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Pirfenidone DX %, WUk R 4 54212 L CREAH
L7 A, VCESP-DIFAEBEAER R > TEL,
BREEWKREHEET B2 6N, FITSP-DIT,
HREREDE T, 2FkE L. 4R, Wi,
JREFHNZUIP & W L7ERI 2 R & L, B
FRBIIZ (X5 FZ JE, undifferentiated connective tissue
disease: UCTD & 2 &N BEICE W TH HRIE
ROBEEZRDTBY, £ 6DEFDVC 241
EROWTHEL T2 & LY, IPF/UIP LA O
BHEMRIZEBWTHRND DTSR SN
7o, BIFARR T, HERNBECBREFIZRBWTEH
WEBEDS RSN, BREIZEBWL T, &580
D %VCH 70% Kl D EFERL, BEENOEFTH
HREERSGEL TR, EE, ARERERAWE
B O 5H-R1%VC DFEET63.7% T, VCHLEEIZHK
gL LLEXY, BITHlc WO EER IR
TE, PR EHBETIIMAON D AIEEAEZ XL
Nz, F7z, METIIRL TRV, VCHEAL
LTWAHIZENTYH, BRERITEBESREL=H
ZFHOTWADZ &, pirfenidone 57 L 0 #4551 &
g L TVC DR T BBERICR > T BBIRE N2

Enh, FHEENKE L2 CTHET I &0
HOTEROVNEBEZ LN, BEBOWFEICONT
I, BRIERSUHEL THDEFTHRDTEY, B
FIER B AN B CILEGR S S U7 EFT 14
LD LN & X0, ARIER & EE HAE
B 2 aletEnE 2 b, EFIEIID 20 s, B
B4 20 o0 TCiE, RITRLEZE S, ARE
WEDBIOVCOWRE R DL, VCARLETL
7z B J]1Z pirfenidone D $: 5 A3 BA%A S 4, BHH%IT
VCOWEBELZIRELZHETEY, BRERSVC
DEALD, BEREZ EET OB RVEL LB
2B,

&

i

Pirfenidone D& R4 HRAERIC I DRI LIZ & Z
A, %VC, BRBEEHM 1 7 A H 7= 0 O VCOZELE,
SP-DAMHEMZ - T, BEICKELE. 4E,
HEEROSKEN S QOL N EMR Iz F LI-EF %
# LT, pirfenidone 2’ & Y %< OBEFICEELY 5 X
LILD LD, BRIEROFE AL, BEEEL T
Lo, wtle&bxtsg, B, RHMERC
DN, ERLZBFABULETHLEEZ LN,
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WBEIZ AT B pirfenidon DR RMERFRHERE 12 7229 5
BRI SR DM at

WP DL R A

(A58 ) #R M ITRMERE D TEIREE & L CHUBRMEL 3R pirfenidon(PFD) 2338 Al S AL TEREER THW
N5 LIt SEFL ITYRICHT D RREMBHEOPFDERAGIZFHEL, HEZXOD
BHRAMEICEL TERETo 7.

(5] 4Bzic BV THEERE, FSERAIC R AR & 2 S 7o BRI 6 I (R © 73.5
+83 B a4 A T2 ) IxL, EE, FE5%6 r AN/ T A—F—(VC, LDH, KL6)IZ
B L CHBRRE 21T, BICERRBRE S (AJRCCM 2005;171:1040) & (#1757, X CTIZ X
AEBE, SEEIRIEY R (51 Borg scale) IZ W T H LB AT o 2.

[5ER] LI EORESR & v B ISRMEAE Lo/ L C, #5801, 5% 60 AICB1 5 PFD DZIRIT
VC, LDH, KL-6, CTE % L LB TR 7. LA LI ZOEF OB EAT 5 L WE 14,
R, BAL2BI T o7, £72, HBATOFREEE, KL-6, SP-D DFEMA HI5HEE6 » A D
PEATMT S Z LR TH o7, SHEYNBE LEMNSEHPLELBZIOND.

Effects of Pirfenidone for patients with IPF in our hospital

Yasuhiro Setoguchi and Kouichi Yamaguchi

Idiopathic pulmonary fibrosis (IPF) is a fatal lung disorder without an effective therapy to date. Basic
insight into mechanism of fibroproliferation has been translated into novel investigational agents. In this
environment, a clinical trial using new anti-fibrotic agent, Pirfenidone resulted in a significant reduction in
the rate of decline in vital capacity and a longer extension of progression free survival compared to placebo
group. Based on this result, therapeutic effects of Pirfenidone to IPF patients with grade III severity in a
daily clinical field have been evaluated in disease progression. This study was done in six patients (73.5
+ 8.3 yrs of age; 4males, 2 females) with IPF diagnosis based upon either pathological or radiological
analysis, indication grad Il in Japanese severity score of [IPs. Pharmacological effects were evaluated in the
change of pulmonary function (VC), serum LDH, serum KL-6, serum SP-D, findings in HRCT and Borge
scale in 6-month interval following administration of Pirfenidone, resulting in no significant amelioration in
each parameter. Longitudinal analysis in effects of Pirfenidone resulted in improvement for one case, static
disease for two cases and worsening for two cases. Based upon this result in this study, initial %VC or serum

marker value could not predict therapeutic effects of Pirfenidone.
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ECBHIC

