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Cyclosporin A Combined with Corticosteroids
in the Treatment of Acute Exacerbation of Idiopathic Interstitial pneumonia

Yoshio Ohtani!, Megumi Sawada', Tsuyoshi Umino', Naohiko Inase!
Shuji Miyake', Yasuyuki Yoshizawa!, Yoshio Taguchi?, and Tetsurou Inouc?

1 The Pulmonary Medicine, Tokye Medical and Dental University.
2 Department of respiratory medicine, Tenri Hospiral.

Idiopathic interstitial pneumenia (IIP} is usually a progressive and ultimately a fatal disease, with survival
averaging 4 1o 5 years. Although the disease is chronic in nature, acute exacerbation occurs in some patients with
IIP. Rapidly progressive interstitial pneumonia (RPIP) occurs as a primary disease process or can occur following
dose reduction of steroids in collagen vascular diseases (CVD). These diseases are frequently refractory to treatment
with steroids.

To determine the efficacy of cyciosporin A (CYA) on IIP and CVD, we conducted the retrospective study of
6 patients with acute exacerbation of IIP and 12 patients with RPIP in CVD based on medical charis. And we
examined |7 patients with I[P and 9 patients with CVD who were gradually deteriorating.

CYA was administered following the initiation of steroids and other cytotoxic drugs in the patients with acute
exacerbation of IIP and RPIP in CVD. Four of the 6 patients with acute exacerbation of 1IP and 2 of the 2 patients
with RPIP in RA and 3 of the 10 patients with RPIP in DM have survived. The ratio of PaO2/FiO2 at the initiation
of CYA was significantly different between the survivors and the non survivers(217.5 = 41.5 mmHg vs 82.5 = 15.3
mmHg)} in RPIP in CVD, In the patients with IIP and the patients with CVD who were gradually deteriorating, 4
of the 7 P patients treated with steroids and CYA, 4 of the 8 HP patients treated with CYA, 4 of the 4 CVD patients
treated with steroids and CYA, and 2 of the 2 CVD patients treated with CYA were judged as effective.

CY A seems to be benefical when it is used at an carly stage of RPIP in CVD. CYA without steroids was effective
in the patients with IIP and the patients with CVD who were gradually deteriorating and seems to be benefical in the
patients with old age, diabetes mellitus and osteoporosis. Prospective studies are required to confirm these results

and to determine the most effective treatment regimen,
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Cyclosporin A Combined with Corticosteroids in the Treatment of Acute
Exacerbation of Idiopathic Interstitial Pneumonia

Megumi Sawada, Yoshio Ohtani, Tsuyoshi Umino, Shuji Miyake
Naochiko Inase and Yasuyuki Yoshizawa

The Pulmonary Medicine, Tokyo Medical and Dental University

Although idiopathic interstitial pneumonia (1P} is a slowly progressive disease, acute exacerbation occurs in
some patients with I[P, The treatment for this form of the disease is not established. To assess our 5-year experience
of treatment for acute exacerbation of IPF with Cyclosporin A (CYA) combined with corticosteroids, we reviewed
7 patients with typical clinical features of the disease who were treated with CYA, The clinical course of 6 patients
who were treated without CY A at the affiliated hospitals was also evaluated as a control.  All 6 patients not treated
with CYA died within 15 months after the onset of acute exacerbation. Four of these patients responded well to
steroid pulse therapy, but their condition deteriorated again while tapering the prednisolone dose. Of the 7 patients
treated with CYA, 4 have survived for 52, 36, 12 and 2 menths, respectively; 2 did not respond to pulse therapy
and died within 2 weeks after initiating treatment with CYA. No patient had re-exacerbation while receiving CYA.
The present retrospective study suggests that treatment with CYA resulted in longer survival when compared with
historical series using only corticosteroids. CYA seems to prevent re-exacerbation and help in obtaining a long
survival. Prospective studies are required to confirm these results and to determine the most effective treatment

regimen.



