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e RV MRt (IIP : idiopathic interstitial pneumonia) (2 &3 5 EDOMIERICIX LIP D&M
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HARRIFAN IS & HAWRIBESOFREMRS, 5T 701 figkic, TP &R0 o, St
WEEE A X 7o UTERIEL, FETCH, FBHTHNCSER L T 2 AMEEFIARE, iihEHEIC>WITT v
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5% 620 (8.3%) THHBICAMIEIEL, 26 1] (41.9%) HSFT- L7z, TR X 128 fisk (58.1%) THE
HE, WERIZA T a4 N 975 (75.7%), =27 254 K 38 jEsk (29.7%), sivelestat sodium 29 ik
(22.7%), % Dfth 22 fiz& (17.2%) TH -7z, TP G L - MiEEHS 204 figsk (92.7%) THEHEX N,
PR I3 AR TEIEINE 178 MRk (87.3%), i PaO2 FHEN 148 KRk (72.5%), fiirH— [EIHASI EFHET 74 fizk
(36.3%) Thotz., FHEEOFREIC L 2Rk T, P OHEIMEER ORISR, SECENZ
NZh 1.8%, 48.4% ; 9.6 %, 32.2% TH o7z, SETHRORIER L V2 DEEORNVZH TH 5.

Acute exacerbation of idiopathic interstitial pneumonia following lung
resection : the prophylactic therapy in Japan

Miyamoto A, Uruga H, Takaya H, Enomoto T, Morokawa N, Kishi K, and Yoshimura K

Department of Respiratory Medicine, Respiratory Center, Toranomon Hospital

Acute exacerbation (AE) of idiopathic interstitial pneumonia (I1P) is a nearly fatal condition which
manifests progressive dyspnea and causes deteriorated lung function within a few weeks. The risk of AE
is especially high following lung resection. We investigated the prophylactic therapy against AE
following lung surgery in Japan. We sent the mail of questionnaire to the total of 701 institutions
concerning the prophylactic therapy immediately before and after the lung surgery, and the specific
remarks about anesthesia. Some prophylactic medication was applied in 128 departments (prophylactic
group : P group). In contrast, no prophylactic therapy was utilized in the remaining 92 departments
(non-prophylactic group: N group). Within the P group, corticosteroid (75.5%), macrolide (75.7%), or
sivelestat sodium (22.7%) were administered mainly as the prophylactic therapy. Seven hundred and
forty-four operations were performed against the lung caner associated with 1IP in a year. In the P
group, the prevalence of AE following surgery was 7.8%, and the moftality rate was 48.4%, respectively.
In the N group, the prevalence was 9.6%, and the mortality rate was 32.2%, respectively. In 204
departments (92.7%), certain specific setting for ventilator or surgery was applied. For example, the
operation and/or anesthetic time was kept as short as possible. In addition, the tidal volume and/or
FiO2 were set at the lowest level which could maintain PaO2 around 100 torr during anesthesia. Thus,
it is necessary to discuss about the feasibility of such prophylactic therapy, and its standard guideline
should be established.
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B ER AR, 75 ) Aa<A ¥ TRITET 2-7
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A Questionnaire Survey of Acute Exacerbation of Idiopathic
Pulmonary Fibrosis in Japan

Hiroyuki Taniguchi', Masahito Ebina?, Yoshio Taguchi®, Moritaka Suga®,
Yoshikazu Inoue®, and Toshihiro Nukiwa?

' Department of Respiratory Medicine and Allergy, Tosei General Hospital
2Respiratory Medicine and Translational Research Clinic, Tohoku University Hospital
3Department of Respiratory Medicine, Tenri Hospital
4 Department Respiratory Medicine, Saiseikai Kumamoto Hospital
SNational Hospital Organization : Kinki- Chyuo Chest Medical Center

