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Epidemiological survey of patients with idiopathic interstitial
pneumonias using clinical personal records in Hokkaido

Hirofumi Chiba!, Motoki Natsuizaka', Masanori Shiratori', Mitsuru Mori* and Hiroki Takahashi'

‘Third Department of Internal Medicine, Sapporo Medical University School of Medicine
*Depariment of Public Health, Sapporo Medical University School of Medicine

[Background] Epidemiological study was conducted by using the clinical survey of individuals on
idiopathic interstitial pneumonia newly received in Hokkaido during five years from 2003 to 2007. It was
difficult to accurately understand the statistical facts from previous epidemiological studies on idiopathic
interstitial pneumonia (IIP) due to insufficient systems for diagnosis of extracted populations as well as to
institutional limitations that mild cases were not included in extracted populations. Unlike other prefectures,
all applications including mild cases are accepted upon approval of benefits to receive medical care for
specified diseases in Hokkaido, and strict judgment is conducted based on the diagnostic criteria stipulated
by the Ministry of Health, Labor and Welfare. In addition, most residents in Hokkaido are settlers from
various places in Japan and their descendent, which is considered as highly appropriate as the average
extracted population of Japanese people. [Purpose] An epidemiological study on IIP patients was
conducted to understand their reality. [Method] The prevalence rate and cause of death were reviewed
based on the data on 594 patients newly registered as beneficiaries of benefits for specified diseases from
2003 to 2007. Furthermore, the survey on prognosis was mailed to each facility applied for the benefits,
to review prognostic factors and cause of death. [Results] The prevalence rate was 11.8 out of 100,000
people, equivalent to approximately three times the national survey for the same period. In the univariate
analysis on prognostic factors with the Kaplan Meier method, a significant difference was recognized in age,
presence of finger clubbing, severity, %VC, PaO2 at rest, %Dlco SP-D, KL-6 and neutrophils in BAL. A
significant difference was also recognized in %VC, severity and age in the case of multivariate analysis with
the Cox hazard model.

- 143 -



2010 FFEOVE AN B 2 A

LI

[IPs DEFHIREHE, BFEOEREZTETH LT
BHETHD. Lrl, BEOEFRAT, FHLER
DBWHIENR T Th-7-2 &, B IOHIHHER
(CEYER 2 & O WEE EORIR S 57012, 1E
HEZRREH PR ERIESE Uo7, dbisER 1 E
I ERERE L ERBRARE L LTRY, FHIC
BT & A FEIE OR WD D & BRIEIC
MBITEShTW5. Ko, TOMKRHEMAZENS
BEOEBEENAETHSH. A0, FHx1L2003 4
M 2007T EIRERBHRZHAE L LTREIN
72 S9ABIDRBE T — X B ITIZH R, BEREBRH
L7z SHICHPEECOK MR THRAEELSEEL,
TN T, EEFREEICOWTHBE L.

MREFE

*EIL, ALHEIE BT 2003 £ 5 2007 41285
BB SN IPsHE R B ER SR E 5944 L LT,
20094F9 H L 2010E D9 A 2], &K EFMEICE
FEBNZS U TP REE 2 LB R R L v B
EL, ZOEE & FHBGREORERBERAZOR
WFEEAHA LM Lz, MABRORY HF0co
WTIE, T IXEA L ENTERORERH NS -
L& L, B OWTITLRER K EHmEER
RTCOABERTNS.

BITAE

1. BWRE, BEF
BIREIT, 200848 H DR EIK BRIERZ Ak B
BLOEH L BERIEEEQIEBEOAAQ L
FHREERICESEREE L.

2. HfFElE, TR
THFAEEDRERD LY D & B ER (W)
MODAETFEIGEZBIT L, &5, EEHIZON
T TREICOWT LA L7,

3. PHREERTF

"L ERE R —
* FLBRER R AR L
tUNE AR BB AT B

PEZE, AFlnzE, WUERE, (XHIRE, BALEE, R
Pa02, %Mfi{& &, % DLco, PUEEHUE, SP-A,
SP-D, KL-6, BALH U > 38kt BAL F4FHEKEL
DHEBIZBWT, BT T <A v—HFHR L Log
Rank B EZRAWVWTENEFNTHR~OBEEEZHBTF L
7o, EBIL, av I AN —REFTNVICL LS EE
FEAT Z ATV PR A~OB 5 & MET L 7=

B X

2008 4 8 7 IRf 5 D1E PR E IR B R IR 4G B R Ak e
FR(AWREE)IL, 20084E8 H | HEF S0 E LM (HE
FEEEIIEEIV ) ICHE-3 < HEfkFiEE220 X TH D,
FEFEMEICINZ THB S LCERIESN-EBEETED
EOREWRGRER 439N Tho7-. 1 EDEORE
FiL, MENVEOEEEOR2EFEL TV, 1
ENONEETORHERERIISIATHY,
2008 FEDALIEE D A O 5569252 A bHEH END
EHREIC BT S UPs O FEHEIZI107 AR 1.8 AT
Hotz. ZEBEVICBITDIEHREION AX3.26
ANZHB L T36fE5E W BWMETH -7, 1IPsD
FIERIY, FFEEOIUHED A D & IFHEREE I
EOEFHEM U, 1997405 2007 E0 11 FEH O
ENI10 5 Ax239 A TH - 7.