Y99y RIS DN AP g
LA LN ’I Wi 45 00 i i o0 IR SE DI

Ui

Feag M E i (LU 1P EFEAROKETH Y,
A C b BB R SO IR O RIE T A 5.
260 & ZAEERMIC A 70 1 Fo3b AL L EATA S
HTWAHD, FOHRGHEIZIETIOEEE7ECESR
T4,

— 4, UP VIR IR IG A7 & 5 A%, fodl, I8
EIlli 03— T, Cyclosporin A (LUF CYA) U)ﬁi‘)}{ﬁ[]f)“
BLELENE 2, FUPIZowTO PG5 CYA TS

HoErsia oh b F T, MECCIE 1995 £ X
hop o F kg &:fl, BIEREAFOA I*“L’i)l];‘t
CYA Tl L, Ol s LCal. #2074

A F TOMBTORBERMETRETY L & t b2,
SEOTT M a—LOHRERIGRT S,

HEEFE
(118
FGLiE 1995 SELLFE S FEC 1P o0 S ng i b ST S 4L
T2THIT, SWATA T O NI CYA BURIH LT
T S AT, F AWM, MOLERE T oYA B
fEHIEF IR D+ o S A7 Ad I E 6 6 # %
Fa—ik L7,
2R O E
TEREAN A O P L 257 = CiE, D Hugh-Jones Score T
1EE W DL ook "?;, DM ER Lo b 47 B R o e,
@R ILAE ST % © L PaO2/FiO: ratio @ 10% L -9
GEO S5, 2U{E D EOUEaste S E L%
B, 2 1 Bl LA RS o0 BEA A ER © dn Ao ) & AL,
FoMERLEE LA

faR e EE

(CYA JEH S MM _

CYA ZER IO fidT S N7z 6 O g R
FHRIDFY (FD). SRS OmMNIEFEzF AT 1K
i, v iz s ¥ ;\"}f//wlz/\ﬁ'ffiﬁc’)ﬂ Nz b
B SNTn5,

CYAIIRSECTL 6 D wu A 7oA ]~/\)l//\{£¥
iha el L72mMERG#IZ L D L 230 Ty B 9T,
EOFEDAT T A FOPWHRAZ PR, LR *LL
T4, ZO7HERE, 68 4 FaEERME2 »
J1 R\ if]'c F 2o BAT RS 15 HEDNTIEL L7,
CHBTERORET L IHFREFOMNATH D (F2) ¥

ACRIERHRE A IR
* EAAE RS

’ Hugh-Jones score . RUEEBRORAM S
ERMB orrmmaie T

Pa0: CRP %V(C%DLeo
(mmHg) {mgidD (%) (%)

1 75F  [I/Y  PSL7.5 mgiday 56 (Fio, 27%¥2+) nd nd

2 65M IV () 61 02 293 268

3C8TM NIV (-} 4.7 114 nd nd

4 73 1/Id (-} 57 14 77.2 63.7

5 6YM  I/IV () 4%  (24) nd nd

6 6¥M  1/V (-) 42 130 nd nd

®1 ovAa I GMa; ‘“F Wt

IR BIRE BYBED
Eny o RS ot {d R

2HEE rsLsE8 .
= AR R Ry
v BEOBA  (ng/day)

1 WE W 178 30 =, GAERTIEL
2 WE ™) 148 50 =i SARTET
3 g4 +) 1470 30 =, 157ATEL
4 s +) 245 B 30 ®{, SYATET"
5 EE - 6@/ TR
6 Bt - 23AR T

2 CYAIRRLGREOEN

{(2D)CYA L O
AT A FIIA CYA P& S v 7 o i o
BAWR AR (3). N 7-10 AR, 11
13 fr_&ttﬁ THDH. T fsvuahhﬁpti 63.7 £ 3.0 58, S
HAIEI O PaO2/FiO2 ratio i3 252.3 &+ 75.0 &, CYA sy
HRFPOLEE (710 £ 38, PaOyFiO: ratio (2272 +
33.2) ATEAIIRND S Ao /o

F5mE5 Hugh-Jones ISR RORARR
score BAL Ki-6
(RPEEEE) Far CRP %VC%DLeo new.  bm.  (Ufml)
- (mmHg (mgdl (%) (%) (%) (%)

-7 68%M  VVH - 48 1Ll ad nd  nd  nd 1960
8 TIF Vil 41 Fi0:29%00.3 nd nd nd nd nd
9  59F L/ 55 75 69.5 347 22 16 2560

e 59M /Rl 67 44 nd nd 1.6 16.1 452
I S3M 1111 78.2 03 729 556 40 45 nd
12 63/F 11/1V 83 (1502 37%100 nd =nd nd nd 4447
13 67/M H/1v 46 26.1 nd nd 498 41 1445