ZIVE THBIRIRHEIED 720> o T2 B 56 M I SR e R
(IPF) DI I & L C TGF-BREEAMHIER 2 F+ %
Pirfenidone 2357E H & 41, I BRI TR CREE
BEBRA SN, ZOfRBRE UCEEENE, M1E
D BE X LT RERBRICB I D FVCIZRB W T
ZORHBRD b, RO CHEAEEL o7z
(1). UL, RHNZL, FEHEOAHEN S IPFORE
PEBERAGMHIEOXI SR L 22 5 BAEE M EL Lo
BEZZFERAINTHWDIONBRTHS. Dk
5 7RI & B 2 24 BE C Pirfenidone #5247 > T\
D BEIEE MEL EDREFIZ OV TERE#6 » A
BT DFE & DERIREY/ ST A —Z 2O TR Z HE
L.72.

MR EFTE

XEUT, EIR, HERFEHICIPE LBk S, 1A

*1

H BJIZ Pirfenidone % % 5- X L7 J& A= 95844 WF 42 BE
KERE S EILE D B4 4, k24 OF 64 (FEilh
73.5 £ 8.37% ) & MR A FRERAIE B 12 oW THRIERT
%6 r HOEALZ At Uiz, BRIRIEE 1L, FRUR NS
JE£& L TMRC, MEHHERE (%2 VC, DLco), 6
53 R ATIRE iR B S FD BE (Sp02), /A A~ — 1 —H%

% (KL-6, SP-D), Mg Biffi CT(HRCT), A& %
Dt&t.it,@k&%®%@,Fﬁ%&%g

PERfiZe W S IBROFE & | B OB RH
EHRME(RDESEBIC L.

R

i B E B O ¥ FE Al o> WY IR B MRC 1%, 3.2,
%VC, %DLco X, L E 4 68.7+ 15.1%( & /ME
39.8%), 60.6 = 22.2%( fx/IME 30.7%), KL-6, SP-D i,
ZNZEH 1401 +923.8U/ml, 353.3 = 321.5U/ml Tdh -
Te. %56 r At OZEE, B EIZEERE(T
RS OO, PR REERE, FEREERE, A A~ — T —

BE (UTOIFEBR2EBEHE-THE)

1| SR DERE AR ISP SR (R

N

ERFT R OWE  MEXIRSELEHRCT TOIEE DR

W

HIREREDHE (LU FD21EH LIE)

TLCELLMEVCD 10% L. L DB (HL E200mLLL EDEhE)

Dlco® 15% LA £ D& (3L ME3mL/4/ mmHg Ll E ek )

EFAFHRFEOBRIAFEI%L L, K1V EPa02 4mmHgll DB ERMKXERE

E(UTO3IEE P2IEH L LE#-915E) (6 A %IC5HE)

TLCELMEVC D 10%kiH Bl E200mLEk R

Dico®15%FKiE =L E3mL/A/mmHgk i

BB OBREAFEAI%RME., B [EPa02 4mmHgskiH

=

E(UTOIEE 2B UL EE-TI5E) (64 B %IZ5FHTE)

FERDEAL 5 PRORERSE, BLL M LR

ERFTROBL: (BB DOET) U LS 0 E %%

o= gl =y

MFIRAERED BIL (LA FO2IEA L)

TLCELLMEVCD 10% LA LD FEAE (L ME200mLEL EDE1L)

Dico®15% LA E D FEAL (FME3mL/S/mmHg Ll E D EAL)

EAFHBREOBRMAAMEI%L L, BV EPa02 4mmHgLl LD EL

HOREF R PR 2R EL

© VR AR I BT D B AR A

B BRSEHE
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DOZEAIE, RUIRTLICHKEFEELR LB D1,
ZEI, BA26lL 2oz, IPFOBEFIIR2D
SEG] 1(R 1), BALGIE, K2 OMERI2 & 5(X2) TH 5.
JEF 212 >W TliE, K1 Amxd & 5 ITVCH
240ml(12%) #/0, DLco (%£0.71ml/min /mmHg (4.2%)
HEhn, PR R EEEE & MRC3 20 5 2~ & HEMEN & 7R
L7z. MmiEHFDOKL-6, SP-DH3FE LW EEL R L.