To investigate the validity of newly proposed diagnostic criteria, therapies, and prognosis for acute
exacerbation of IPF, 80 patients with acute exacerbation in centers having expertise in IPF clinics were
studied by using a questionnaire survey. Sixty four patients (80%) experienced acute exacerbation after
37442 years from a initial diagnosis of IPF, whereas sixteen patients (20%) presented with acute
exacerbation as a first manifestation. The proposed criteria of IPF-AE is as follows ; during chronic
course of IPF, (a) acute worsening of dyspnea within a month, (b) bibasilar honeycombing with newly
developing ground glass attenuation and/or consolidation on HRCT scans, (c) deterioration of PaO,
more than 10 mmHg under same condition, (d) exclusion of other known causes of exacerbation, such as
pulmonary infection, pneumothorax, malignancy, pulmonary thromboembolism, and heart failure. The
rates of fulfilling the criteria of (a), (b), (c), and (d) were 95.0%, 83.3%, 57.7%, and 72.3%, respectively.
Seventy six cases (97.4%) were treated with steroid pulse therapy, and forty five cases (57.7%) were treated
with cyclosporin. Anticoagulant therapy, PMX treatment and sivelestat therapy were performed on 14
cases (21.9%), 6 cases (7.7%), and 34 cases (42.5%), respectively. Prognosis of acute exacerbation was
extremely poor with median survival time of 1.31 (0.39-2.24) months. Patients with P/F of more than
200 had better survival than those with P/F less than 200. There is a need for a better understanding
of this grave condition.
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n Fetia: rti) Fotic p value”
KL-6(U/ml) 54 1523+£1102 202311169 0.0001
SP-A(ng/ml) 17 109.5+54.4 148.0+57.0 0.0113
SP-D(ng/ml) 44 311.9+175.1  500%=361 0.0005
CRP(mg/dl) 50 0.94+1.08 13.6+39.1 <0.0001
LDH/ :FRM#E(%) 48 120.1+39.8 178.4+63.4 <0.0001

*Wilcoxon f €

%] 80/80 %51 (100%), [HHS /e BB 2R T &
% |80/80 51 (100%), [BHS »ixfhgEtezRANCTE % ]
72/79 61 (91.1%), [BHS 2 UOTRe2RATE %169/
795 (87.3%) EWORRTH T,

SUMEETE D BB WTRFIC BRI & MR & U TIZIER
LV N U8 75/76 5 (98.7%), IR A RREEHS 73/75
B (97.3%) L ESEEWHITENTE D, R\T HRCT
S 61/71 B (85.9%), HEEHHM CT 43 58/70 Y (82.9%)
THotz, #DO—FTBAL i 19/80 Bl (23.8%), Fiikk
HERREIZ 10/80 1 (12.5%) 10 & ¥ & - Tz, FEfTHE
FESEFOBEEEIC L5 255D b L3, MM

TOESOZWHEINB I LBKREDLS T,

A, AFFTEBER SN T BHEMMR~—h —
TH5 KL-6, SP-D, SP-AIZDWT, AMMERHC
S X T L TIEFIE Z 2 78/80 Bl (97.5%), 62/
80 (77.5%), 23/80 | (288%) TH-o7z. ZHHDD
B AMREELENC Tl S LT T, SEEER L DL
HID T — % OHEEHAIRETH - IHERIZ 2 hZh 54/
805 (67.5%), 44/80% (550%), 17/80 % (21.3%) T
Holz, BRERTEOCwTho—r—L Ak
BRI XA EDET N TEE R LR SR
ahtz, iz, TS IEERRETH -7z CRP & LDH
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(LDH I fE/LDH Hiz%Py_EBRiE) 12> b 50/80
B (62.5%) & 48/80 % (60.0%) DSEATRIEETH D, &
PEHETERTIC LR U CRAMEERN TR EELR LA
Doz, LIA2OIEEE L THWSR 3 BNP XA
PERETERS I 35/80 ] (43.8%) M THD, Ty
1% 1784276 pg/ml T &H -7z, BNP %3 100 pg/mi u:
DEEE 2T 280X 12/80 6] (15.0%) Hb shiz.
A 2 —IZ TS T 72 29/80 1 (36.3%) @?Fﬁiﬁ
T 6.6+7.7 pg/ml ERIE D EERTL T,
C AMERICHT 34K