_ %3 CYM’“;H@‘%’m

CYA BT, T3 mllims LTAT o
1 B2l A AT 4, O 0.5-1.0mglkg/ O
Tl Koo w ARSI S AL — e T
B R N RS BN E A CYA L LS-
2.0mgikgrday, 1442 fo I lJf’“ holbsi, b
F ZAAT 100-150ng/ml FERAZ 2 4 L 5 i S A s,

CYARERSH L CYA RIS I*?& I, Bk b il
TATU A FOSMERC L A2UER e s zf
7o CYA DFEFBG S LR, SRS ORERTIE S’
ICEVEAEAR, MBS L b R Ry LI AR



R85 e RO

OUEE L7223 4), CYA RS CiEATFoOq K
NSO TEBEAO ST WA, CYA 51T
(FIALR S S F, A 704 i e s,
A DS R 52 0 I IZIE 0 i hTdh DLW
Bl 11 Tid CYA DRI A 7 0 FMea s Pl i 4
AR OEALN RO S z708, AF 04 AT

iRl Tdh - 7=, CYA B wuf&f.iduk AT e & A o
oo R U ZOFEFITEAR R, A AR A E A
fitLfze CYA A &, #O 15 & F FBikhis 4
Zl LB LA
. CYAIRGBER warr
Ry et R IO CYAIZH
mp DPORE CwE  euesE ronm T
b e oM {mg/day)
7 =it 1LAR 40 HE 2r AR
B i 38R 45 WE RArB4E
9 [543 3TH 25 WE s2THERE
10 ] 178 50 WE  d6THER
1 & 57 H 30 ME 297ATRET
12 Tz 27 A 4 Bt 20ATETC
13 =ik 28 60 Bt wATRE®C
WCYARSRILRIC BRBETEE
4 CYA SN oN
CYA e 58Em 9 BAER 7, 12, 130 AHITIE, AT

O A NIZL 2 GO 4 Aiesh B3 E 4w L
Elhtah % ;ﬂbﬂmﬁwy)ﬂbMMQWLCYA
ARG S A 7 T, CYA BG5S 3 2 A1)
Wi it i 78 ABTEL, BB L o b A7 o B EL L e X REs
DYEALD R LN, AFO 4 FomitasniEs
L7 L, #EM 12-13 13 CYA IEETE, 1-2 48 & /1o
FOM T COEIEE & Y, CYA OEPEITIE AL IIAIY
DR T -7,

Lk w, R FiM#Ex oy ¢, CYA fif
NETREMOLAEN o Th L 2 ML b h
72 (p<0.05).

—

RHiLEER
.87

o TYA(+)

47
27

CYA ( ) P<0.05

0

50 1 00 150 240
weeks

1 CYA RO L ATl
(3)CYA LD PaO2/FiO- ratio D4
Wi i i i)
55 BRI,
O%M%ﬁiéb

#AL

%<®mw@m%(mnuLL(WA
2 PaOo/FiOn ratio DULHE & 7 L Tw 7o s,

2 PaQ:/FiO> ratio AL L7 12 9

Loz,

SN

WA % Cyclosporin A, HITFIE ST A 72 £ NFIIMEE O A

HAud s 270 K, CYAREOEED

PaO2/FiO: ratio (2 LT 40T H - 7248, b
TEREERE & e R LT (132)
Pa0:z/ FiQ:z ratio
300
400 -~
g
300 —rg
+ -0
200 =11
el ¥
100 - 13
0
SR CYABMER 158 3»A 1228

CYAfERBRE D, 5 O
B2 Cva S PaOyFIO: ratio HE1E

(4)EI{E

CYA 810 &L BRIEN & LTI, 4 8 CIidsts £,
HEWL 1L T AN ANRRD S E Y, BETIECYA
Fe bt F O Tl &, LA L E R kg s X
T4 FORWERO—2THH Y, CYA L ORE
HAHIEF 2 A, 728 0HPITHNES DN,
RO AT A FHBOMHITHERICRO SN GR
RTdhy, @THEEATELCT » Po—bsis,
L, CYA O JIC LIE LSR8 & 7% 2 {HEiEmE
#@%b%h?,b?7%ummmymﬁikﬁff
HER Y CYA SEBEE DN TS EERay R e L E B
TELZLDEELLNY,