WRZIZHT B pirfenidon O FFFEMEMFBRMETE I 72V N3 2 BRIRZH R ORRET

iE 51 5 O BAGE Bl 1X, K2R T & 5 ICTVCH
140ml(5%) 3>, DLco 23 3.32ml (23%) Wb & Lo L,
WE0% R #ERE & MRC 32264~ B Lz, MiET
KL-6, SP-D H#8hn LE LM &R L. JERI2 D
{BLFEGIE, VCA3370ml (13%) KT L, MRk A EEREE
H MRC4 Lt E R o7z, L, Mg+ KL-6,
SP-DITWVF b LekEEMmEZ R L. ZEH

REEH (62 FBiE)

vC 1.95 > 2.19 +0.24 (12%)
DLco 7.26 > 7.97 +0.31 (4.2%)
MRC 332
KL-6 3240 > 1365 - 1875
SP-D 975 > 736 239

Before

1 : deEEp

ELEHI (677 HiE)

Ve 2.78 > 2.64 - 0.14 (5%)
DLco 14.41 > 11.09 - 3.32 (23%)
MRC 334
KL-6 1080 > 1140 +60
SP-D 267 > 281 +14

— e
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2010 FEOE AVERIZ BIZ BT 2 388

2
wm| MG e Dico | KL-6 | SP-D | MRC
%VC

1 | 687 | +0.24(12%) | +0.31(42%) | -1875 | -239 32
2 39.8 -0.37(13%) -63 -114 44
3 | 719 | +0.02(1%) | +0.94(11.5%) | -299 91 33
4 | 822 | +014(5%) | +1.23(14%) | 352 0 32
5 79.2 -0.14(5%) -3.32(23%) -164 18 3—4
6 70.2 -0.02(1%) 32 14 3—3

& LT2JERI3, 4, 6102 TIE, HBFIZIER3, 4 Tl
DLcoid, 10%LL EDeEE R LA, VC, B/,
FEOR R EERE 13 e < RTERI & LT2 (3R 2).

£ %

Pirfenidone M I FREE R EER TI1X, e o=
29 r HEOMIEEVCICEEREZRDI-Z L
BE SN, £28x8< %Imﬂﬁmﬁﬁgﬁ_
WTHEEBETHER AL F > TVCOE T OHMH

BRBOLNI I ERREINTNS (). SE%EF
12k T Pirfenidone TYRE BTN 7 6 EFIZ DU
THRIE6 A B OMBERERE % H.0ICCTHE, M
{E~—H—KL-6, SP-D, BERIEIRIZDOV TN
B MRC TR E-AI & DB 2T 128, M
WIAIRRAT TV T O RT XA — 4 2 L s THLAEER
WEIIR O R > 7208, @R T, %E 15,
AL D EED > T 2 FESEFISREF], BACER & 7~ 7=,
BAVIEBI O 1F11E, BEREATOVC H40% TH Y
DLco%){ElJmf%rt,cu\ IETHEHEESETHIUING

VICHYT2EF THHI-0MREL DD, E
E‘?E“C“Z!béd);b\% LitZel. LasL, BEYpEFHi L7~
%5*%:01»(1 BEIRHERTO VCIE, 79.2%
EIRITEFIZEL, £7-%DLeo b 60.7% Th-7-.
—JeEFITIE, VC I, 68.7%, DLcolZ, 41.4% &
EALGEM L D b HEEEITEL, 72, MIEKL-6,
SP-D DAEIZ 2T b BB D 57 A3 /) < R A 2%

ELTOFEEMEL®WI ERHERIESND. ZNET
IPF O FHRCFIRDERK F 2OV T, £< O
EBFLELTWDQ). THEBELSEE T A—
% & LTiE, FVC, TLC, DLco, BAFAL DR T35 1F
BALTWBED, K TFOREIZSOWTIE—EDRMET
TTWZ2RW, S BEIOREFHZ I CEALER] & #E
i % th#E U T A 5 & Pirfenidon #¢ 5- §ij 0> FEIY HE E,
MIGFFRIRA, BRI LHRTH 2 E TO R
LT A5 EWENHHRINDG T A—FEHFL TN
EBI RSB EZ T LD 2 HDORER 2> TS, &
DAL, SEIOKRETZT TR SR Th
RIREDEM AFERD 5TV 5. Pirfenidon 125t 5
responder, non-responder @ I, FIZZEF LD
IZIERDFEALCIRIROERIZE D B /T A —Z 720
TEHRETEY, SREBREFHN, EPFH~—H—
ERFETHLELH D000 L,

BEXH

1) Taniguchi H, Ebina M, Kondoh Y, et al.
Pirfenidone in pulmonary fibrosis. Eur Respir J 2010,
35:821-829.

2)  American thoracic society. Idiopathic pulmonary
fibrosis: diagnosis and treatment. International
consensus statement. Am J Respir Crit Care Med
2000, 161:646-664.
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Jifi##e5E & Endothelial-mesenchymal transition(Endothelial-MT) % /> L 7= IfiL & P9 B2 it SR At 254018 D T REME

Hili SR HENE & Endothelial-mesenchymal transition(Endothelial-MT)
%41 U 7= 048 PR EE SR i #AE S il i o T se e

