effects of an angiotensin receptor blocker for an animal model of bleomycin-
induced pulmonary fibrosis and changes of content and expression of
surfactant protein A (SP-A) in the injured lungs.

H. Takahashi, M. Shiratori, M. Otsuka, H. Chiba, S. Murakami

Third Department of Internal Medicine, Sappora Medical University School of Medicine.

We previously reported an expression of angiotensin IT type | [(ATI1) receptor and effects of
angiotensin receptor blocker (ARB) in lungs of a rat model of bleomycin (BLM)-induced pulmonary
fibrosis. We examined changes of amount and expression of surfactant protein A (SP-A)in injured lungs
and investigated the effects of ARB on those of SP-A. Amount of SP-A in lung tissue homogenate
significantly increased on and after day 3 in BLM group but not in ARB+BLM group. In a model of
BLM-induced lung injury, alveolar collapse and hyperplastic epithelial cells were observed
histologically on day 7 after BLM treatment. The hyperplastic cells expressed all surfactant proteins,
indicating they were alveolar type Il cells. ARB inhibited morphological changes including hyperplasia
of alveolar type II cells resulted from lung injury, suggesting ARB may provide a new preventive and

therapeutic approach for acute lung injury.
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FED A — MERE I, LT ETHE
FrRHE T HC AR AR L 2. KENIC
10% kL <1) » % 20 cmH.0 O FE TiEABEER, 28

7 7 4 @ L, hematoxylin-eosin 4:ft CRREERHY

AL & % L 72, SP ORIEHefiid ABCiEIZ X VAT
VW, DAB (Z & huJfi{b L7z, fitkid&THRY s o—
F+ LR TH 5. SP-A 253 2Hi{kiZ ELISA H®
yifk %, SP-B, SP-C, SP-D |Zxfd % Hifk!d Santa
Cruz f (Santa Cruz, CA) # % Hu 7z,

AR

it #HL A @ SP-A it 12 BML #EC day 3 LABE, £
3fEO E R EINE R L7245, BLM+ARB #Ti3
SP-A O RBAETIIBME S Lkh o7z

*
*
i
200 f‘ : )
M *
150 f™
g
= 100
&
i
0 1 3 7 14 21
Days after Bleomycin Instillation
BLM #¥ (open column) L 0F ARB+BLM fif (closed column)

O+ €Y A — b SP-A RO AL,
T p<0.05 vs day 0, * p<0.05.

filiBEsE O fig b @R M IZ B W Tl O B &
RIEMNE A FEHTH Y, FONEIZ SP-A FEtE
DI KB OMAL L & 2 AR S AT BARIZEL
b (K 2-A). FHE & RAEERAL ORI 21X SP-
A BT o Tl KR o> b F il e 7% Bl el bR B A 7
L T4y 3 2P R A%ESD H 7z (4 2-B). [F]
L7 L85 — b EORBMIER 236 & HEL T,
HIBLAN D SP-A DRt RMML Tz, 72,
M ERIZ b SP-A DR tEIED LT,

i, LA o AT B (X BLM+ARB B0
ik IZiEo 5 hd, MEOROHELEOLRL
Mot (M3). ZO#%12 BLM+ARB # O filiHl#k
IZBWT, SPAARPHIML 2o 7cfRE—H
T 5.
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3 ARB+BLM HMi#E (BLM #2457 HH) @ SP-A %0 i
ot .
SP-ALSNNDY—T7 725 VEAHETSH S SP-

B, SP-C, SP-D D@t Tix, SP-A [FkIZAENE

He bRz Miba gttt 2 5Eeb /2. SP-B, SP-C ldibik

BYIEH 72 SROT & Mol LT, Bt i oo 2y B4 hn %

a7z, SP-D IIEEIMO A% 64, 4 Offifa

DYaPEL R L T/ (X 4),

£ =

INE T, FEREMMSMEREEE OMEC T >~
VAT EWEER (ACE) K EIREICTEET S
&R, MMM EESMETLIZE T H MM
T Y — AT ACE % ANG-I1 2588 h1§ 5 =
Enl, BMEEMEROKEIZL =Y
FryyRAPAEELTWAEZEAHFEShTW
51, 41X BLM iliBEE € 7028\ T ARB #F
TGF-B O e 5 & OVHLER 7 1Y 7 Bili B HE AL A #0014

o P ieild

. A

VIEBLOFH L WILoI AR, B OB A M.