(5)CYA, SISHE AT O FEENEEDZ kst min

LN

ATuAf ]*)\)I/?.#ﬁzf’&!i[,bf)&?‘ e A
124 Fodggad, Ak b b B MEMIZEs L1
WELCRD M A7 Lo LI o0 AT CRy e i % ok
FTHNE ALY, _ﬂifmﬂ s %5 CYA FEE
MEEDEMR L WEAL T zfo' mERAEOATD
A PRS- HRIRER G 4 & M LTELITLHRIFL

T H I oed e 9, BINE S L CEFOfRN
WEHE A0 455, SNORHTHE, CYA Off
WS LD Ay a o Mgy S HETe i &) 2088
AT S 7.

F I THAARLL CYA, § HAFOA N
w%kﬁﬂwmﬁ%$%Lng.%mm&ﬁ%$i
IR T b T — i, AF T FoOLAEEY EiE
U7 RERGHGS, R MY EY, i ks S
L Koo il YA o 2179, Zos
CYA it 20mgke/ H 2 W15 75 2 el SRS L, 1
Wr37wﬁéﬂﬁﬂttrwamt<lm
150ng/ml BT 2o @t E LR S,

hu{. }



1999 418 ?1liﬁH%E%i§%

RSP I PLVEIN 4 0 e o A
—h, EERERGNI RO X T A R AR 1045-1047.
TE~ORICAZ L, BB Ot iT 4 5 b 4) Alegre I, Teran J, Alvarez B, Viejo JL: Successful use
HIE LT, SHE L CYA DL B 8D, # of cyclosporine for the treatment of aggressive pulmonary
G’))JJ»I&(D EREFTIL2BMEFELTCnEI D5, 0 fibrosis in a patient with theumatoid arthritis. Arthritis
$ N LD RO CYA M S iRE TS Rheum 1990; 33: 1594-1596.
Lz SRt =Ty MRS B A SRR 5) Venuta F, Rendina EA, Ciriaco P, De Giacomo T,
27 By, 4-Tmgkg & LBV EH R o el F Pompeo E, Bachetoni A, Ricei C: Efficacy of cyclosporine
WtsZ &L MEHIIT 5 EFELTD, to reduce sleroids In patients with idiopathic pulmonary

fibrosis  before lung transplantation. J Heart Lung
Transplant 1993: 12: 909-14.

E 6) Moolman JA, Bardin PG, Rossouw DJ, Joubert JR:

SEEETE B Y R O RIC ), IRET Cyclosporin as a treatment for interstitial lung disease of

MER N OB L CTHESR B L CYA ERI B O AT B unknown aetiology. Thorax 1991; 46: 592-595.
B AL ELID, SBROGHETO - LORE TR 7) Alton EW, Johnson M, Tumer WM: Advanced

L7z, cryptogenic fibrosing alveolitis: preliminary report on

treatment with cyclosporin A. Respir Med 1989, 83: 277-
HE
279.

1) Borel JF, Feurer C, Gubler HU, Stahelin H: Biological 8} Yoshimura K, Nakatani T, Nakamori Y, Choumabayashi
effects of cyclosporin A: a new antilymphocytic agent. N, Tachibana A, Nakata K, Okano H, Tanimoto S: Acute
Agents Actions 1976; 6: 468-473. exacerbation in idiopathic interstitial pneumonia. Nippon

2) Ando S, Kobayashi $, Yamanaka K, Takasaki Y, Kyoubu Shikkann Gakkai Zasshi Japanese Journal of
Hashimoto H: Suoccessful combination therapy of Thoracic Diseases 1984; 22: 1012-1020. {in Japanese with
cyclosporine and siereids in two cases with interstitia English Abstract)
pneumonitis  associated with polymyositis. Ryumachi 9) Kennedy MS, Yee GC, Mcguire TR, Leonard TM,
1995; 35: 95-99, (in Japanese with English Abstract) Crowley JI, Deeg HIJ. Correlation of serum cyclosporine

3) Gruhn WB, Diaz Bi: Cyclosporine treatment of steroid concentration with renal dysfunction in marrow transplant
resistant  interstitial  pneumonitis  associated  with recipients. Transplantation 1985; 40: 249-253.