4 BB R A KA I o R SR I 2 N Y
BA EM AR MR KRB

1 R R4 97 (idiopathic pulmonary fibrosis; IPF) %, fibroblastic foci DWEEFHIFFEE AT 5.
AR 251 30T A ARAESE R I AR Y €7 U v 7, MBSt~ b U v 7 AO@mEIERE, £ LT
i ERz & O EA/ER 2 E CHEAREZE S LEX LR TWD. T, RELRETEERZ
FHE A R TR O Tz, B BEH kX0 epithelial — mesenchymal transition(EMT) % 4T L 7= |k
BBl R OBHEFMAREE SN, Bx L, BHLRE TEERRBA 2R TR
DT, B HUINIE N R R SR O BHESF I OTFEA FE Lz, £z, MBI
$1F % Endothelial-mesenchymal transition (Endothelial-MT) @ process (Z Ras D& MEAL & TGF pd 4k
FENEETHAZELHALMNC L. B Ras DIEMAL & TGFRO HFK I T 2DDDD
D D #1775 Endothelial-MT % /> U 7z 1L PN B2 AR i Skt 3 MRE O Rl ST & s L B BRAEILAR A
DA D TRFEIE ORI 72 5 AletE 2R L7z,

Lung fibrosis and possible existence of endothelial-derived lung
fibroblasts through endothelial-mesenchymal transition

Naozumi Hashimoto, Kazuyoshi Imaizumi, and Yoshinori Hasegawa

Department of Respiratory Medicine,
Nagoya University Graduate School of Medicine, Japan

The pathological hallmark lesions in idiopathic pulmonary fibrosis (IPF) are the fibroblastic foci, in
which fibroblasts are thought to be involved as key mediators of matrix deposition. Accumulating evidences
indicate that some of the heterogeneous fibroblasts in fibrosis may be derived from bone marrow and in part
from epithelial cells through epithelial-mesenchymal transition (EMT). Although comprehensive knowledge
of the fibroblast origin should lead to new therapeutic strategy for IPF, it has not fully been established. Our
study suggested that endothelial cells may give rise to some population of the lung fibroblast population
through an endothelial-mesenchymal transition process comparable to that seen in EMT. The underlying
mechanism might be suggested by the findings that combined treatment with activated Ras and TGFf could
cause endothelial-mesenchymal transition (Endothelial-MT) in endothelial cells. We also suggested that
early regulation of Ras signaling and TGFp signaling might be involved in the inhibition of Endothelial-
MT.

- 131 -



2010 FEE O E AMERIZR BIZBE 3 2 BEADF %

2l
ligas OFRMEAE LT, 1BPERT - Wifer 7o REEITLEV VR

HESFARR OHETE & MRSt~ b U > 7 AOBRIPEA %
2L, BHEARELEOTTRRROREL LTHE
R E N TWVS. L LRAT A REET
RIEEDIEFNRITRD LT, ITEREERRE
L OFE ORRHEACRTE A IR ~D B 5 O fEIR 3 5 4 &
o TW5D (1) BEFMEEDODL > TH 2 FeRiE
VMR R B 22 R IR DS HE L STV 2R W R
PRI KB T 5. Z OFEBORB MR &
UC, 2 LUVERMESEHIIE O HE5E & A7 o fif B fE ik
DOHAZELZ LT LTSN N v 7 2D L iEE)
M & R TR TE AT R C & 2 fibroblast foci 233517
b, HMEFMIIIHE o EE LMt~ K
Vw7 ZEAME SRTWAEN, %< ORBHC
BOWTEEMEEZRLTWS, 9 L=, s EIE
ke L CEREHEERMESFMEOFEISE SR
(2), MPVEIR R & UC b Mifa b Bz B Sl fiae 2 5m
FOFELEEINT B). ZNHDOHENSHD
UNREALIZ I T & F & F 20 A AN HAk 2/ 1
b - BT D RREMS RIS TS, 2o
L ITHRMEF IR ORIR A B 5T 5 Z & 1L MRRHEE
DI HERR B~ D AR & RRHEIE ~ O FF SR 20 1R IR 1A
DBAFEITX L TRWICTRBICED L DI D & B 2
LNTETWD, Fald, M&NEAASAINE
PRAEFMREFE LG8 el Lz, £z,
Endothelia-MT 18 %2 (2 3517 % iE 141k Ras signal & TGF
B signal DB & A FRFT L7-.

Bk

1) $0/0N M58 PN B ARG 28 B 25 M i oo 37 7 72 e IR
TH 2D REMAZRET 572912, Cre-loxP system %
W72 & B B SR AR A LacZ B Hl~ 7 A &
HAWTT LA <A 22 (BLM) 358 i i feE = 5 L
ZAERL L7z, 2) & NS MST & X OE A
Ras 3 AR MS1 #E(SVR)IZ %3 % TGFPDOEh 5B %
fREt L7z, 3) SVRI L U'Endothelial-MT 23585% L 7=
#iAe (complete Endothelial-MT cells; cEMT cells) | Z5%f
L T Ras ® inhibitor T& % FTI277 D HNHILh R & ka5t
L.

w &

1) IMEAR BB RFRO LacZRBT I XCH T

% BLMZFEMEEET )V

BLM # 5.+ 7 2 fifi COIE B IR ML AL TH K
D X-gal GHERMIBLOTFEDNHER S, FREE(LERALD
HRAE ARG O — B A3 M55 N K MR R 3k T b 5 FTHREME
MRHR Sz, BLMFE R ARMEE £ 7 L TR
MENEHRREFHIEORBR A2 BT 5720
(2, 0 A HARHESF MR A BN L, RS
~ U A GRS U 72 BREE SRR D 22 N2 3.1% D
X-gal GHEMBS D FEAHER S48, BLM S~
T Affi7» SRESE U 7o BAE SRR T, 16.2% 0 X-gal
B O FENPHE SN, 2 5BLM#BE
X-gal B PEBRAE MR D 5 B, 85.2% 28 Coll 4%/ o
-SMA [2PERRHE SRR DO R BLEL % | 14.8% 73 Coll Bt
/a-SMA [ PERRAE AR (AH#RAMEZE M ) DR BAL %
RLTz.