AHAZEWLMIZLZY. BEIOR RO #|E T
BLM [ E R #ARIZ BT 5 SP-A A I2HmL
Tl EWME L. SP-AMOBER%ZITH) BMT
H—T72% VEAROEBRELMRET L.

BLM %45 7 H & OBtk TIZhGR2 O R & & 2
ENLHFTRPEOLN, FORNEHB L UFALIZHA
ok LMl 2 327, RERETEINLDB
FEI b e DR 12 SP-A D3R Wit M ATEl & 1
7z 7, BEL TW B SIROME 2412 SP-A @
e MEARES b, MEH BLM EEMMARS B
% SP-A BHEINCMST2b0EFEZ L/, ARB
FHHTEATK LEF RO 6NT, T4, Bl
RO SP-A ROMNAAFICHH sShizZ b b,
OB LKA SP-A BMMOKHTH L Z D
EOIabneELS,

Z OB LR IZIZSP-ALSNDF—T 7 2 & v
FEHETH S SP-B, SP-C, SP-D Dtk {380
Gi/z. HFI2 SP-C (IFfifa 0 B bRz M Lz oo A58 3]
TAHSPTHY, Lo T, @KL LM
&7 7 7Mlahsk iz {, Mife IR LML T
bhHIEARSNI, M IEY % fiRo iy 1
RO & B LT, BIERlE T R IC B S
&H—772% 0 FEHEOEBRILREMICHEMN,
A bm L TBh, MBS EAR
AR 24172, SP-B, SP-C IZBiAMOEAHE T
&0, BifaFmaR )T A o o & % b
CHERGEA AT A%, MEOEALMIG, BLM
2502 & o THF 245 5 Ml A o B B Rl Jsd | x4
HRICTHLUREMESEZ LMD, ZHIZHLT,
SP-A, SP-D (XHAMOHAKTH Y, Wil &imifk
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B4 BLM ERNHLE (BLM £i 5 7 HH) o futigdefuiiil, A
DRt IQ A S,

HETEBIEZLL, F&ELTHE, 71 A,
HEZEIIHTAARGIBIIERELZNTAHT S
ZEFHMLNTWEY, SHERMEEICEITS SP-A,
SP-D DEMIEH] 6 2 Tid v ads, SMiifEEics
WTHMEH OB A3 L EEAEZ LD,
el v 72 BLM Z EORBEIZ LD, il T AL
/R o S A i) | R A | LR R84 A R
ER b s &GRS ED D, 20X Rl
R ilie I RMR I VRl o 5 — 5 > % Lo LR
1597 % G 7o MIB YL B E X FGF 7 Y O35 - &
FEE L, F 72, EGE @ X 9 7% autocrine M (Z{EM ¥
LR TE b AL, MifaEOEEIZKE
M54 2. BLMEIZBWTHED Sl 18 L
Al OB IR T L, BEE 22 2ol bk &
BET A0 EE 260, Bif#bo SP-A
N LB EOREF NI 20 EZ LN
%. ARB X BLM (I X 2 Fifi B +& & $8 5 L 7o 46 32, A
fo DRI o 2 H0Ml L 72, oo 2 & (il
ER RO 7 R b — 2 AR ERFEE % ARB A°
ATIL 2L THH L, MEEZEEL-LDEER
2% (W A

