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Figure 5 #45 « M > F 7 7 A

Az Pubmenary perfusion scintigrnn (™ TeAAA), showing multiple mosaic perfusion
defects. B: Pulmonary ventilation scintigram  (“*Kr). showing defects inhomogeneously ar-

rangued in both lung fields.
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Cohort study CT for idiopathic interstitial pneumonias by using
lung cancer screening

Takeshi Johkoh, M.D., Ph.D.

By using mutidetector-row CT (MDCT), whole lung thin-section CT with less than 2-mm slice
thickness is obtained within one breath-hold. Even if low dose scan is used, faint abnormalities can be
depicted due to compensation by multiple detectors.  The objective of this study is two-hold : The first
one is to survey the frequency of both idiopathic interstitial pneumonias and the second one is to detect
early findings of idiopathic interstitial pneumonia. The frequency of idiopathic interstitial preumonias
were 2,597 per 100,000 people.
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The sequence analysis of surfactant protein C gene and
clinical aspect of familial interstitial pneumonia

Yasuhiro Setoguchi'?, and Yoshinosuke Fukuchi?

YFirst department of Internal Medicine, Tokyoe Medical University
2Department of Respiratory Medicine, Juntendo University School of Medicine

Mutation in the gene for surfactant protein C (SFTPC) was recently reported in family members,
who developed interstitial lung disease (DIP and NSIP). Recently, Lloyed and colleagues reported a
family with a polymorphism in the exon 5 of the SFTPC gene that was associated with the development
of pulmonary fibrosis. Based on this knowledge, 29 patinets of 13 families were identified as having FIP
in Tokyo area. In these cases, 22 patients were investigated in this study, These patients included 17
men and 6 women with a mean age of 50 years (age range 20 to 66 vears), which consisted of 9 sibling
pairs and 4 parent to child pairs with FIP. Histopathologic pattern of UIP and NSIP resulted in 64%
and 36% respectively. The radiological abnormalities in CT imaging showed lower lung zone predomi-
nance in 13 patients (59%), upper lung zone predominance in 8 patients (36%) and no zonal lung
predominance in 1 patient (5%). Sequence analysis of SEFTPC gene was performed in 11 cases. Exon
4 and exon 5 of SFTPC gene in patients with FIP have each missense mutation, resulting in DNA
poelymorphism.  Frequencies of these DNA polymorphism were evaluated among 11 subjects with FIP,
30 subjects with sporadic IP and 43 healthy volunteers as control. Genotype and allele frequencies of
DNA polymorphism in exon 4 were not significantly difference among three groups. In contrast,
genotype and allele frequencies in exon 5 were statistically difference among them, In particular, 1868
substitution of exon5 in SFTPC gene was shown in patients with FIP or sporadic 1P, with statistically
higher frequency. 186S substitution of exon 5 in SFTPC gene might be genetically susceptible to
developing IP.
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2REBBRTFRIETHot, FRBRERZIRRE
(69%) TH-otz, H2iR LTz FIP-1ERIZ D TR
AERERRTPE 21T > 72455, High resolution CT LRIE
MR RO Lo L B RURRBIZOVT L
MEEDKTF 2D (& 1). SFTPC ilEFWT i,
missense mutation 25 exond & exonS IZFEEL, FNF
H SFTPCHt {5 F 6531 % H D atic (ab531c¢)
(codonl38) iz, 7011 FE B Dadig (a70llg)
(codonl86) iz {FHa L T\ BEM D 8I% (9/11) 258
Het: (K4, Zhe i, BkoF—F -2 T,
WIFNLIEFERITH -7, Lol, wHRERS
WIEA & I Tl d o F2 728 sporadic 1P 30 fER] & (&
B A0 FEFNZ DT b SFTPC iHn TR 21T > 7.
(B 4), exond D3 F 2 AAT & ACT @ genotype fre-

UIP pattern NSIP pattem UL-o I LL-0

[Z1 Histological and radiological analysis of familial interstitial
preumonia.