R OBRBANRIE, 2£E & RAEIPF 93.1%,
NSIP5.1% & Z D 2JFRITRK¥ % o, BRI IPF E|
BRENoTo. NSIPOEISG5.1%1%, £ED9.8% &
HE L TIRWETH - 72 (R ).

FHRFEIZ, MBEHESULETIIHL, BFELTO
97 ERMERTIC THAEELELL, 99.0% O EILE

R FHRBEMG OFUAR

RERKENN % deimiE
IPF 641 (83.2%) 553 (93.1%)
NSIP 76  (9.8%) 30 (5.1%)
COP 10 (1.3% 6 (1.0%)
AIP 23 (3.0% 0 (0%)
DIP 1 (01% 3 (0.5%)
RB-ILD 2 (01%) 0 (0%)
LIP 2 (0.2% 1 (0.2%
Others 10 (1.3%) 1 (0.1%
Unknown 6 (0.6%) 0 (0%)
Total 771 (100%) 594 (100%)

— 144 ~



JEHEE (2 H3 VT B BRI AR A A A BT S R R PR BRI & OF2 A (ALHRE study)

0.6+

R ARiE

04+

02+

EHFPRIE

IR RER
604 A

HERFER
4378

=4

T
75

EHFAR
R 1. IPF 3 417l

x2. ZEEMT (HIANY— RoHT)

NF—FLEDSKERR
FEmEY TEEE e oy i

()] TE LB
3] 0.230 0.205 1.252 0.880 1.770
Fin 0.020 0.021 1.018 1.002 1.034
ERERE -0.080 0.671 0.928 0.656 1.311
(et -0.190 0.207 0.830 0.622 1.109
EEE 0.161 0.015 1.175 1.032 1.338
%VC 0.540 <0.001 1.709 1.415 2.065

X2. IPF OFETRE

2187, BEBROKSEEE & 5 IPFIZ OV THRT
o e

IPF DZAETFHI#R D B 7R S 5 AT BT W2 B,
HEERZESICTEEENENK60 ¥ A, 43 7 A
TH -T2 (X1). 200949 H DR TIPFABE DE
TEII3106TH Y, FORTREITSMEEED K
HEL A% EEDE. B LIEMBICLZETS
10% fF1E L 7= (K12)

THBRER T OB TIX, EEERMITICBWT,
HERICEROBVE, XbREB0OH 28, HEE
DEWEE, REEPaO2 DIRWVEE, %MiTEEOKW
£, % DLco DIEVEE, M iESP-DIE D& WEE, 1M

ETIPRE p<0.01

EKL-6 DEWEE, BALHAFHEREOEWEIZE W
TT#%DBEL Log RankE CTHEZEZR D (X4,
6,7,8,9,10, 13, 14, 16). tEz=, BEEE, HUZHUAL,
3% SP-AfE, BALH V » _EREICOWTITFEZE
ERDRD-T2(K3,5,11,12,15). & HICELERMR
a7y, SIEE LT, Elp, MR, PSR,
IEHAREE, BIEE, % VCO6EAZRHMLL. M
E~—W—, %DLco%, EAZICERHbNNZEL,
BAKO R CEBIXRS L, £, ZFE
Pa02 & EfE EIIMHBENIER IR, EEED
HERATITMZ 7. #ER, % VC, BEE, FHd
ECHERTE~DEENRALINIZ(FK2).

=145~



2010 FEREEOVE AR BB 2 A2

FAERBFAE

10~

08~

05

Bt

04+

0.2+

00+

B n=368)

It (n=140)

SHEAN
3. IPF B O (MR

0.6~

Rk

0.4+

02+

00+

50-60 y.o. (n=68

i =
60-70 y.o. (n=175)

>70 y.o. (n=243)

o

B BB

40 Py 80

EFAR

Rl4. IPF & OB ()

LED

0.8+

Stk

04—

02+

o

2]
3

p
EHAK
5. IPF B DAETF M (BLRE )

— 146 -

Log Rank &5
p=0.551

Log Rank #&5E
P=0.011

EfFPRE

<50y.0. 3634 H
50-60y.0. 51.74 8
60-70y.0 44648
>70y.0. 37.048

Log Rank #&5E
P=0.643



HERETE R

JEHEEI I3 1T B R R E A BRI 25 < R MR B MERT 28 DR 2R A (ALEE study)

0.8+

0.6~

i

04+

0.0+

[EHRIEEL (n=259)

o-

B4

T T
40 60

ERFAR

X 6. IPFEHOEFIBROXHRE)

Log Rank 1&5€E
P<0.003

EHFEhR{E
L 46858
HY 3684A

1.0+

0.8~

0.6+

JHrave

04+

02+

0.0+

MEE (n=123)

IVEE (n=138)

Log Rank &5
P<0.001

EFPRE

IE 54478
IE 51448
mE 37548
VE 25848

o

HERRHER

2

40

EFAR

7. TPF B O 7l (ERERE)

0.8+

06+

B

0.4~

02+

et ] 70-80 torr (n=124)
+

| B A

60-70 torr (n=100)

>80 torr (n=155)