2) IME A R MBS MS1 & & UEME! Ras B A HifR
SVRIZX T 5 TGFpDZIE

178 PN B HRE AR MST ISR 5 = IR 7 TGF pELi
DRI I T N B B~ — B — OFEER 30
FlEnD0, ZOREREIZL Y ZORHEL LR
HRERT D L ~)LIZ[E1E U7z (scattering). — 5, &M
A Ras(+) Il %8 PN R I TGE BRI K v M A
B R~ — 0 — 3T 20, fBOBRECL-
T B INH X FEE L 72 (Endothelial-MT). &£
Ras DFBIZ) b 6T TGFBORIKIZ L v HER
AR RAERAORBTFE SN,

3)Ras DEMAL S 7 F )V D Endothelia-MT N\ D E
HIES O

Ras DIEM:AL > 27 /L @ Endothelia-MT ~ 0 [EL{Z
72 B 5 & T A 7= 912, Ras OF5 A inhibitor T
HDHFTRTT 2 AWT, &N ROERTEA
DRI FAM L7z, FTI27742 L 5 Ras OHHI%h B 13,
TGFBIZ £ 0 #5382 M Py R M R R e B A
DFRBBIIH 2R L7208, cEMT cells iXFTI277 D5
[ZBWT H - L 72T i A R e R %
BRMORFATOREIE 2RO b o7,
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fifi##ESE & Endothelial-mesenchymal transition(Endothelial-MT) % 71 U 7 fin 8 P9 B £ S Fit R HESE ARG 0> T REME

EX -

B BEHE AR IR OB 5 & &b ITHHE LR EIC
BT DBRMESFEMIL O BRI OV TRETTH5H T
(2), BxixmEAEMIERRRLacZEI~ Y A
%t L Cin vivo BLM FBERBRHEET T V2B L T
18 PR B2 Al R SRR ME IR O R E 21TV RE LTz
@). TNHLORFTOFT, BHEILHEDERIC
EMT %41 L 7= SR SF iR ~ DR s N EH B —
Rz > TWBEWIHREBT. invitro DERRIZ
¥\ T % Endothelial-MT process |2, &M/t Ras &
TGFPpO{FE N EETHDLZ 2R LT 4.
Endothelial-MT OB fRIZ BT, {EiE{L Ras M E B
FINCBE S50 E ) hERFTTH720I1T, RasD
inihibitor T % FTI277 %& F\ T I P9 B0 A e S
HOFE BRI A ZF4f L 7=. Thiery 5(Z X % review THIR
ESHhTW3 X 5T (5), Ras DEHEMLINHENIC X 5 M
HEARMEERNERRA~OHEIL, B L EHE
{ERas D FFET 7 FMTHIRFEL TWD Z & M HEH]
Ehiz. £7-, FTR77IC X BiEM{ERas D> 7
PENE, TGFPRIMIC L » THE S 5 ME N KM
Mo BREGRBAMENIZ L TR ER I R
72, ZDOZ &I, &M tRas & TGFBOME S DL 7
F /L #14E173 Endothelial-MT % 7 L 72 $RHESE AR R D fit
HEIEICEETH D Z SR ST, BEREV D
LT, FEEERBRTERL « HERF S HLTZ cEMT cells (238
VT, Ras inhibitor i3 FFAM L 723~ T o 1 4 45 B HY
FHAUORHEEHREZRO o7, ZHHOH
BiZ, BHOPDGFREOME N T VA~A v 5
EIRMEEICE DI Th o REEZXFTHLOTH
EEZHND (6). IPFOBRBHRIZBWVT,
fibroblastic foci ® F.LMIFRD B MLE R DRSS & Z D
JA B o i B BEFE AT USRI XN TV D (7, 8). ZD
1.4 4% 5 0D heterogeneity |3 HRHE(LRE TOF A ME
~ORIEEE MEFAEMHNICLDLEZ DN TND
(7). SEHK~ P ELMRE, BHERE O MER
D55 75 endothelial-MT % A L 72 1L & PN B M D %
HESE B~ DT E 5T X 5 fibrotic foci TORRMELE
MRS RIS RIR L O 5 FTREME RIS STz, filidR
HEALHRZE CEMT 2 3584 5 B L IREE R AT RMF
FETHZELERLERAOHMAE & BT, HHEER
FITITRRAMEACHETE % & 7= & 7 RasTEPEF5 BRI +
PDGF X ON\TGFBOEEANTLHE L TV 5 Z & 0350

LBRTW5, ZRLOB/NREDS EFRICRDOLND
FRAZ 726 LTWAATREMERE 2 b7,

[ gatmAt iE ORFESF RO RIE A RE L, £D5
(LB E OB & RS 5 = & ASHT 72 72 IR ARHERE
BEEBIEOBEERERICRDIILERLTND LS
2bhb.