» SP-A,

B :SP-B, C;SP-C, D;SP-D. Inset (XF5H o HE0Y I 2 566

®w W
BLM i 8 (2 o 9 ik, I0 %801 pig e o0 ot 32 1l e

» WATR® AL, SP-A I3 M T %Y L Hz Al e

— 30—

ToR < SEH L, Mk SP-A FAMING EH EED
e M50 EZ SN, ARB IZHHED
ML o A & Bl R Rz BEE 2 gl L, e
gz A PR 6 ONZG# L L Tou ek
AR S 7,
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Cr I A

EERHRTIRBEO RGN %  TOMAERE CHEMHOMH, f§ - k7 v TolE
filll 7 &) & 5 VIS HERREE (BAOBET, Mt - AF - RTOWNBORELR L) #8BLT
WLAHEMED S H. M EMEEETE O LI 6 A (2 LT, PN o g &R o By 2 R
o BB PLIE Bl E & A 2. A% PDE (pigeon dropping extracts) TOuE L HUILiE % {EHL.
FB 1gG ST B & €A F L LRIk E LTRA, MEFREIZBW T T4y 77 — T
L 7-f81£ % antigen-capture ELISA {12 Tl L 7. AR % HIv TEEBE o) B B4 5 il 5 A ]
RETHol:. BUHOEEE CTHLREANTHHEBEHEAMR D )L LR TEL, BiEHIBIT
H M H D D v I RS A VT 2 A4 ICBEE P PR RO ZBE A L E A R WS
4 OBBETORE 21T) FETH S,

Measurement of pigeon-related antigens in patient's indoor and outdoor
environment,

Jin Kuramochi, Yasunari Miyazaki, Yoshio Ohtani, Naohiko Inase
Yasuyuki Yoshizawa

Department of Integrated Pulmomaelogy, Tokve Medical and Dental University

We hypothesized that indirect and unrecognized antigen exposure is likely to develop chronic bird
fancier's lung (cBFL) from our experience of seeing patients. Indirect and unrecognized exposures
include raising pigeons by neighbors, a flock of pigeons and wild birds in a park, a shrine and a railway
station. This indirect or unrecognized exposure is proved to be the case when we find a concentration
of avian-related antigens in home and outdoor environments. To pursue this possibility, we obtained
samples by collecting air in various environments with high volume air-sampler (HV-500F) and
performed antigen-capture ELISA using avidin-biotin system. As a preliminary data, we were able to
assess pigeon antigens in outdoors. This method may be useful to prove the existence of antigen in

indoor and outdoor environments of ¢cBFL and probable ¢BFL patients.



TR W P PENG 42 0 ] KA BY IS 02 L2 T T A BRIR RS

IEU &I

Gk S f 0 T BTG & f
H ;;Lga%fﬁ%% VISR 2L D RAET D

LTk E b
LD

”"’fﬂJ" WA S NS, 7z, 5P S 8 il
IHFZEVER B RN 92 & OB A EE S T

U,%mﬂﬁudﬁ%&ﬁﬁﬂﬂth.ﬁﬁ-
BGOBRERENFEETH L. SR EE A EE

fifide, $5IBERERT til[ufﬁll FrEAURA O |
AEROLENLI5% LA 7% Y BEO BT %

CEOMEBBREIZEL SNTOLEFTIIEED,
5 O R LHRALETH D FREH T OB
RAETINMEBRErHOPIITAI EAH L (iR
BIIDLRNEBENAH LY. — ), BRSNS
P il % Wrieie, BT IR EEL
CEIHEELPERETH O ¢, BEErh SRR
BEOMET) LT, HELRENTEIERD
ML TREEE MO HO LB TELEER
bﬂ% F7-, MABETHICBVWTEDOHEA L

L THUE O PR TR L i e B0 R 2 LA &
UD%?.iEIJ #4179 9 2T O RELh o BEEHU O
ERTHLTHILIILETHL., £2T, L PDE
U1K % Hi v 72 antigen-capture ELISA £ T O Bl p
£ P Bl 5