AF 1A K20V RIGFEDS 76/78 B (97.4%), 791 A
PSR 7 a4 FisgEd 66/79 ] (83.5%), YA 7o
ARY > AD45/18 6] (577%), ¥ Z7uFRA 77 IR
2IVAH /TP (139%), ¥ 7 kX7 7 3 KRR
MW2/19H 2.5%), KEH >~ a7y &k 5/77
Bl (6.5%), ¥ XV A F v b F b UL 34/80 4]
(42.5%), PUl/IMR/DrgeEEREss 14/64 61 (21.9%), =
VEFYYBATAREDLY R b Fy VIREEE
23 6/T8 B (1.7%) WZiThih Tz,

SRR 2 AR I IR BRI T i
K. (NPPV) 2324k 28/80 i (35%), & A LIk
EEH 13/78 B (16.7%) WCHEATINTHBD, ThoHD
W O N TIEIREE % i T S WIERIZ &0
33/80 5 (41.3%) TH -7z, NPPV {#HHIZ¥Y 134+
129 AR, #HEATERER IV 98178 B TH
D, TN OERAEE % B U 7EFNIC DV T total
DN TR X7 152+ 134 BETH - 72,

D FEEFERTF

SEIOFITIC T, SMEEZK LD 3 B2 ToE
JFITATF 33/80 B3] .(41.3%), FETC 47/804 (58.8%) T
B otz BIROERTIX, IPF OAMHEEIC TIHT 42/
80 B (52.5%), IPF DRMETE R DD & 5723, hOE
75 % AT TR 8/80 1] (10.0%), IPF (DAY
BrDY & o723, WAL T 7/80 4] (8.8%),
i DEHHC X 3BT 1/80 B (1.3%), % DD &
W & BFETE 5/801 (6.3%) TH-7-. Kaplan-Meier
T & 2 AMEERER D S 04 FiE K2 T
21K D MST (median survival time) & 1.31 (0.39-
224) » HTH-12. T IPF REEZRN L I T»
TABREEL &1 LIHER L, Wb W 2821 IPF 0
BUEREERERIC DWW T Logrank BB TRAT L 72 &
25, SEMFCEERD P07 (M3)., £/, &
BIORET TIERA T a4 FRfEMHIERSROBEIC

L B TFHADHEIRD Shishro T, RMHEEDS
IKF D P/F Ebas 200 DAL /KT D 2 B Tl Lo-
grank BUE 12 & 2 fBHTIZ T 200 i D BEfEIFIR A5
FERCTELRRTH- 2 (K 4).
ANTLFERAEEE 2 U 72 ER ORIFIC D W CREHT

l .
.81 . N
Median survival time (4 B):1.31(0.39-2.24)
£ 61
B
s
|
.47
.27
0 -I 1 1 T 1 1 1 1
0 5 10 15 20 25 30 35 (7 A)
2 2EFOIMEEEED S DEFHE h=72)
‘I 4
8 1 Median survival time (7 B )
’ H ER T IPFSETHY H1(n=58):1.18(0.64-1.73)
RIR WIEEHIPF2EB] (n=14):2.14(-1.36-5.64)
—_ Logranki& iE : p=0.8445
R 61
&
I
#

0 5 10 15 20 25 30 35 (*A)
K3 ZMsEgs o 0fFMER T IPF2EF & ¥128 IPF

il
1 E
8 Median survival time (7 B}
’ FE4R Pa02/FI02 2005 i#(n=40):0.95(0.45-1.46)
i AR Pa02/FI02 2004k (n=30):4.80(2.38-7.21)
4 Logranki®i 5E : p=0.0174

(%)

0 5 10 15 20 25 30 35 (+A)