E )

Jifi BRHESE AR O L IR D Z 4% 1%, ¥FIZ Endothelial-
MT Z A U 72 18 PR B R H SR AR AME S A & s
AL Lz, B oaEis Bl L U0T
NS BRHESF MR O R BB & S MICMEIT T 5 Z L 13,
FRHERE I ZR 0 DN A SR A BT 5 L CREHE
BHRZLTHHEBZ LN, {Bx OFHEE DM
FNZ BT DS OEFROEVEHLMNCT D
T EMNFRRICARNE, ZRENONHRHEE DR REIC
IS U EBMEIBE ISR O FREEZ R LTV
5.

ZEXH

1) Sheppard, D. 2001. Pulmonary fibrosis: a cellular

overreaction or a failure of communication? J Clin
Invest 107:1501-1502.

2) Hashimoto, N., Jin, H., Liu, T., Chensue, S.W., and
Phan, S.H. 2004. Bone marrow-derived progenitor
cells in pulmonary fibrosis. J Clin Invest 113:243-252.

3) Willis, B.C., Liebler, J.M., Luby-Phelps, K.,
Nicholson, A.G., Crandall, E.D., du Bois, RM., and
Borok, Z. 2005. Induction of epithelial-mesenchymal
transition in alveolar epithelial cells by transforming
growth factor-betal: potential role in idiopathic
pulmonary fibrosis. Am J Pathol 166:1321-1332.

4) Hashimoto, N., Phan, S.H., Imaizumi, K., Matsuo,
M., Nakashima, H., Kawabe, T., Shimokata, K., and
Hasegawa, Y. 2010. Endothelial-mesenchymal
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BT, RREETF WA S, ARER,
PRaR ZRRY, bk RS, FUBAHES, HRRUAHES

WK, ARAE (EMKES, KIS T L% —EfY v 4 — 1,
B LR RS, AR R R

WA, s a7 ) g D—5E T 5 IgG4 B EET 2 [gG4 BEHEER ] OMESHRES
NTWA, fEk, BORBEERARLI 7Y v VIFEREDERERZHA THE SILTOVTEER D,
175 1gG4 O L5 L RERFTICET 5 eG4 B EMROERRZE LV 5, HBOREZ O
CERREBICH SN R T, E - MERIRRCEER S TR, BIAVIBSICHREZRD 2
HHHEBRTHLZ L LU L T RBERIC RSV TIE, MM, fRNICRE L X7
FTENMESNTEY, SRITERBFEDOER & 2O P LELEZD.

Respiratory Involvement of 1gG4-related disease

Shoko Matsui', Yuko Waseda?, Hiroshi Yamamoto®, Keishi Kubo?,

Seijiro Minamoto!, Dai Inoue®, Hisao Tonami®, Hisanori Umehara®
b

University of Toyama, *University of Kanazawa, *Shinshu University,
‘Osaka Prefectural Medical Center for Respiratory and Allergic Diseases,
SToyama Prifectural Central Hospital, ‘*Kanazawa Medical University

The aim of this study is to investigate the clinical characteristics of the patients with IgG4-related
respiratory disease. A retrospective study in Toyama, Kanazawa and Sinshu University Hospital was
performed. Thirty-five patients (male 25: female 10) were identified. The patients had multiple sclerosing
diseases at the diagnosis of respiratory disease. Chest CT presented thickening of broncho-vascular bundle,
interlobular thickening, and lymphadenopathy. Mean serum IgG and 1gG4 were 3538 mg/dl and 1142mg/dl,
respectively. Our study suggests that respiratory involvement in IgG4-related disease is not rare, and show

various conditions. A large scale study is required to clarify the feature of IgG4-related respiratory disease.
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A FARER

IgG4 BE R U © FER BRI 25 1L, B itk
FERITAE S #i4E, MikuliczR 2 FE 5 i, SRR ER
ZENOOWE, REEAOIED S ORERE R
TS (K1), RBFZETIEE, HFEBFOREH RE
REEBRAME IR L, IgG4 BEE R B IR0 255
EOMBELHN T 2BET 5.

B. A5G

SIRKZE - BILKZBITE T IgG4 BEE B % 5
DITATERI D 5 B, 1) REBAL OMKRFT R

Interstitial pneumonia
bronchiolitis obliterans
inflammatory pseudotumor
pulmonary nodules

hilar lymphadenopathy
pleural effusion

BE R tRx

inflammatory pseudotumor
mediastinal fibrosis
lymphomatoid granulomatous-like lesion

1 ZHE THE SRR E

1 Bhsz DIEH

VN 1gG4 BEPETS MR /1gG BT B/ i > 40% %
Wz 3, 2) miEIeG - IgG4 BNBES TR Y, MiF
IgG4 > 135mg # {729, 3) Wi{EFT A bR SR 28
BHY, BPJE - Plaf F—L AR LRI TE
2 296 DG ARFT R, BiG AT 7% 1 T ARRICRE L7z,
F72, D23 &ML, 1) OAMIEENRE SR
T DENRFER 661, ERRATROBTHIMZ
7-.