dermatomyositis/polymyositis. J Rheumatol 1987; I4:

- 46 —



. ) | EREKCTECLEEe | i

{45 —FE&k

—
—

% IORUERT




WFREECROHITIZBE 4 5 —F &

1} Miyamoto H, Azuma A, Taniguchi Y, Takahashi T,
Yoshimura A, Hemmi 8, Fukuda Y, Kudoh 8: 1nterstitial
pneumonia

complicated by Sjogren’s syndrome,

Hashimoto's  discase, rheumatoid arthritis and primary
biliary cirthosis. Intern Med. 2000 Nov;39 (11) :970-5.
2} Koura T, GonY, Hashimoto S, Azuma A, Kudoh S,
Fukuda Y, Sugawaral, YodoiJ, Horiec T: Expression of
thioredoxin in granulomas of sarcoidosis: possible role in
the development of T lymphocyte activation. Thorax, 2000

Sep:35 (9) :755-61.

3} Kitamura T, Uchida K, Tanaka N, Tsuchiya T,
Watanabe J, Yamada Y, Hanaoka K, Seymour JF, Schoch
OD, Doyle I, Inoue Y, Sakatani M, Kudoh S, Azuma
A, Nukiwa T, Tomita T, Katagiri M, Fujita A, Kurashima
A, Kanegasaki §, Nuakata K: Serological diagnosis of
idiopathic pulmonary alveolar proteinosis. Am ] Respir
Crit Care Med. 2000 Aug;162 (2 Pt 1) :658-62,

4) Seike M, Enomoto T, Henmi 8, Uematsu K, Azuma
A, Yoshimura A, Takasaki Y, Mochimaru H, Fukuda
Y, Kudoh §: Microscopic polyangiitis accompanying
interstitial pneumonia with aluminum lung. [0 235
HEEE. 2000 May;38 (3} :408-12.

5) Takizawa H, Ohtoshi T, Kawasaki S, Abe S, Sugawara
I, Nakahara K, Matsushima K, Kudoh S: Diesel exhaust
particles activate human bronchial epithelial cells to
express inflammatory mediators in the airways: a review.
Respirology. 2000 Jun;5 (2) :197-203.

6) Takizawa H, Abe S, Ohtoshi T, Kawasaki S, Takami
K, Desaki M, Sugawara I, Hashimoto S, Azuma A,
Nakahara K, Kndoh S: Diesel exhaust particles up-regulate
expression of intercellutar adhesion molecule-1 (ICAM-1)
in human bronchial epithelial cells. Clin Exp Immunol.
2000 May; 120 (2) :356-62.

7} Keicho N, Ohashi J, Tamiya G, Nakata K, Taguchi
Y, Azuma A, Ohishi N, Emi M, Park MH, Inoko H,
Tokunaga K, Kudoh S: Fine localization of a major
disease-susceptibility locus for diffuse panbronchiolitis.
Am J Hum Genet. 2000 Feb:;66 (2) :501-7.

8) Abe S, Takizawa H, Sugawara 1, Kudoh S: Diesel
exhaust (DE}-induced eytokine expression in human
bronchial epithelial cells: a study with a new cell exposure
system to freshly generated DE.in vitro. Am J Respir Cell
Mol Biol. 2000 Mar.22 (3} :296-303.

9) Azuma A, Takahashi §, Nose M, Araki K, Araki M,

Takahashi T, Hirose M, Kawashima H, Miyasaka M,
Kudeh S: Role of E-selectin in bleomycin induced lung
fibrosis in mice. Thorax. 2000 Feb;35 (2) :147-52.

10} Hashimoto S, Gon Y, Takeshita I, Matsumota K, Jibiki
i, Takizawa H, Kudoh 5, Horie T: Diesel exhaust particles
activate p38 MAP kinase to produce interleukin 8 and
RANTES by human bronchial cpithelial cells and N-
acetylcysteine attenuates p38 MAP kinase activation, Am J
Respir Crit Care Med. 2000 Jan;161 {1) :280-5.

11) Tsuduki E, Enomote T, Yoshioka H, Henmi S, Hibino
S, Azuma A, Yoshimura A, Takasaki Y, Fukuda Y, Kudoh
S: Churg-Strauss syndrome with pulmonary eosinophilia
and intrapulmonary lymph nodes 2 years before the onset
of vasculitis. FI AT 85 22 20 MERE. 1999 Oct;37(10):817-
22.