ETN
)t & n%

\

X IR

PR ~
ZFY I =l

A K 7 AT H 77— HV-500F B K OF
7oy R A T AT 1 L ¥ — Model
T60A20 110mm (S FFERRA S, dE, HAR)
rHOWTEREYOLTH 7)) » FxfTot. @
MR EART AIZTHEL BRENB L
2m BEALZ SN (EE I el 7 4 2) (D0 % 300 I 75
TAHMAREASB L UM/ fﬁw 27m %EHU’:L i
(B A B LB EE) 12 TR >
ot BRLAY > ThEk 7405 — 2 kMl
L, Ca, Mg A& »EHEE LK 15m I2EL 6
iF [ LAk Tk E S L&
Syringe Filter (w/0.45um Supor Membrane, PALL

TWwW5

!

= jm Acrodisc 25mm

Er I g

I E9e Tk e
* i E

— 36—

Gelman Laboratory, Ann Arbor, USA) |2 TAHLY

ZhrZ L&, ELISA 217 ET20C (XTH 7
WABAE LT E 7z, SBRERTER 2
DA EN Z4wbE L2 BREEAN O I 3 2 [ AR I
L, antigen-capture ELISA % 17 7=,

MMEDOER & E A F U IRHE

s # J 9 A A D New Zealand white rabbit (2
PDE M UFLIEL & 5548 @) incomplete Freund's adjuvant
% 3 [ f FSedE (¥)In] : PDE300mg, 2% 2 [0l H
/3@&3MH:HMW)Lt1mE%ﬁxﬁﬁ,

2 %12 PDE (234 2 HiRfli o> |53 % iR %, L
1L i# % PRI L-80TC THAF L 72. Melon Gel IgG
Purification  Kit (PIERCE Biotechnology,
Rockford, USA) # H\>T IgG 43l % i ${%, Biotin
Labeling  Kit-NH2 (DOJINDO MOLECULAR
TECHNOLOGIES, INC., Kumamoto, Japan) (I7T
EAF i,

ILL

Inc.,

antigen-capture ELISA
9% 5% 7 L k
Microtiter Plates, Thermo Labsystem, Waltham, USA)
Na:COy/NaHCO: 23 v 7 7 — (pH9.6) THAifR L 7=
%RWIM&OMMMIMMWMI—H%HJ?W
AL L7z, 7L — & 3 (1] 0.05%Tween20 ") > fii
# i i (PBST) IZ T ¥t # L 05% BSAin
PBSTween250 pljwell 12T 37C T 1 ﬁq—i”j 7oy
¥ %47o72, PBSTIZT7 L — b% 3 [mdkiffk, A
&,xvu}WM“Wikﬁﬂ;&ammﬂ\ 7z PDE i# itk
(107 ~ 10 mg/ml) &P L 724 > 7 & & 100
ulfwell Adr, 1 HEHW 37°C CHE LA, 7L—Lb %
PBST T 5 [{%i%{%, 0.5%BSA in PBST T L 72
Vot F AEEPUEE AL | W) 37C Tl L 7=,
7 L — b ZPBST C5n] ik ift &, A % L 7~
VECTASTAIN ELITE ABC ¥ M (Vector Lab.
Burlingame, USA) % 71 bk 22— )L IZHEVy 100 pl &
o b IZ ANERIZT30 5% L7, PBST TS
[1] % {5 % o-phenylenediamine dihydrochloride (= T %&
i 24, 490nm (2T O.D. flix#llsE L 7-.