<60 torr (n=74)

o

EFAR

8. IPF B O A7 iR (ZFFRF PaO2)

— 7=

T
100

Log Rank #&3E
P<0.001

EFPRE

>80 torr 51848
70-80 torr 40.24 A
60-70 torr 36.94 8
<60 torr 245# 8



2010 FEFEOVE AR BT BE 4 2 AR 5

HIEHE A
16 Log Rank &5
P<0.001
aa EFPRE
>80% 54448
60-80% 38.14 8
§°~" 40-60% 2384 A
2 <40% 98~ A
=
04—
>80% (n=7)
o 60-80% (n=141)
L“L,
‘‘‘‘‘‘‘‘‘‘‘ L 40-60% (n=87)
<40% (n=15)
0.0+
0 20 £0 0 20 100
EEAN
9. IPF EFE DA LFdbHR (FFURAREE - % MiE i)
FREREFE M
1.0+
Log Rank #&5%
P<0.001
7 EHFPRE
>80% 51648
60-80 % 56.94 7
] 40-60 % 4254 8
% >80% n=78) (<40% 3044 H
047 60-80% (n=48)
L
02 | 40-60% (n=96 )
ol <40% (n=83)
0 20 40 60 80 100
EHEAK
B10. IPF & DA77 iR (FEREERE - % DLco)
AR R
1.0~
Log Rank #&5€
P=0.640
§
= 80f& Kl (n=296)

0.4~

02—

0.0+

80fFLLE (n=94)

T
2‘0 4'0 &0 8‘0 0

EFAM
IPF f8E O AAF iR (PUEEHLER)

o

E11.

— 148 —



IEHEE (21T B ERAAR AR (8 A BT S < B R IERME MR R OFeF A (ALHRE study)

HREIER
1.0+
Log Rank #&3E
P=0.248
08~
=] 87.6ng/mikl E (n=126)
§
# -
; 87.6ng/mik i (n=73)
0.0+
] 20 40 60 80 100
SHFEAK
E12. IPF B35 DA FHIFR (SP-A)
HEREER
Log Rank #&5€
P=0.039
0.8
| EFPRIE
220ng/mik ik
S 46.77 R
§ 220ng/miLL Lt
d 04 Ong/mIZK i (n=176) 3947 R
x| 220ng/mliBlE (n=222)
00+
[} 20 40 60 20 100
SHEAK
X 13. IPF #B& D4 FEM#R (SP-D)
HEREER
10~
Log Rank #&5€
P=0.023
0.8
EFPRIE
1000U/mi 3k i
08+ 47148
§ 1000U/mILL E
: 39.24 R

02+

004

10001U/mIK 7 (n=167)

1000IU/ml1LL E (n=242)

o

T T T T T
20 40 60 80 100

EHEAK
X 14. IPF HB#E 0417 iHj (KL-6)

— 149 -



2010 FFEEOE AMERER BB 3 5 B AT %

Log Rank #&5
P=0.642

08+

0.5

N

20%K i (n=59)

20%LLE (n=28) 1

0.4~

0.2+

0.0~

20 40 60 80 100
SHEAR
R15. IPFEBHEOEFHB(BAL - U > /35K)

o

B RN

Log Rank &5
P=0.046

EFPRIE

5% i
53.54 1

5% (=47 ) 5% LI L

39.64 A

0.8+

0.6+

Tt

0.4+

02+

5%LLE (n=37)

0.0+

T T T T T
20 40 0 80 100

EFEAK
R16. IPFEE OAAFHHE (BAL - 4FHEK)

o

2 = TAERSD.
IPF D@ MEIEHEIL, 1993 1A A O T S A3
VA, tOMAFRE TR, EEREOERELE HET50?, HRMREMNETITIEL ORI Z2E
ENENEOBREIIMZT, 1EIEOCBIES LR L7z, SRS E 72> 72 IPFBR#E 5534 %, BEIZ310
ERBERZRIEEZRZMF LTS, 20X ) s BDHECENRDH 72D, EiZ4% EHEHEZ VL
P35, ALiEE HUR O R TR E A ZEIC K-S < EER JRIE DS EMEEETH - 72, 2007 £ 12 1% American
BIZE > THPs DBEE b ED - EOEEEET Thoracic Society & ¥ GBI T2 perspective 73
LHILBARTHSD. ZhETOLERETIE, A Hanhk., 4%, IPFECERICEIT 2aM%EED

ARIZOWTHIEREREEZBL Z L RRETH -T2 HODEEIZANEEILD DD, SEOFK L2 OFF
2, SRIOFHETHZ 105 AR 11.8 A& W5 AEIE, LA DR T ORI & O S BB,
BEOMIZEPLTWA EEZXBND. ZORREL Y FHRBERFORFTIE, v 7 AN —RFET

ClZEEADNOHF SNAAERERIL, K1HS NERWTEZEEMITZ#1T>72. FVC (HDH WX

—150 —



I o g B BRI R A I IS R MR ELMEN & O FIA (ALHRE study)

VO I oMM O EBEZE L LTHN LR,
[PF TI3IEIE —E L T M 100~200m1 2 E A 3 2
LENTWS. SEIENT LB OH T, % VC
NELTRICEETAEVWIERTH-T-. IPFD
EEHEOEREZ 2%, FVC (HDHWITVO)
AL STHRTAZ N —oDERERDEER
HILA. FRPUBRMEEEY LT = = R38BT
FRER R BRI W TR BAX T OB/ BRIz R %
RLTEY, BENRSNEUBEOREBRDOALRF
M OELAFREYD. PROBRET L L, BITO
Pa02 (2 K 5 LM b AiTE & % VC & FREE TN
2 EREESEICOVWTHORFORMNH S5 L ED
no.