UL-D: LIEHEATH), DH: 246#, LL-D: TR



FIP 1-1
(32 years old, male)

SRR SR PTG SR OB R & sp-C WETEILZ DV T ORET

FIP 1-2
(32 years old, male)

2 Chest CT image of sibling pair case

quency, allele frequency i 3 ERZ BV THRAE
TRt (B2, —H, exonS5®O 22 K
AAC E AGC O genotype frequency & allele fre-
quency i3 3HEMNZ B L THFHAMATREEED
(#3), & <z genotype frequency Tit AGC/AGC @
R EHES, allele frequency T, AGC HSHIETHER &Iz
PRI THEI L Tul,

% £

AhEa CUET L - R I3, BEETO
TEFRZHT 1 R EFDSI0H D, ZhE T 357 234E
B2 SRURAT L 72, ISR 80 2 RBP4
DESIRAY, FREERREIL, KD 3 ETH S, 1) 27
WEAEMRASNAET S0 5%, & Fzricid 20 T RFEAEDS 4 FEF
TENDS A TRHEEMAMM R OEEFER L D FH»
EWSTHIMH D, IhE TEES AN SFTPC =
TR & D RIRIERE MR RER OIZ & A E i3
ERBAEANBEITH 2 BSERAES T 20 2> 5 3055
REVITETH S, FHFREHEMIA R, Sk
LIEERINLTL B 2 EBHERT WS, Zhid, B

BIER R AR T OB G ERN A L TERR
ERRELovuTwE 2 EREFALTWREHZ R
T3, FEFMOFIZIE S0 U T OZEE I RE
IEFIDE < Eh, BUIENZ Y OBRBRIRZ TR
MUATET, {L 5OUEHHEROMEE2H L L5
R0V, 2) M CT 2ol & U f G RT & e
FEFIURE 2 & 60% OREGIL, IFERSEPTR T
X UIPS7 — 282 LT 558, 5SatENTERserE = 1t
B L THEEURISE A IRE O s stie b, RESENL
DRI E D, e TUNRIRZ L 2 ) F
FAEEEEL, #HAiZi Langhan cell histiocytosis
HLDFT R %22 ULEFIDSTEE T 2 7k CEE S iR
DAERL TV S, REHEMORESHE VI fhd
T3E, 4R oL T RE L PEREA
DORAFEBRZEAS T olz, IhE TR
BIREODGE UIZIEEER 2V TE, ThETIZ2
DOFEBYSPEIEE N TS, Repo 5 D pulmo-
nary apical fibrocystic disease & A% & DFFEME HTER
[RRUTHMERE (IPUF) 438 597, IPUF TS
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FIP 7-2
(32 years old, male)

UIP

B3 Chest CT image and pathological image of parent-child pair case

#F= 1 pulmonary function test of all members of FIP-1 family case

VC({L) FEV1I(L)

DLcoVA TLC(L) RV(L)

FIP-1-1 176 1.67

1.88 243 0.67

(38%)  (43.1%) (13.2%) (33.9%) (38.5%) (39.9%)

FIP-1-2 2.97 248

2.50 3.63 0.67

(65%) (85.7%) (26.8%) (44.9%) (58.5%) (40.6%)

Youngest 373 3.14
Brother (78 9%) (84.1%)

Mother 2.57 1.94
(93.4%) (77.3)

Father 3.69 2.84
(95.9%) (81.1%)

3.86 4.47 0.74

(50.8%) (67.4%) (70.4%) (45.7%)

4.65 3.61 1.04

(63.3%) (72.1%) (96%)  (103%)

3.30 5.37 1.68

(61.6%) (71.3%) (93.2%) (87.8%)

fss MR T3 e & Tws, —F, KEFT
X, EEzownTid IPUF LEBORHERE L2500
TEEZBWTE UIPANY - 2B L Tz, KK
b, REEEAIET 1 ERIRERG SRRSO I i
2005 0XMAOBEHBEEEL, FETRICHKERND
HFEET A EhSMeprDTEHELERIRTL

3T KIFFEDFTHIERTRD &1 5 B MRtk D4y
HOFEFME R, IPUF SREFIRE, SEREc gk
LAMREME R { R s B, SFIPCHEEFRER2E
U7 RTINS 48 T, IPUF O X 5 RAGEY, 1
EHRZ W ARG 1R v, AR OIEFIZ RV T
SFTPC lifE FRERFITE S b7l L 2FH 2 3



SRR R SERT P R DERIRIR & sp-C MR FERIZ DL T ORE

— (73T

— N186S
B G100V
— Y104H
P115L — T187L
P30L IL126R L188R
N138T L188Q
ﬁ rDeI exond,
v \Y VI

—_— 1 — m
F24 L58

X4 Sequence analysis of SFTPC gene in patients with familial interstitial pnreumonia

222 Genolype and allele frequencies in exond of SFTPC gene

(Exon4 ACT/AAT : T138N)

Genotype Frequency (P=0.48)