4 SUEEELLS OAFHR  BMEEERO PaO,/FiO, 200 5k
/AL



3% &, NPPV{ER 286 21 6 (75.0%) 33T, 7
Bl (25.0%) BAMEEL2OY Y BEHLEL. —7,
B A LR % B U AER 13 Bk 1261 (92.3%)
AN EICCIETEL, &Y O 16 (7.7%) 3RS
N,

z =

FERET MR CANME L2 INGE
BIDOEERE» S, BHEEREROZ L ZFHEL
To. EWEEREROKEENCEF LIS, £
YIEE DG TIE 83.1% DBEFRTH D, BERNTIE
RE DO BEERERIFLRFLTHALI EEZ L
iz, SEERNOFMLRN TIE, FARBES O
# [[FAl—%&MT T PaO, 10torr A EDET 2B 5 | 3
5717% L REThH - 7o—H, BRAZIOEE il = br
HTE 2| [EHEREEZRIATE 2 113 100% iz S
TBYREERMICENED SNiz, PaO, DIETICD
WTiE, EDEDOHHES TR 2 MBS0z OGRS
BwEBbh, 51, VABEEZLHICOVLTO
BETWHETH S S . [HRCT R TR R0 H
Z |THRCT R CH I E LT O 4 7 A - R
DB B | BT TEFIZZ L E N 85.9%, 83.3% & HiE
HEETH D, ZIREDBENICIB VT HRCT »33% K&
LT B EENFER SN, [ & BEEEUSA O

2T OEEE S e RPEEZRATE 5] [HS
LEHERERATE 2] [HS»ROLALZRAT
X2 |DFEREEIX 744%, 91.1%, 8713% Tholz. Th
FROBAZHIINL TEZE TORERE®ER
T 55, T7ib b BAL 7 A )V ABRGOF, ik
W, LA T —TVRER EOREEORVWRE S
TIT> O, IPF SMEEAIC BT 2 HEBKTO
BELENAZHORE S BSEE L IEREbh:,
1 F— IR L TR WD, ZhSRYYE, MiZEk,
LAEOBRAZE OEE OREE I D W TIE &R
SRS R =AY

ZMEERNIC IPF OB 3T 67, £ E
TOEKRERN - & b L w2k IPF 2t
HLZMUESERN 2 LIEUIERERT 22 & 05h 5.
SEOHFETIE, D LD BF2H IPF 2 EEG
D 20% 2 EDTWIzZ LS hoTz. Pk
IPF 2 M HEEFIOEEEIC DOV TIE T IPF D2
Winsiz> & D LTWT, AMEELEI LIERICE

EERAERTRHEE OSBRI T 5 2 X7 V7 — M EEOFTRREE

LTAEDENSDTH -T2,

BREREG E 2 ) —RERTHREERR ~—» —
ELUCEHliE B & Sl o7 KL-6, SP-D, SP-A
TH D09, IPF OAUHEEICBIT 521 oDEE
SWTIRELHIRIT STy, SEIOKRE T
i, KL-6 3AMEERIIZIZTLE] (97.5%) (ZFHils
nTEY, MEMMAOHEZRIIBWTIL{ELL
TWBZERIPMBZT, £z, BHEERNICHLA
PHEERNC I3, howThov—2—bEEBELX LR
ELTWehs, ZOREFRERIERIC DOV TORE
BREBOFEEEZz 5N 5,

AMMEOERBIIBIAYRVASZY b F MY Y
I, PUMVIMR/BUEERRYS, — > N b & & VIBEIRER
Y OFHIEEEIG T OV T, B E R THRE DB
Haiz i1, SENGEFIBDIA1434 72 DFHlA
BEThote, TiK, ZORBICEL TOEFIERHITE
BT, $LEREECEEEDIES DENKE
%3728, FEBESIBIC O W TR THNIES
HEE% T D BRI & D FER LT Al E £
nhs,

W, 1RSI BAI TV 5 NPPVY 345
B OB TIHFIISFO 1 DERICFERS LTV,
NPPV #ERERI ORI 25% Tholz, —7, £F
BRIt 2 A TR E OB LW DT,
FOREMRINEIZ 1.7% ThHolz, 58, ZOLI %R
F—% % b L IZFHRE A LR B OIS I EEICR
HIRETHAD.