LIRHT NI PRIKTRE L OETE, XKED
HURSERED 772 B, ML SP-AED EH°BAL
DIFHERIEDOEBNBEFOFENENL ORENH
%999 SEIORETE, BWERIC LD FROET
Rohiahoiz. BALFROGFHFEKKLIZSWTIE,
BB CRBOBRENRON. MiF~—h—
IZOoWTHE, HEERMITIZEWT, SP-AILTFRIC
FENRL, T LASP-D EKL-6DZNENEM, K
EHTTRICEERENRD bz, O TFEHM
BEOR R L ARAEOEROENNIOWNTIE, Atk
HEEIRE, AFEZEORM O —HEOHED bR %
BTHAHD.

SEXH

1) KEFE, PEFE, KHEBEE, Zlskd:
Bl PR AR A A L D < R R R R D2 [H
EFRA. APEREEE 2007 5 45 @ 759-765.

2) Acute exacerbation of interstitial pneumonia
following surgical lung biopsy. Kondoh Y, Taniguchi
H, Kitaichi M, Yokoi T, Johkoh T, Oishi T, Kimura T,
Nishiyama O, Kato K, du Bois RM. Respir Med. 2006
Oct;100(10):1753-9.

3) Predicting survival in idiopathic pulmonary
fibrosis: scoring system and survival model.King TE
Jr, Tooze JA, Schwarz MI, Brown KR, Cherniack RM.
Am J Respir Crit Care Med. 2001 Oct 1;164(7):1171-
81.

4) Baseline BAL neutrophilia predicts early mortality
in idiopathic pulmonary fibrosis. Kinder BW, Brown
KK, Schwarz MI, Ix JH, Kervitsky A, King TE Jr.
Chest. 2008 Jan;133(1):226-32.

5) Serum surfactant protein-A is a strong predictor of
early mortality in idiopathic pulmonary fibrosis.
Kinder BW, Brown KK, McCormack FX, Ix JH,
Kervitsky A, Schwarz MI, King TE Jr. Chest. 2009
Jun;135(6):1557-63.

- 151 -



VB MM 212 3607 5 EHSRERX IO (58 1 3)
— IR O PR D 72 8 12—

B B EERS I SN 1 A

R CELNBEEMEDERE A V< B> THREEL, CTEITo7. MoK
ML O & LTl & B MERE ZILENR D 505, ZO ZoOERO-DIZ, BEARCTICHE
OEEERR ATV, ERTOBE S, EAROER, REGRE | 3 1HITkHE L b Tl ofh 2 Ko
o, FORER, OO THIEREMERE L L TOERBEZRREL TV ESIMERE LR
LI 7 oDEARLY, EROHAHEROIZ I BEMBLOTNI Lol

Pathological-radiological correlation in pulmonary fibrosis focusing
on the differential diagnosis between honeycomb and traction
bronchiectasis

Satoshi Noma', Yoshio Taguchi® and Yoichiro Kobashi®

Department of radiology', respiratory medicine® and pathology® of Tenri hospital

Pathological and radiological correlation was performed focusing on the differential diagnosis between
honeycomb and traction bronchiectasis, using in vivo HRCT images, HRCT images of fixed and dried
specimens, macroscopic observation and large sections of the specimens. HRCT images of fixed and dried
specimens were reconstructed in various ways. The results showed the macroscopic observation of the
specimens and the reconstructed images reflecting them were important for the differentiation of honeycomb

and traction bronchiectasis.
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Usual Interstitial Pneumonia and Nonspecific Interstitial Pneumonia:
Correlation between CT Findings at the site of Biopsy with
Pathological Diagnoses

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

Department of Radiology, Kinki Central Hospital of Mutual Aid Association of Public Health Teachers

Purpose: The aim of this study was to correlate high-resolution CT (HRCT) findings at the site of biopsy
with the pathologic diagnoses in cases of usual interstitial pneumonia (UIP) and nonspecific interstitial
pneumonia (NSIP).

Material and Methods: The study included 35 patients (25 UIP and 10 NSIP) diagnosed both pathologically
and clinically. Ninety surgical biopsy specimens (54 UIP, and 27 NSIP, 9 unclassified) were obtained, and
the nine unclassified biopsies were excluded from analysis. Areas corresponding to biopsy sites 2 cm square
on HRCT were extracted. Radiologists independently evaluated the fibrosis pattern and diagnosed UIP or
NSIP from extracted images and whole lung HRCT. CT interpretations were compared with pathological
diagnoses in both extracted images and the whole lung. Discordance of diagnosis in multiple extracted
images was evaluated.

Results: In extracted sites, reticular opacity and heterogeneous appearance were more often seen in
UIP (p=0.009 and 0.047, respectively). Although the diagnoses in extracted sites were not significantly
correlated with pathological diagnoses (p=0.051), whole lung HRCT diagnoses did significantly correlate
with pathological diagnoses (p<0.001). There were more concordant diagnoses between extracted focal sites
and whole lung on HRCT in cases with NSIP (p=0.003).