[Immulon 2HB Flat Bottom

%

w4
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FREA L 72 PDEEI (107 ~ 10 mg/ml) 9 5 £
LN EEMAIIE L Th -7, ikl 5 0.
D. 0.1 ~ 0.8 DH Tt & O. D. %7 linear 7% PR
WZobizh, COMTHNET LI ENEYETHS
ez B,

SRIE A ML B P O EEe g 27 h 5 2

kL, 4-parametric logistic model |Z Tl % 2 72,

FRERETR 0.D. HELRE
sl (h) (at 490nm)  (ng/m’)

AMBME®OSH (30058  0.07 0.804 239

NHPEOS (1) 0.15 0.390 22
BEXM 9 0.000 0
2 ERE ()

SN 3 R B D 3 A

ZOEPAEL LIZET L TLH 6L 0D.
26, FRINL 7o 2250 72 ) O sl ot 4 3
LA, #REM2-313RY. 9, Btkax b
O—)&LTI1¥H, 300 %FHH L TWAHENT
H5E % WRERAT - 7245, KEO BMEHE AT
Eh. (FH2)

32, BE1PAXRT A FICTHFTFLTWAR
BElCBU 2 2m N2 BNTORERRL R, |
HIRMUEEE A 3 2 L CHE SRR L 5 S
ZEdbhol, BARIL 2ImBERIHETD
F M M3 2 LT E e T
Hoto.

£ =

W E OB b O BRSO F 56 T,
LA POBMEEONEZfT> TWAHHF
OHIEREIRE L, R ra—FLHEEHAWT
WAHIE L DRI, Curtis 5D 5EY Tl
ITHT) TR (T~8m') 4% <, direct
competitive ELISA £ D 7= OREAA T 5 ThHh D Z
ENREZLN, EEOBRKA~DLHIIHEEETH -
7. LHL, GEbhbidHwiFiETIEANA
g ) B g b T i B2 T = e T 8
sandwich ELISA, Avidin-Biotin system # H{\ 2% 2 &
W&, PRromEp L ) dRErEt->Th
D, BESNOICH iEEEZ BN, EoRE
DITH 7)) 2 FEVPED % E45EBRH*E
TAHH, EAED DL IIHBERFOFEMICAN L

M Pt

s T2 TX7U¥7 op.

HERRE
at 490 nm (ng/m?)

(m?3)

ASUAIZNMMT FEsE2m

3 144 0.000 0

6 288 0.070 0.16

18 864 0.178 0.35
BAURFAREEE N\MPEEEHLIL2IMO/PMETEE
ARREAS27mO B E X BT 23 1087 0.060 0.02
NN TACSTNY- 78 1 48 0.094 1.53
(€013 1ol bty - - 0.598 240ng/ml)

B3 EEss Q)
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SRR R AR (2 T UIP BIEURZ (“others™) 2 2 L7z 40 Bl & #0aF L 7=, BBEH S 6, BB H
wSHl, IHAAWHS 306 TH -7, HEAHODIZIZEE L oEL LIS ERS, BOH
REEPEIERIASE TN T W7z, “others™IEF O IE kU OB E MM 223G TN T W S AT EEMAS
Hh), HELHRHAVEECTHD LEBbhi:.

Clinical study with interstitial pneumonia of UIP-like pattern ("others")

Tetsuji Kawamura', Yoshirou Mochizuki', Yasuharu Nakahara', Shin Sasaki'
Chihiro Nishio', Hiroaki Tsukamoto', Yasuyuki Mizumori', Mayumi Tetsuichirou'
Youichirou Kobashi®

1 Department of internal medicine, NHO Himeji Medical Center
2 Department of Pathology, Tenri Hospital

We examined fourty cases of biopsy-proven UIP-like interstitial pneumonia (“others”). These 40

cases consist of 5 collagen vascular disease, 5 chronic bird fanciers' lung, and 30 unknown cause cases
(including circumstance-related cases and autoantibody-positive cases). Some cases of interstitial

pneumonia which shows pathologically “others” may be secondary interstitial pneumonia, and so