AATIAAT ACT/AAT ACT/ACT

FIP 0M1(0)  2/11(0.18)  9/11(0.81)
Sporadic P 0/30(0) 1030 (0.33)  20/30 (0.67)
Control 1/43 (0.02)  18/43 (0.42)  24/30 (0.80)

Allele Frequency (p=0.33)
AAT ACT
FIP 2/22 (0.09) 20/22 (0.91)

Spoeradic 1P 10/60 (0.17) 50/60 (0.83)
Control 19/86 (0.22) 67/86 (0.78)

23 Genotype and allete frequencies in exon5 of SFTPC gene

(Exon5 AGC/AAC : S186N)

Genotype Frequency

AAC/AAC  AAC/AGC  AGC/AGC

FIP 0M11(0)  2M11(0.18)  9/11(0.81)
SporadicllP 0/30(0)  13/30(0.43)  17/30 (0.57)
Control 4/43 (0.09) 22/43 (0.51)  17/43 (0.40)

(P=0.05)

Allele Frequency (p<0.05)
AAC AGC
FIP 2/22 (0.09) 20/22 (0.91)

Sporadic P 15/60 (0.25) 45/60 (0.75)
Control  30/86 (0.35) 56/86 (0.65)
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B RICE T 51 KL-6/MUCI 29> &
MARTEZRIZ DWW T

e {23 fal BL R 0 fil TR
AP BE mEE @ e 1B

MUCT &F A MW EHfaR MR L& T 2Ehah Y, eFReFEL S 2, 22T,
meiz KL-6/MUC1 23813 5 R 412 B b TR KL-6/MUC] 3885+ 2 0 Emn %
AT U7z, SSUERITMER % (n=47) &5 ARDS 0 (n=34) T, LW KL-6 AR
TN — (74 7 CRERY FDP & D 54 v —) OMERERE LI, 72, KL-6 FOx L 25
DY FEGIEYT 5 ELISA RH3E L Jz, [WE A £ 5 2 v i3 ARDS BHORERFMS KL-6 &
BSR~— A —ICABEOMER Doz, LrLl, ARDSEEICHS S KL-6 8905 & 4EH
7 —H —HIEEORICIIETONE 23D, ARDS 8#%0 DIC 5T KL-6 IR AT S
Mo, HEIWEHBIZ BV CIH KL-6/MUCT O#HLZ MR S Ui v, StEimdm
Rk & BT BRlHEE DM S Nl E e, RV 2 F U UH Y R EBET 3 KL-6/MUCH 3RIEHE
BT HHILTH Y, MRERERO~—A—LkD 52 2 LATRE s N,

Relationship between serum KL-6/MUCI level and intravascular
coagulation in patients with interstitial pneumonia

Nobucki Kohno, Akihito Yokoyama, Taku Nakajima, Junya Inada,
Hiroshi Ohnishi, Mituru Miyazaki, and Masamitsu Nakajima

Department of Molecular and Internal Medicine, Graduate Scheol of Biomedical Sciences, Hiroshima University, 1-2-3 Kasumi
Minami-ku, Hiroshima 734-8551, Japan

The acute respiratory distress syndrome (ARDS) and exacerbation of IPF are often associated with
thrombosis and disseminated intravascular coagulation (DIC). We hypothesized that MUC] mucin is
involved in the pathogenesis of thrombosis in such condition. We found that an increase in circulating
KL-6/MUC! during the 2 weeks following diagnosis of ARDS was significantly correlated with an
increase of the fibrinolysis markers (fibrin degradation products and D dimer), but had no significant
correlation with the absolute amount of KL-6/MUCI in newly diagnosed ARDS patients, KL-6/
MUCI was also significantly higher in ARDS patients with DIC, These results strongly suggest a novel
role of KL-6/MUCI which may have a causal relationship with intravascular coagulation in interstitial
pneumonia.  In addition, we constructed an ELISA system for detection of selectin-ligands on KL-6/
MUCI. We succeeded to detect serum KL-6/MUC! with the epitope of sialyl Lewis A (designated as
sLa-KL) in patients with interstitial pneumonia including ARDS. The amount of serum sLa-KL
before treatment with high-dose corticosteroid “pulse” was significantly higher in patients who developed
DIC than those without DIC, suggesting that this marker may reflect possibility for future thrombosis in
patients with interstittal pneumonia.
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FL&HIZ