Conclusion: CT evaluation of focal biopsy sites, showed that a homogeneous appearance was more frequent
with NSIP than with UIP. UIP had more discordant diagnoses in multiple extracted sites than NSIP both
radiologically and pathologically.
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»5.

MWREFE:

B2

BB OMBEEERIIZ DL H R AME
WEFE TILERE O[FE & informed consent [XE R &
0. ABBYAERR A AT S 41, American Thoracic
Society/European Respiratory Society (D International
Multidisciplinary Consensus Classification of the
Idiopathic Interstitial Pneumonias (1) ?® UIP,NSIP &R,
ARk I I AT 7o L 72 38l 2 MRt L7, &K IEH
13 ERTAER S, FHo8 AT HEANE L.
24 DIFERZITE DS, UIPNSIP & 2\ MIZ LIS
RETH L%, LIROBMIEELEI Lz > TRl

IASLEFRE SRR A B T SR A MRS TR
C OEAMERR BB D REMEEE R E

X1

(a) 56X UIPEBIA FHED CT Tld, RMEMIZT Y H S RE,
WE, BEMAR LN

(b) MAFHOMHCTHR TIXT Vv 77 2%, WikE, LR

BRLNTZ. NEIEARE—2ESRTH 5.

L, fRBERS R ONT=HA 83 L 0 REEw 42k
EL7=.

CT P R D&

FARRAT AL & DXt D728, TR D scanner(GT-9500,
EPSON, #3). TRV AENZCTH 25 CT THOH
B9 52eml S OEEA TR Y 7 b7
(Photoshop Elements 2.0, Adobe, San Jose, CA) THflH
Sz (K. 1). HhHE51E, 300 dpi T Tagged Image
File Format (TIFF) format TIRTESNT-. 24 DS
FRELE (RRBREE22 4, 18 4B) M ERRIE®R % 5 5
Wl 2 IZHIE CTR & CTR 2 23 Lz, it
CTHRT.FMLNEIL, CTATROFE, £-5
CTRTR, MiHiCTB2 0% T HHI%, BEFEOHER
TR TH o7, HHEBRIZLLTO XL ) 12 grading &
Nz, LIEHE ;2,30 05 28 (MMEREzE =
EbH D)3, HMARHERE (Ao o EfEsTh &
W) 4IRS 5 B i CT B 5% 1) D%
FE =R —nicn T ol HCTH TR
HIEW OBRIL, B2V LAHBICOE S,
S HIZ, HHE® LY UIP & Ebh % ) NSIP & &
b NOHEBITo 72, CTHRAIERTIE, BB
DA, E7-2CTETR, 746, BEB»OZT HE
52 L 2 (UIP or NSIP) 35l S iz, i D R
RN—BURG BV 3 DISRELE (RREBRES - 214F)
DIHEAE ZAT > 7. kG & CTBROFTR %
el LC, &JEM%E concordant & discordant 1243 1F
7=
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RETHEIT
2 TOREHENIE, TlRO Y 7 b7 (SPSS
12.0J, 2003, SPSS Inc., Chicago, IL). TfT~>7=. &
H IO MIL LT @ grading % A\ kappa iR T T
L7z ; : poor, k=0-0.20; fair, =0.21-0.40; moderate,
k=0.41-0.60; good, x=0.61-0.80; excellent, x=0.81-
1.00. &ECT#H &RHEZ I OLEIZIL, Fischer’s
exact test SV B2, RN &IREZMO—
FE % kappa i € THiFt & 7. Concordant JE 1 &
discordant AEIH DR, JHEEODIEV T, Fischer's
exact test THRET S 7z,

F =] £:

Fo B IE [ O FRERAE LR 4 DA Tl moderate (k=
0.48) T, ETOEARERA LT-HE 1T good (k= 0.62)
THhol-. RBEOREZEIL256AUIP T, 104]
[ENSIPC, 3BIIDFEARETH 7. 3HFDIER
REBIIRRA X4v, F&0 3541, (BHE276, Ltk 84,
HERD35-71 ik (YT 60.25%) Z TRt E Uiz, 441
ITEREOL, 8FIL 2IEAR, 22 BlIL3 AR, &V
1B CIEAERDEIEARNBHE G-, T DIEAR
o, SAFEARIT UIP, 2742 AL NSIP, 789 9IS
FATRE L BT S e, 9D R EEIE AR IR
s, Y SIEADRME Sz, 2440135 0%
DHELIEEEEAREE LT, 3FNTERIC
UIP 72U UNSIP &2 41, 2fFEARZ A L TUIP

LB E .

CTRFROFHEIZE L i3l CTH, T, 7l
MO, poor 235 moderate (x= 0.2 to 0.54),
TH Y, £CTHRTIL poor 725 good (k= 0.18 to 0.79).
Thotz. B TOE— S DHE(x=020) L&
(x=0.26)3 L e CT TO FHiEF, RN 5y
D (Fx=0.18 , 0.18). BH AL poor ThH o7z, &
Wi CT COMEAG, REBAODI, ZHTOBRIRME
iLgood THh - 7= (%£«=0.71,0.79, 0.79).