further examination is necessary.
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ATS/ERS statement LA#%, clinical IPF » biopsy-proven
IPFOXBIFEEL 2->TED, UIP /3% — > O
SICEALTORERHL EH4E ., fE3kL 5 UIP
MRy —EENT L*?“'v'ﬁ—'fé’ll’t?, g R 7% spare S AL
D NRERL RO EASH o L &, A A
LAHLONWL L OTHEETLIILEFHLNRT
5. 20E) L UIPIZEUDT 202080 H0EH
R
iy

p’
Ll

o
o

HF
E v L, clinical IPF & %24 AmHEw R L Tw A
ka7 DTS A,

_\7

I

D%

‘1-

HRAE
MEERIE#E L > % — 2B\ T 1999 420 5 2005 F
10 HFTiZfrbiLi ?HIHHIT A KRE) 133 i,

IIPs (X 87 T, #@ 9 5 “others” 1L 40 HI T - 7=,

DA LT, BREMEE A T, B
HICBLTE 7 Iy —REOBSICEBELY
FhFe s & U L 7.

MFHER

40 fFl o 4 ’W# EYIEEE, 63 4 (39 ~ 75 ),
Bk os B, wHEISH, WK E LTI, BEW
550, (e S F, EIRAEIAY 30 5 CTd - 72
A%, BAARW oI ERRE & o BB AEED LS IE
=2, B CHUAR T 1IPs (213 A AU 2SRRI O
;;’;&Jl‘}ls?%:iu 7 SHRVIEBIASE F N Tz (R
# 2 (2B L T BALF HT L% 59 74°, BALF
AN L ) 2 NERIEE AR Sz, Wi
AR, BEEEA A LAT57.5%, FIEAES L
0% Th-7: (F3). PRIZELTIE, 206 THE
RS L LA Efd 2zt EE s &
Fo G HEAE R 20 B HGERR L1572 19 IZBE L T
e e fl, A4, Efbof BECepIEL) T

- (34).
HEP & £ T A
EF 1, 66 F ik, BUERELL, Ny ML,

1  NHO lEEERE - 7 —HE
2 KL A -SHEEAT Es B

Zelal AL, UIP e 2, LU F “others”,

=1 [

WA I A 1 5
RA 3
RA+MPA 2

5% 55 fl 9 5
It A A~ Ui 30
BT IRES ©) 7

H ETIRE 2

[EYRE T A 5

% SjS EEV 1 A, ds-DNA B 1 81, Jo-1 BTE 1 51, ANA 10240

it 2
#F 2  MfitiEfrs & OF BALF T il
T3 KL-6 (U/ml) 1731 (353 ~ 7070)
I PaO: (Torr) 823 (649 ~ 101.5)
R VC 81.7 (314~ 111)
F341%DLeo 63.2 (29.6 ~ 105.6)
BALF ‘e ¥ (x10%ml) 3.9 (2 ~9)
BALF - Eos (%) 29 (0~ 15)
BALF *F# Lym (%) 235 (2~ 64)
BALF “#-¥J Neu (%) 85 (0~ 55)
£33 Mi{EATLL
W w1l 2 W e L &
F- A {5 5 7 12(30%)
Ul R 4 8 12(30%)
¥ 5 8 8 16(40%)
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z4 T fiz
Pl cE A% Bl bBED
FaEREE 20 0 18 2 (0)
i 9% 6 4 9 (6)
% 1 i E AN

HIZ 9 A L 0 B, HIZ 4 Hicin s %
%, BEOLEMER S HAN, o2 ?3 mbt*

R 4 7%, DOE S eHEIR 320§, S
LT, SEadg AR S D, WS fine
crackles I, #iAraT i Tld, WBC 8900 (Eos 1%),
CRP 2.29, KL-6 1990, RA (-), ANA 640 fi% (nucleo. ),
dsDNA $ifK (+), Pa0»96.3, % VC 99.6, % DLco
64.3, BALF #2802 %2 2.0 105/ml, fH2 551 Eos 1%,
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{ > 304 1 & REF»S 2 PFAFES Y . LA, BEAEE OIS X OSLST ‘ili % T
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