2 DREORACLEDLS T, RMEEROFRIX
MST 13 % B LB TFEARTH o7z, Wh®51]
ZHF IPF O 2MEEERESDS, T IPF HEEZHH» 2 &
NTHTEAMEES X LER : FTRIIEEZRD
ot hs, AMETEZWIRFO P/F Hos 200 LLE/R
WHOLERRETT, 200 REOEEFRALEFIIEEIC
FHRARTH o2 0o, BHEHEEROSERRT
SOBEEENTFRICHELEZ DI EERLTVS,
Sk, BT X 2 AT B E ORFIC R
HIC2H LIEEN AT 2ERIC DV TR T 5 4%
BHs5,

AMTREMEELWERARC L EEZ->TWS
IPF D&MEETH 255, SEOREEb LI, 35
WIZEANC b RRME NS & D R BER DTS
HiFans, &7, AMEERON AHEEEDRE
DEEMRR Y —H — Y, BHLTFERIEEORETR
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BIE MR ICB T 550 SP-D HOPLHE

miE AR TE OB M i KR i
T M NL %EE Bs E#

fivr—7 729 > Vi3RI TERS N, FRATHLIEE L 4 DOFBENELE X VK
ENB MY —7 7275 Mg, BEEFEOREBICELBES T2 2 L5, MEOFETHS icik >
TWa flir—772% >  EHE (SP)-D I, SP-A LA av 7 F VBT A2EAETHD, il
)%%ﬁ@%%mﬁnzﬁﬁmﬁ“% ZHoTWw3, 72 SP-D B D EEMMADREICES L Tw»ws &
DIENH 5.

—J%, SP-A, SP-D I3, KL-6 & & b ifEMMADOME~—b— & L T—HRBKDOEG TIEHE
Twa, BERE, 2hs 300 —h—0OBIEN»—H L EOLTREHRKRZERTEIL8H5, 320
~—H—EEEZ, EAMRE, BEE, OTFE, 2V T 7 VAR STED, ZOMEERPTRTE
BRAERTZILIE, MEMMAOKERIHCLEETHS, KEHROHE TH 3 Amyopathic
dermatomyositis (ADM) 2 BRI EHE L TEFIZBWT, SP-A, KL-6 i3 EHL T3,
SP-D IHEfE & W\ 5 BRSO X 3 Z L b h oz, ki3, & SP-D B EF L ZWEHREE LT,
g&;g@g%iﬁw®ﬁﬁbiﬁui%oz¥%Lm:57:&) EWIREIE 1 TTRETL, BEMEPICES
L o L7Z,

ADM & Z DN ORBERSHEEMMNE, BREMEEREC BT BB OBER 2 RE
L7z, ADM &6H8ITIE 12 B 6 B (50%) T, sRESHHBEITS 10404 56 (50%) TR, —
T, PHARHERE CTid 46 Blh 4 61 (9%) BB E W IFRTH > Tz,

EHIHBYHO LY b — 7O TR, BESHEIR SP-DOffia L F v & UTORBREEFHIRT
2 DICEELARE Th 2 AR S T2 2 &by 12, BOHES SP-D EHEEL, 20
BEERIEET 2 HREMELNH D, MEMMADFRE~DOESIRE I N,

Autoantibodies to surfactant protein D in interstitial pneumonia

Hiroki Takahashi, Hirofumi Chiba, Mitsuo Otsuka, Nobuyoshi Hayashi,
Kazumi Kudoh, Seiji Murakami, and Masanori Shiratori

Third Department of Internal Medicine, Sapporo Medical University School of Medicine

Pulmonary surfactant is synthesized by alveolar type II cells and composed of mainly lipids and four
specific proteins. It is becoming clear that pulmonary surfactant is related to the pathogenesis of
interstitial pneumonia. Surfactant protein (SP)-D is a member of a family of collagenous carbohydrate
binding proteins (C-type lectins), termed the collectins. SP-D plays an important role innate immunity
against various pulmonary pathogens, and also related to the pathogenesis of interstitial pneumonia by
itself.

Serum levels of SP-A, SP-D and KL-6 are utilized as biomarker of interstitial lung disease at
clinical field. The dissociation of these biomarkers is often experienced.