SR R HAE{REE (Acute Respiratory Distress
Syndrome : ARDS) X 8MMEEOL: b EELIRRE
THY, FECEE 0-70% LEETHO TTFETRT
H 3. MEEFESREE O RTERN T H RN EE
[ (DIC) ! ARDS Iz LIELIEEHL, FROE
RiZBIS L Twa LEZ 65, ARDS BEFIZBWT
RIERA S 2 WwidENIC7 4 7V Yk S0 EiE
e s, EEH Ay — FOEE TS o By,

B2 MUCI AF > BIHBLIERZIE b—
7THDKL-6 #FFRL, #EL7:, KL-613 ARDS
EECEEMMEBORE, BEEL bIEhizv—
A—=ThHY, WP TFERLRT 529, ARDSIZBW»
7%, EEMm#EhO KL-6/MUCI B35l ZRTHIT
RZEOIMRBRELDEETHY, PRIIVTRTS
BT EDEEIRTIRES,

o, FEHEEDLF > E P-RIUFL-EV 7 F 0D
MHAEEAIMEANREKE b 6§ LPHER
-9, KIGHEPHIED MUCI Ltz v o F o b
HAHER N A AMERYIISNEET 5 2 LWL
W5 TWA™, Tihs, ARDS L ElZA LN BE
B4 A7 —FOEMEAbE, NERED AR ST,
MUCI EDn A AESBEES 2 WHEMED S 5.

PAEOKIRA S, T2 EIGERIIEH DL F > ORI
#3 ARDS EF i B 5 MEABRBEERCESTWS
EDRERE T, R EREET 57912, ARDS
BB B 26RO MUCI AF > /KL-6 L TN
EEF DI L LTRIER -4 — (74 7V V53R
S FDP & D ¥4 <—) *HIEL, FOEEREH
L7z,

XNR « FiE

1. If¥E KL-6 i L SR~ — A — DI D»T
PTG RIETEMZ 47 B4 X U ARDS 34 4, RIEIM:
iz ix M4BTI &S iz b O T, FERI, IPF 16 i, 1%
EURAE 164, Z DM 155 (NSIP 34, COP3{l, ZE
FIMERTZS 2 0, SEMCTHA 7)) TH B, i, ARDS
GIRES KR R UBEIERREEIC BT, Fiilicgins

LESRFERT B 3 TWHE
* UE AMRRERIBTIEISEIE R

F1. HIRDHOHE

IP (n=47) ARDS (n=34)
Sex (M/F) 21726 19/15
Age (years) 62.5+11.2 64.8x16.7
KL-6 (U/ml) 1285.3£1040.7  877.1:829.7
FDP (pg/ml) 53+6.6 19.8+33.8
D-Dimer (ug/ml) 2644 15.7x16.7
LDH (IU/ml) 330.3%124.9 581.7%+430.2
CRP {mg/dl) 32+55 15.3%+10.9

Results are shown as the mean+SD.

NI TH D, wihb BRI EIRIZ SRR L 72,
ARDSFEFIT, 4z < & 2B &R LD
Lo iz 2UERICD BT, 2l S 15EER U2
HHT DRI L TRAEEZHER L., Boshi ik
b, ¥ KL-6, LDH U CRP &M FDP 2 UF D-
FA<—RfEL. EFOWREER LITRT.

ARDS @ 2 W7 13 1994 5 O American-European
Consensus Conference Committee D27 7 A 5V 72,
DIC ME2#rid 18th Congress of the International Soci-
ety of Thrombosis and Hemostasis TDZWTREHEIZ{E -
7z,

7= & AR TR L, £
Rt i, B3 2 BRI I iE Mann-Whitney U-
test & Ly, 7 — 4 OB 13 Spearman’s rank correla-
tion coefficient analysis % fv>7z,
2. Vv ZFr-0HFEEDKL-6/MUCI OfH

2w

IOy 7 F>« YAV FEHDMUCI 5T
EMRET 27012, > F 4 v F ELISA 32wz,
Thabb, BEWHELT, VaryEy+F Y D ES, L,
BLXUP-vLIZFYy, HrELrFyeiaEsas)
YO FEGEDF AT, SHTXEVIFrOVH Y
FTHB, YTV A AaZFET 5 CAI9-9E
Wy, ¥7 VA R aB i e BT 5 ST272 4
hE M, fRlifitkE LT HRP 23 KL-6 Hilk 24
iE A

A2 V== 7Oz, FilREMmEk ABC-1,
PC-3, RERF-LCK, IR YMBS D &8585 1l
L, 2 ZONEEILE TS & iz, 5o KL-6 33
ERmRO*y b (B2 3 KL-6; ZXHHEE) =T
HELZ,

Frz, SV ATUEERET U AMERMARE [n=
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