I CTH ORI, Table 11T 5. MHCT
% TUIP & NSIP O TEMLIZEN & - 7= DITER

@ﬁf%ot(p—oow) J“f_f'ﬁ ZWr A3 UIP T B IE
{iJ [ENSIP X U & EBALIZ —RHEIRTHo -
(p=0.047). CT pattern {Z¢Z UIP 3: NSIP THEAL 7218
o, TOHTARERERSIIELND
pattern T - 72738, J7BE 2 W UIP,NSIP O 4E {71 % fif]

B BT & DxtLL

#1 Findings of Extracted Images

Pathological | Pathological P value
UIP (n=54) NSIP (n= 27)
Air-space consolidation 17 10 0.63
Ground-glass attenuation | 50 27 0.30
Reticular opacity 48 17 0.009
Microcyst 19 5 0.20
Traction bronchiectasis 39 22 0.42
Hoomgeos w5
Abrupt finding 16 6 0.78
CT pattern 0.29
Normal 3 0
Ground-glass 34 22
Coarse reticular 9 2
Consolidation 8 3
Honeycombing 0 0
Radiological diagnosis
UIP 31 22 0.047
NSIP 23 5
#F 2 Findings of Whole Lung CT
Pathological | Pathological
UIP (1225 _| NSIP (e 10) | P VU
Honeycombing 14 1 0.022
CT pattern
Ground-glass 8 5 0.133
Coarse reticular 12 1
Consolidation 4
Honeycombing 1 0
Distribution
Lower 21 8 1
Peripheral 22 4 0.007
Peribronchovascular 2 5 0.012
foemes w1
Radiological diagnosis 0.001
UIP 20 1
NSIP 5 9

Hf, BB A B Zepattern TH DIEFNT 22> 7.
HHCTHN L DOZE L REZWNIARICHEEL T
V7= (p=0.047)

AIOCTHRIZIR2ICEH L THH. BHE
(p 0.022), FFEENL 72 4370 (p=0.007), [ & L& 1T

> 7534 (p=0. 012) RE— 72 EN5 (p=0.001) & 2K
E(p=0.00) HEITREEZKr O LB LTz,

%Haﬁcﬂ%&mttﬁzf“ , 13 BlixsEeic—%L,
15 BZERS RN —B L, THIERERICR—ETH-
72 (F3). — BT HIIEMCT T E&FIUIP & 2K
ENT-(Fe). ETH—KLUIEFNL, 5 BB HEZ
Wi UIP , 828 FRERRZWINSIP ThH - 7. FHBIIC
L CWRERNE, 13EIFEARZEUIP TH Y,
22 EZWINSIP Th o 72,
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#F 3 Comparison between whole lung radiological diagnosis and
concordance of extracted images.

All Partially Not P val
concordant | concordant | concordant value
Radiological UIP 4 10 7
. y 0.008
Radiological NSIP 9 5 0

g4 Comparison between pathological diagnosis and concordance of
extracted images.

Al Partially Not P value

concordant | concordant | concordant
Pathological UIP 5 13 7 0.003
Pathological NSIP | 8 2 0 )

% %

ERAREIIZIE, UIP (INSIP & ORI F S Tid/e <,
JRERZWHZ L A UIP I LiE L IXE £ TIINSIP & 2
WrEivb (2, 4, 5, 7, 10-12). UIP & NSIP #8514 5%
=iz, FHENZEHEAVCTEN Tho LT 5%
FbH D (13-16). JARII A, BEBBZEFETH
JREETH UIP & NSIPOZEHII— A LT &
MUIELIETH B (24, 10, 17-19). AT, HEME
FICHERITEND LGS & ICRBEBRNR2 S
Z &b HD. Flaherty b DA L, IPFORE
D26% THEFIZ R > T-RERZIE RS 509 9).
S EDORF T 2465 361 (12.5%) TEEIZR2 D
RREZW GO, ERICTHEHRIS LIRS
Wi 2345 & 4172 D X pathological UIP (2241 10451 72
U™ U radiological UIP (229 1341) D & & 356 & C
# 7. Radiological 72\ L pathological UIP I
SN/CTER THENSIPE BRI END Z LB E o7z,
Z ODdiscrepancy (ZUIPOCTEROEE X2 L B (2, 5).
—77, pathological NSIP THEEEIZE R 22 H 135
BID DT 7o T (10HIHF 24]). ZiiE, NSIP
DCTRTAIFUIP L RN TEEINZ LN &IT X
5.

SEIOHEF T, BERZEESFEE L OROP
WrOFEBEME X Ty o T2 1 DITIZE R R 50 & o
=HHRED, MECTB TR P Anwo ik’ 2
DRI, EGZKIEITHHEG O I REN R
Db L. SRR TEEFR O BRMEN
RERZELEFNERMNT TS, 3FREOMEIT
FHCT TR UIPIEH— 72 6 D (n=31, 57%) & R —
b D (n=23, 43%) BIEIF L THoDICn L
NSIPiHIFIFHE —ThH 72 n=22,81% )2 & ThH 5.