We found that serum levels of surfactant protein (SP)-A and KL-6 were high but SP-D was
markedly low in patients with amyopathic dermatomyositis (ADM). For the explanation of this curious
dissociation, we hypothesized that the existence of autoantibodies to SP-D disturbed the measurement of
SP-D by sandwich ELISA system. We demonstrated that autoantibodies to SP-D existed in sera by
ligand blot analysis and ELISA. The presence of anti SP-D antibodies in serum samples from patients
with collagen diseases, idiopathic pulmonary fibrosis and normal controls were assessed by ELISA. In
total, patients with ADM and SSc, anti SP-D autoantibody levels were significantly higher than those in
normal controls.

Furthermore, in the examination about the epitope of the autoantibody, it was demonstrated that the
autoantibodies bound to carbohydrate recognition domain (CRD) that is important to possess collectin
property. It is possible that autoantibodies to SP-D are related to progression of interstitial pneumonia
through the obstruction of the function of SP-D.
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[FLoIZ

B R H R 1 B AR O IR B 3 FEALIR TE R AE & Rl
Wi EE2ABREOVOEDTH S, DEBIIBN
THEMMRITRERET 2EERGHETD
3V, BICEHEREZFED v ADM &6 2 a1
ffik i3 BT ET L, IBRENRETBRD TFETR L
ENT B2,

SP-D i, Ffifgll® Fziifa CEicEE S, R
FTC DA, SERICOFE I EE 2 BB 27D
CHRIlvyFy (QVvoFy) KBT2EQRETH S,
K< AFAWRETIX, bleomycin #5102 & 5 fifi
BE» SEMERRE T 2 AMICHEEET % 2 LW
ENTHY, BEEMAEOFERICEBWT b EEEE
EHoTwa eEZ 605, —F, SP-DiX, ME%
fEBOME~—H—& L Thlod SP-A, KL-6[E
BRICIA IR TR SR T 549,

KL-6, SP-A ¥ X OF SP-D DO IFEHE IR EEEE
ZFOFHRERMT S, LELINS 3OO~ —H—[H
DOEEMMR BT 2 HEBIR L THVWb T Tl
<, LELIE~—» —EOTRBECEBT 5, DIk
HREMREST 52 L1k, ZORBL T\ 2i5HE % HfR
T2 ETCHEETH S, ADMIESNIZB T H SP-A,
KL-6 2AE{ETH D SP-D IZIFHAE & 7 5 TR GHs
BHoNBEIENHB, ZOTMEEIE ADM BE ICH
SP-D BSOS ELE 2 1, [EEHCHEHIMmE SP-D
HIECHWO NS HEER (ELISA) TS T2729T
b5 Eehbrot, SEOKRETIX, ADMUND
BERESHEEME A B L OSEEC O VT b
SP-D HEHEDBEEERRRET L., Ssitian
HECHMEO LY V72 RET 57291 SP-D D
carbohydrate recognition domain DA% FHEIFX /2
deletion mutant Z AW THEH A L DESEE »
ELISA 312 THEt L 72,

MRFAE

B LN MEREE, ADM &g LD
FiD 9 Bl IE, BEREFIORENRE 2V, KB
R EHE 258 (12 51> ADM FERI%& 1), BT

AREBRFE =
* U AR B B S 2 AR Wik E

v~ F B 8 B, BERESHH 106, >z —T 1
FERRES G 5 B, ReFEMEMiRRHERE 46 B, EEE 100
FloIyE % Hvs7z, ADM IZ, FEuwer’s criteria I2&D
WK L7z,

Ligand blot#; 1 =4 7 u /5.0 avEF >
; SP-D ZEXIKEER, = boero—ABECEE
L, 3 AFALINVI/) UEBEEKR T oy x>
(B, 9043). = robio—REE 25 EFEROME
ERIG (Fif, 12043). 3% AF LI N7/ B
BT buotro— A2 S 5000 Z5EHR HRP-
it b 1gGHE L RIG (Fil, 9043). 3% AF L3IV
7)) VEBEER T oL o— A EE . ECL
plus western blotting detection system (Amersham
Biosciences) & FWLTHEL 2,