C. & e

RE35 GO FEEJEE 62 7%, Bz BE25HI, 4«
HE10FITHY, BUENEI o=, MRIBHREICH
B LT fhligasi 251, Mikulicz 7 (AR « 36 T R2),
HOREMRER, BR, TERER, %IERRMELE
ERHY, MWREIREIERIL, Zigaslblz> TR
ERAECTHBEBICH 72170, Fififs 2 BEMUE 5]
1Z46ITH -7, MiFIgG, 1gG41IFN T EHR
3493 mg/dL, 138Img/dl TH YV, &Khiz% & b IgG
eG4 1T L bICHEEEZ R LIZ(F

BEEPT RT3, EEiTERRRE, JUE B RO BE,
R, MlahREEtE, FiFmees Y o SElERz &,
SERFTREZRDI(F2). - b0FRIZRA
—IEFIPICEE L TERD bR AEMICH - 7=

Wk ERiE R 2 E5F & L Cokebe L= & ek o £l %
I 5.

AR 1gG IgG4
I fuiEES
EORIEE) | FOFR | emaN-21) BR (mg/dl) | (mgdy
Mikulicz 4
Mikulicz+AIP 2
13 (6) Mikulicz+RFP 1
=il 29 (M23:F6) 60 M11:E2 Mikulicz+Hypophysitis 1 3879 | 1374
(MI1F2) | aip+rFP 2
others 1
( Respiratory 2)
Mikulicz 7
Mkulicz+Kidney 3
. 16 (9) Mikulicz+AIP 1
&5 17 (M10:F7 7 3261 3
i ( e (M10:F6)  |AIP 2 %
AlIP+Hypophysitis 1
( Respiratory 2)
Mikulicz+AIP 3
=, 6 (6) Mikulicz+AIP+RFP 1
L o (M4:F2) Mikulicz+AlP+Hypophisitis 1 3343 T
Mikulicz+AlP+Prostatitis 1
F19/5 62 35 (M25:F10) 3493 1381

AlP: autoimmune pancreatitis
RFP: retroperitoneal fibrosis
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63 &Mk, EFRIL, FEVE, MK RSB O
MEER LTS NT= 0, KA R, M XplZ T

JiF U o REE R Z RO 2720, FHERZERAEZ BT
Z2. MMCTIC TRE 3R L [E X MmE RO
BEx2ED, [REXEHTATIILE ORREZRDE.
Mmi%IgG 2889mg/dl, IgG4 1660mg/dl, K& STHEME
ARRITT, KR TIZSE O 1gG4 MM a0 = %
A= (K2).

Case2( IR KFIER)

65 AV, M RFE R (BOREE) L EBET 5%
Wk EIRICERESBNEI AR, RREITED R L)

R2 : EGAT RO

IgG4 BEELRR M D PPN 2R 2L

LEBZETOD2 ¥ AOMIC—EBIHER L 722, HEED
W7 B A9 CRORESE T AR & M4 T. SRR HH T RAE
BEOFHESHY. ZOBRICLMTRERELERS
N, ZoBRIIEEL Lo, miEleG
3800mg/dl, IgG4 1800mg/dl. #H#kFT R CTiX, AHH
fan¥EE L, JESHIRTOERRY /BRI
IFERER 2588, U Bl bRBD bz, MiaiRiE
D% < H1gGa Ffﬁ‘ﬁﬁ&’gflﬂﬂﬂ'@&) v, 1gG4 BEEHIRR
Bl S KUESE L 2 & vz (K3).

Case3( & U-lj(%f‘fﬂ)

TR, W BARIE R & EFF ISR SR NEL 2 232,
HECTREXMEL LTAT oA FIRALEHZT

Inoue et al.” Fujinaga et al.? &R+ Bl
N 13 25 29
nodular 6 46% 18 72% 3 10%
Bronchial thickening 9 69 14 56 1 59
consolidation 5% he 2 8 1 38
Interlobular thickening 8 62 7 28 9 31
GGO* 12 92 & 14 48
Pleural lesion = 2] i g 1 3
lymphadenopathy 6 46 54/69 78 23 79

* GGO ground glass opacity
1) Inoue et al. Radiology 2009
2) Fujinaga et al. Eur J Radiol 2009

63MmAutE: X5F R -BHR (EMERD)

E2A: 9 CT AREXMEROIEE & REFAEZRD D.
K[EXEATR MEOREL LEORESHY.