AFFIIZN L 2 ORAERH S, T —2BIT
Z O3 T retrospective study THDZ & THDH. 2
FERITEFEN D202 & THD. 3FEIISNEH
AR o7-728, HBEFNREZEENTND
TEThD. miEITHIHEG A EREICREEAR % K
WL TORWATEEMERH D Z & Th b,

fiem & LT, SRR AEREALIZ 0 IS 3 2 ERAL
CT#&IFZUIP® 7 23NSIP X ¥ Ii'ﬂ;t%é H 4,
R & b UIP ISR AR B I B D2 T
INDTLNRL.
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T CADM-140 HUAA 51 Hz 18 5 % B 8 RS B PRy =L oD
FRPR, HEAT R

EOME RwE AW I A0 FE ERME
e EES g He B R0 A& RS
AMEORY R e B fokt RIFOFEES

8. HLCADM-140H1{Ki%, ¥Himelanoma differentiation-associated gene 5 (MDAS)FLiEK & & IR T
BN, EEEEEIICHZ &L 72 v B2 & 5 4% (clinically amyopathic dermatomyositis, C-ADM) 8.3 @
miEF CRE SNZHREENTRAETHY, KEHREEMEEMERICETLTRRARE LE
ET 5. Fox 13HCADM- 140 G E O K & 77 7% BEE B AT B D ER IR 15 & & 55 A HE CT(high-
resolution computed tomography, HRCT)E{&DH A AL MNZL L9 & LTz,

5 1 2005-2009 4517 FED RS2 1E S B RHB B TR (R A 2 B R E MR B L 2l a7
251 & 1% RIS L7, MiET OF CADM-140 Fiik i3 £ B CHIRRHICHEIE Uiz, TE5AT
OHRCT B AT RIZEFTR & FOSMICE S THEIN, FUAGER & EERICBWTERR
f& & B AT LA g LT,

FER: R G BRI E IR R 25 B D 5 B, 12 B4 CADM-140HTIR M, 13 B2 TH -
7=. HRCT @& RITHIEGHERE L A CHRICE R 272 (P < 0.01). HURBGMERE TI3 FibE
DB - RV HTRENRI = G00%BLCT U FLRARYHTAERE -2 (33.3%) 13
REZEHOEN, FURBERCIE THEMOMERE RZ - BNE R 5N (69.2%). EFoHT
TiX, HiKBHEEOFENIEEICRR TH o728 (P <0.01), C-ADMEELFIEC-ADMBETHEE R
EXR o= (P=031). THEMORMEEY AVHITAE AR -V BIWT VELRAVTT
R NE — I THABEORRE F — v BLOZEOMO Y — 2 LT, BREICTHEEAR
BTHhoT2(P=0.04).

i

THEMOBEE  AVTTRAERZ - RBLOT U F LR AN H T RE/NE— 3HCADM-
140 HUARBEE O R 5 & BE B MR BICASIO T H v, BUERL KB RE MR RIZB N T
PLCADM-14051{E & L LICTHRAR L EET 5.

SERFEZH M BRI RENR, Vel

F—3 g ER

2 RUER R SR I R R R A A R

TR R AR B o - BBIRR A
TR F R A SRR AR D W

TR RN SR FER P 2 MR Al 1 2
TR TR T RS/ R T v S —
COEAMERREBICE S AR AR OE
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Clinical and radiological features of interstitial lung disease in
dermatomyositis with anti-CADM-140 antibody

Tomohiro Handa, MD, PhD"?, Kiminobu Tanizawa, MD', Ran Nakashima, MD, PhD?,
Takeshi Kubo, MD, PhD*, Yuji Hosono, MD?, Kizuku Watanabe, MD',
Kensaku Aihara, MD’, Toru Oga, MD, PhD®, Kazuo Chin, MD, PhD?,
Sonoko Nagai, MD, PhD*, Tsuneyo Mimori, MD, PhD® and Michiaki Mishima, MD, PhD’

'Department of Respiratory Medicine, Graduate School of Medicine, Kyoto University, Kyoto, Japan
*Department of Rehabilitation Medicine, Kyoto University Hospital, Kyoto, Japan
*Department of Rheumatology and Clinical Immunology, Graduate School of Medicine, Kyoto University, Kyoto, Japan
*Department of Diagnostic Imaging and Nuclear Medicine Graduate School of Medicine, Kyoto University, Kyoto, Japan
ging o1 i
*Department of Respiratory Care and Sleep Control Medicine, Graduate School of Medicine, Kyoto University, Kyoto, Japan
Y
*Kyoto Central Clinic/Clinical Research Center, Kyoto, Japan

Background: Anti-CADM-140 antibody (anti-CADM-140), also referred to as anti-melanoma
differentiation-associated gene 5 (MDAS) antibody, is a myositis-specific antibody identified in the sera
of patients with clinically amyopathic dermatomyositis (C-ADM) and is associated with a worse prognosis
in dermatomyositis-associated interstitial lung disease (DM-ILD). We sought to determine high-resolution
computed tomography (HRCT) features of DM-ILD with anti-CADM-140.

Methods: Twenty-five patients newly diagnosed with DM-ILD at Kyoto University Hospital between 2005
and 2009 were retrospectively reviewed. Serum anti-CADM-140 was measured in all patients at their first
visit. Chest HRCT images taken prior to treatment were classified based on the dominant findings and
their distribution. Clinical and radiological features were compared between patients with and without the
antibody.

Results: Of 25 DM-ILD patients, 12 were positive and 13 were negative for anti-CADM-140. HRCT
patterns differed significantly between anti-CADM-140-positive and -negative patients (P < 0.01). Lower
consolidation or ground-glass attenuation (GGA) pattern (50.0%) and random GGA pattern (33.3%) were
the predominant patterns in anti-CADM-140-positive cases, while lower reticulation pattern (69.2%) was
frequently seen in anti-CADM-140-negative cases. Survival analysis revealed a significantly worse prognosis
in anti-CADM-140-positive patients (P < 0.01), but no significant difference between C-ADM and non-C-
ADM patients (P =0.31). Lower consolidation or GGA and random GGA patterns were also associated with
a worse prognosis, compared to lower reticulation pattern and others (P = 0.04).