ELISA ¥ ; ELISA 7V — b I 7 2 LIZD & 500 F
ST ADY avEF N SP-D Y VEREEKT
FHRUEML, 3% AF43I0V2/) U BEEHKTT
Oy ¥ (904). ME*ELZOBRECHRL Y =
Michnz s (37C, 12043). 3% AF¥ L3I/ VB
BEW T = V& B, 5,000 fE5 K HRP-Hit k IgG
Fidkb L <13 1,500 fEAR HRP-Hi & b IgM Fifk &
Kt 3TC, 9043). 3% A ¥ A3 V2 /) VEEEEW T
7 VR, OPDIZ X D FML Tz,

HEHEENT ; B BEE QPRI D W» T OB
fEHTIZ1Z Dunnet’s test % a7z,

H5URR

Ligand blot # (Figure 1) 2 & 5 Tix, ADM
BPHERNIC BT SP-D O3 FEIHYE T 2 43kDa
iz N B 250D, $ET 2 EOHURDEELHE
S, —F, BEEOMETICIX SP-D IXHEET 3
HOVia 28D oz, ELISA 7v— b iz EfE b
STz SP-D XXt 2 EEBRTH ADM G HHER
KBWTRRIKMEOBEIZIKEL 2P SP-D HE
bk (IgG, 1gM) (Figure 2) DFESHTH sz,

BEREHEIEEINE B & SR EMREEICS
i 551 SP-D BCHMOBERICOWTIE, 2y b4
7l 2 EEHIILRE 100 5 817 3 HFidM o FEE+
2SD L EOTHET LTz, KEmAEHE 25 Bk, 1241
@ ADM fEB & 13 5|0 Classic DM 25313 THETL,
B2 DBEMERIZ 50%, 15% T ADMERI TEWERT
B ol EEEESHE 10 BT, B 50% & ADM fE
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Figure 1 37 SP-D HEHi&D#RH (ligand blot #)

FlERRICEETH -7, B v~ F &6 8 flk &
Uy = —7 v AEREEGHE 5 5 TIBHERIEEFE
9 (0%), FrFEMRiiRieaE 46 BT, 46123B M4
(9%) TH -7 (Figure 3,4), EEE 100§ & Hiifiic
DWTELHELBBREETT->72 £ 2% ADM &6

A) IgG

1.0

0.8

OD 492 nm

0.6

0.4 —0— ADM
-~ HV

0.2

00 ,goxd0 x20 x10

serum dilution

Figure 2 [E#i{b SP-D & HEHEDOES

B MR« 3510 341 SP-D HEHifE

LEBBIESHPI TERICEETH > 7.

i SP-D BB OB ENEr o7 ADM B &
Ui RAEFEBNC D TR O RFERFIE ~— 4 —
& (SP-D, KL-6) %F~7:, ADM fEfICixBtE# 6
B 5 BIHY KL-6 Ef#, SP-D {EAH & el L T uvavz a3,
ZhicR U CREERES Tid 5 Bl | B A 053
L T\ (Figure 5),

SP-Di3av 2 F ViR 4 DD R XA o
BRI N-EEHTH S, CRImIZIZ, HWERMEDD
Toll FRRAER L DFEEEAITH Y, SP-D DEEREFEH
12528 7z carbohydrate recognition domain (CRD) #3
FHET 5, CRD DA EFI LT deletion mutant % F
W, ADME&HBIicBWT, BEikozty b —7
DIEFE 23 H7z. ELISA 3T CRD DA mutant T
bREAGHEPREINTE D, BCHUAIX CRD Z4rL
THEET 2 Z EREE L (Figure 6),

z =

KHHFET, ADM B & USHEESHOMBEHEMALE
Bzl SP-D B DOFESHEE S iz, £ OHIR
EH SP-D i, Fwfhila I Bl TaR X h, fiifope
WWENDL T REAETHS. ZDEENTOREE
ELUTREGE-ER B 5 EARP R (innate
defense) WEETH 59, TS Tl fiEH L
fa o Toll BEZA4ER CDI4%E L OFEE 2L T,
iR CORIERICERE L Tnd 2 EBMSNT
WA X BT, SP-D KB v A X BRI TIE, &
#% 3BREIELARE & Y fffdc Rzt e B, 2o~
7077 =Y TRHBEAZERPTN) 7 AXY T
F7—YOEENTEL TV EWMESNTEY,
SP-DDORETIEF~r7u7r—v2fube LTAELS