C: Sl SO FREE TR S

SRS T D 1gG4 BB MEMIRR 2580 5

= 187 =



2010 FLEOE AMEREBIC B 2 TR ZE

oA NHNIRIBREZIThh - At EE T, N HE. b % =
A THEIZE TARERZRD, FEMOAERICT ) -
[gG4BREI 7V v ViR E B S vz, K& SR IgG4 BIER BT EEDO BHEICZWEE L WD
AT, BE O & 5o 1gG4 B PER IR % NTW5. BEFOEFIMEZEF LIZbOER3IC
MR EE 2 L, 1G4 BIEAE XK DO AR EEENC B S <, EigETR T,

LTSI (X4). HENERTHY, HOREMERROAHRENS
_ CSEBME MEE:
T8 MEREIRE. BEMEER (&RER)
¥ £

B3 A,B: Jfgi5 CT K& M AE ROJLIE & G OBEREY 2580 %
C: eSS Al AERRIC & 2 R ERARAEET R AR 8 A4 & &8 SRS T 3%
W7o ) 2Bk - ARERIRIE & U BN E RO D
D: 28D 1gG4 BT B NI 2 38D 5 .

Nzt XM E5F 1BEZE- 05 (FWUEH)

B4 A: JaECT REZMEROIES 0
B: [UESIHIIT R IR ORIEAZ R 5
C: KUE SR O SR EARARAT 2. B OFRME(L & DB D 1G4 BT B AR 2 585 5
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Mikulicz¥i, H CHRBEMERR R EDIHELSMIEL T
TR - R &I & 0> DIRZE & B8 D m A
Holeh, SHOBHBLETHS.

BREFTRTIX, 1gG - IgG4 & bicmEZEZRT &
NE, KHisk OREFOFEENLIZIER CETH Y,
H &t Bk o 2 Wi 38 1T D HEfE (1gG >
1800mg/dl, IgG4 > 135mg/dl) £ Y 1X % 2N Z & fE T
Holz. WBOEEFNIFRIHRENEL TV D
AIREMEDRE X HiILD.

AT RIL, SEE, [EBEOE, /NERE
BEDRE, REER L, b TEZELRBMENRIHh
TW5. Inoue’, Fujinaga? & D MIHE CT DT HE
RAEK2IRT. Inoue HiE, SABRRIMARICED
FARER 2 BT ER 3B O BB T RORS 21T TR
¥V, Fujinaga H1%, B CAEEMERERNEG] O i ET A
OBFEHREL TS, WH OEBRETROKRIIEX
EFRZ2DN, SEIOFx Ok (BILKF - &R
KRZE)CTORBR L BT 2 &, HHEitRE, JEX
MEFEFOIEE, ffabmiEoinE, i - 6k Y
VoREERIE, 1gG4 BEER B o PRI #7922 (2 ki@
LTRODLEABTEIHRLEADN. £
1G4 PRI 5395 BB CII A RO R ER AT RIZZ L
WZ EnD, EBICEAMKZHIIEELZEZ Hh
i
F- 2O OFRIFREE, BT+ Y o)
BHEKE VD O, MENOSRRFTRD, —iE
BUCIRIET B 2 L B ey o Tz, 1gG4 BIEER
BT, FIRHCSIRERINE % D Z2 MBI SRR D3 R
MDO—>THBHN, 1gGaBHEMFRIFRBIZBWNT

3 1 PR EE S O R

I1gG4 BEES B D FEIR 2R 28

b, FfkEEz LN,

2010 EBIFE, 1gG4BIEEBILELMISNZD
WrELHENS L, A @E D2 > DHFZEBEIC RN\ T,
BEth T B (MIFFHE : 1gG4 BE 2 H LR A O
DWTIE DHEST L IR ITIEOBRRICBET 2R R
FH M —BavEER REEIR, MERBE  BHR
B, 1gG4 B L lEigs V S HEFENER B OWESL DT
DO RFEE HRATSRER KFEHIR).
ZFOWIBIZEBNT, REIAIRIFEEERELN
72 1gG4 B R BB O BE PR 2 Wi L VE SR (FAIRF BT « MR B
ARIR)DHMEEXSIZRT. L ZOF THEHRS
NAMEREFREIK6 DRENTEINTWND. L
2> LRI 2RI 2812 BN TIE, Zen B 23 1gG4/1gG 5
HIRE > 30% % 1G4 B E R B DR M EHE L L Tl
19, Shrestha ® % 10 cells/HPFLL & E#EL LT

RIS M R B RO AU EAESS
WERBHEX. BE. EaCREEREEZEDS.
2) &I EIgGaMmSE (135mg/dILL L) Z5BH B,
3 REFMICLITD2DEEDHD,
®#§§T}§ CEBAY LB, REMEOSE SR
@\gGAlS 172 B MM ;28 - 1564/1gGIS T MRRALE > 40% .
HBWLE >10/HPF

1)+2)+3):HESE 22 B 3% (definite)

1)+3) :#EFEISF (probable)
\ 1)+2) :EEE2E (possible) /
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BEUMEIREZRDH D,
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OEREEEROLEEDH D,

FEBIZ Lo TlEMm BERERZ D,
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AMNEETHD,

6 : 1gG4 BIEE B OBMIIEHER 351 5 IR EHE 2 D fif
(ERTBE - HE /B A R BES362010.11)

N=50
35 RED
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