Conclusions: L.ower consolidation or GGA pattern and random GGA pattern were characteristic of anti-
CADM-140-positive DM-ILD and were associated with a worse prognosis in DM-ILD, as well as anti-
CADM-140.
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BUBHIC

& ME R BB (interstitial lung disease, ILD) {32 %
4% (polymyositis, PM) 43 & OV J& 77 2% (dermatomyositis,
DM) D 5-65% I A b1, 2], AERTHERTTH
B1). ZHMHR /PG o5 B8 [H At B (PM/
DM-ILD) I3 28 L BHANC KA T 5 [3]. Ak
B L5 MRk G H R BEME MR BT LT L
IEREICHEST L TIRRIREUE Th 0 BIERREIRIC
£ 5[3].

ZRMORBLCEEHRITE -, HRFFRATUE
(myositis-specific antibodies, MSAs) & FFiZh 5, %%
FER | K ERR R IR R 2 IR O D B EHiiA
WX o> THLEM-SIT 55 [4]. $LCADM-140 Hiik
132005 FITHERE BT X o TR R R 2 bR
VR & 75 4% (clinically amyopathic dermatomyositis,
C-ADM) D BH MiFIZB W TRIE SN HAFERD
PiE <& 5 [5). HLCADM-140 Hi{K interferon (IFN)
induced with helicase C domain protein 1/melanoma
differentiation-associated gene 5 (IFIHI/MDAS) % 583
L[6], TN ZHFIMDASHLE L LIS [7]. T
CADM-140 FiiR 1T B RS #h 2% |2 Re A C RN O B8
R PEEE MRS L EETS6, 7). ZThbHD
ERMLTFHEIENS L DI, FiCADM-M0HEZ
#1 aminoacyl-tRNA synthetase (ARS) Hiff & Ehg LT,
B & A R B E M R B BE LBV TTPHRARE
HETLZENREINTND (7). ), SR
AT O B i ok B R E MR R R L R 7 D i
FTREZETDHZENRENTVWS[3]. £ZTH~
EEHAEEMEERERBRE ISV TH
CADM-140 Gk O EITEG AT B LU 4Em Tk &
MET 5, »OREE T,

AEFZFE D B #9135 CADM-140 F1 R B R 8 75 4%
R R A R AR D ERBR 8 35 K OV 40 R RE CT(high-
resolfution computed tomography, HRCT) &5 D &K
EFREOLMITAIETHA. Ba LB REER
B F R BB 38 ) THL CADM-140 LR PE ] & 12
MBI OEER B3 L O'HRCT Bifg D8 A Lk L, #1
CADM-1405i{E & HRCT /R % — U B L MM TH O
BEZRRET LT,

HL CADM-140 HUik[EE R B A BEME AR B ORKR, E&HTR

&

BE

%t 8213 2005-2009 4518 FHR K B R I B B
TREBHREBEIESNZ2BETHD. REHE
{3 Bohan & Peter DZUWTEL L F V- TRMWr L 72 [8].
BRI THRE LD RV ENH R (C-ADM) X, BE
WICHE- T, BEVPEMGRICHFEN2KLEER
LanbBHERER &2y, s LFZLL, »
SIfiE 7 V7 F = - ¥F—=¥ (creatinine kinase,
CK) 2 FRiB%E U300 IULEKRBTHS & &I
U LIZ[S, 6]. IEEMED & B BB A OfE
AHARR (connective tissue disease, CTD) &/ ff L
TWVWBIEFSLYFE~OBNMANZ ANV FarTod
R o2& & 50 mE G Al TR S T T EH)
RS L, T b DGR LI RBEHR32
H D % B, HRCTIZE-SWT 254 (78.1%) THIE
MR BSHERE S Tm. AR KSR
R RS L IXRREEBALENE 1 A RE
NBLOI3AMD ) BICHEREAREEF4E L0 L
L7z,

2RE DD MERERBICSESL > TERICL DA
VI —L K arty b S AERITRE KR
ZEZMMBRREEOCRBEEZES CTOARES
7.

ERER 8 O FE AT

BEERIIZEEN OB FHAICNE Lz, 28
FIXBREANC A2 240V UFEILE-T
FMHENTEY, V2HICmERELZ Sh Tz,
KA BETIRR AR SN FRIC K SR
BERE DL SNTED 9], BIRMET A58 HIT
b T e, MERMERERE O THEIZELSR O BAA
AT 5 FHEIED & RO 7Z[10].

o RUEDIIE

MEREIT R IHEAERIC S b AR R BRI L
7. HREEREOREIIBERO L BY, HLARSHUE
(Z B U TIXRNA /& I 5 (RNA-immunoprecipitation,
RNA-IPP), HFLCADM-140H{AICEE L TITE B A&
WBEYE (protein-immunoprecipitation, P-IPP) & Hv»
THIFELZ[6]. BEZH CADM-140 kD H &
IZ KD, HiCADM-140HUIKRGYERE & B2 MERE IC 088
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