B) IgM

3

" ADM
— HV

OD 492 nm

X80X40 X20 X10
serum dilution

(A) 1gG fitkD#EE (B) IeM HilkDfE
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Amyopathic Classical RA S§Sc Sjs IPF Normal
DM DM
(n=12) (n=13) (n=8) (n=10) (n=5) (n=46) (n=100)
Figure 3 &EHBIZHB T 541 SP-D BB OHUEM
Hk@ (FHE) 134 Dunnett's test KL-6 (U/ml) SP-D (ng/ml)
ADM1* 961 <17.2
Amyopathic OM 27.2 6/12 (50%) p <0.01 ADM2* 639 <17.2
Classic DM 13.9 2113 (15%) N/S ADM3* 1820 70.5
RA 96 018 (0%) NS ADM4* 612 <17.2
ADMS5* 1275 <17.2
SSc 22.01 510 (50%) p <0.01
ADM6 2351 1585
Sjs 10.54 0/5 (0%) NIS
IPF 13.8 4/46 (9%) N/S SSc1 2361 299
S§Sc2 702 219
Normal 10.9 3/100 (3%)
$Sc3 5295 358
Figure 4 &HRBICBIF 231 SP-D BCOHUEBMERE $Sc4 1891 154
Figure 5 #i SP-D HEHABIHER OINE < —» —@
Structure of SP-D
o o2 ELISA analysis
o
3 a 02|
o
[
2
=
8
(]
D1: N-terminus domain x
D2: collagenus domain
D3: neck domain
D4: carbohydrate recognition domain
Mutant SP-D (CRD)
21
. 21 CRD BSA
R

Figure 6 i SP-D HCHiAD & b —7D#E, SP-D & deletion mutant (CRD) O#SE R AL RT.



ARy F IR TLuT T —EDEETESOEE
EHEBES L Tw3Y, kv A7 vA
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Idiopathic Severe/Fatal Fibrotic Non-specific Interstitial Pneumonia
(f-NSIP), a Phenotype of Progressive Pulmonary Fibrosis ;
Its Clinical and Pathologic Characteristics

M. Ebina, E. Sato, H. Ota, N. Hirota, T. Tamai, Hisata S, and N. Toshihiro

Department of Respiratory Medicine, Tohoku University School of Medicine

Background : Although the poor prognosis of patients with idiopathic pulmonary fibrosis (IPF)/
usual interstitial pneumonia (UIP) is prominent, there really exists another phenotype of progressive
pulmonary fibrosis, different from IPF/UIP.

Aim: To characterize the clinical and the pathologic features of patients with severe/fatal f~-NSIP.

Patients and Methods: We examined the clinical and the pathologic features of patients with
idiopathic f-NSIP, who develop pulmonary fibrosis very rapidly with poor response to steroid or any
immunosuppressive agents in Tohoku University Hospital from 2003 to 2007.

Results : Eight patients (M/F, 6/2) were identified as severe f-NSIP. They realized their symptoms
when they were 5419 years old, followed up for 16-£ 10 months before introduced to our hospital. ~Five
(54% 11 y.0.) were died 18= 18 months after aggressive therapy. No specific features were found in their
pulmonary function tests or serum levels of SP-D/KL-6 in comparison with those of patients with IPF/
UIP, but all of their lungs exhibited fibrosis in alveolar walls where CD34-positive capillary endothelial
cells were decreased, in contrast to the capillary-increased alveolar walls in UIP (Ebina M, et al.
AJRCCM 2004 ; 169: 1203-8).

Conclusions : We identified patients with idiopathic severe/fatal f~-NSIP, developed characteristic
fibrosis in alveolar walls depleted of capillaries, contrary to IPF/UIP. The genetic and molecular
pathogenesis of alveolar fibrosis in the lungs of patients with severe/fatal f-NSIP should be clarified.