12) Keicho N, Emi M, Nakata K, Taguchi Y, Azuma A,
Tokunaga K, Ohishi N, Kudoh S: Promoter variation of
tumour necrosis factor-alpha gene: possible high risk for
chronic bronchitis but not diffuse panbronchiolitis. Respir
Med. 1999 Oct:93 (10) :752-3.

13} Kudoh S, Keicho N: Racial dependency of diffuse
panbronchiolitis and search for disease-susceptibility gene.
FARBER RS RERE. 1999 Octi66 (5) :336-9.

14) Azuma A, Kudoh S: Diffuse panbronchiolitis: DPB. F
AR, 1999 Sep;57 (9) :2123-7. Review.

15) Takizawa H, Ohtoshi T, Kawasaki S, Kohyama T,
Desaki M, Kasama T, Kobayashi K, Nakahara K,
Yamamoto K, Matsushima K, Kudoh S: Diesel exhaust
particles induce NF-kappa B activation in human bronchial
epithelial cells in vitro: importance in cytokine transcription.
J Immunol. 1999 Apr 15:162 (8) :4705-11,

16) BB IEOEHEE D BIK, The Lung perspectives
T 15-18, 1999,

17) AERTECE B #AEAE 0 AR T 8D 3 A The
Lung perspectives 7: 59-64, 1999,

18) AEMEL CHGFMEFSAILL 7L A=A L
MifEsE e . The Lung perspectives 7: 173-177, 1999,

19) EFIGE WS4 OEIA. Clinician 478: 17-26,

1999,

200 HMBE M OMGE S EHEA - - —
TUEEHE 31: 368-372, 1999,

200 WEELAAT, BRGNP R & oD 424 -
(. BRACESHE 31: 385-388, 1999,

22) PrdgEl, BAEE DO REIIB AT U T T —



1699 A2 10 3T R fF g 3
Feat I 'ﬂ[’{-’]\hﬁ?.O’Juﬁ‘;‘(J DI SENTY

CTF T T = BUUERSE 310 419-424, 1999,

23) AERWCE:, RERIMCNE | AR UE I I PG R O EE L
wéa'ﬁ“,%’v P SR G 31 469-474, 1999,

) R ST R AR U 31; 1696-1702, 1999,

25) =RV L 0 e A 1 B TS B VR i SR
F A 2 A 7 4. Molecular Medicine 36: 48, 1999,

26) BEURIECE, FRREAL  REEMA S A PRIE R E
MMl 2 N SE O RS, K 2% News and Views, 7-
9, 1999.

27) BRI, =R B, BRI o MEMERT AL RE
83 1100-1104, 1999,

28) PIEEMeRE, BEAEOE . AT T4 Wk
23: 341-349, 1999,

29) BRI IS BT A A RAUM S B LT
ML, EEE 1999,

30) =AM, BRI RVRTEN G5 i Eag & dg ok
B, Annual Review I 25 2000 256-265, 2000.

31 HFWh T BRI ORNEZER .
BIO Clinica 14: 783-787, 2000.

32) AL, EARINEE, WRE G, WD T A v A
T MAEREE FAI T B 70 LR A LT
T s & DRI (R TR O BRI I~ o W i
TEORRT. TS i B 1 BT & L
Jfll*hlm’;"i E iR L 72 ERER RS B B AR

feR 11 SR s s e, 33-3%, 20000
33) WEERT, wE W, W W, b)Y
JJﬂH’:,‘R,%PEﬂ:?fIIﬂ?I fohe DFLBENNNFE, R B 5w i A
FRAEAE (- 2347 D AR LI B OREFR 2N L 22 ihi
fH""t B3 B RTSEHLERE |1 RS . 30-44,
2000,

34) Suzuki T, Saijo Y, Ebina M, Yaekashiwa M, Minegishi

M, Tsuchiya S, Komno T, Ono S, Matsumura Y, Fujimura

ICU & CCU

S, Nukiwa T. Bilateral pneumothoraces with multiple
bullae in a patient with asymptomatic bronchiolitis
obliterans 10 years after bone marrow transplantation.
Bone Marrow Transplant 23 (8): 829-31, 1999,

35) Kanazawa H, Ebina M, Ino-oka N, Shimizukawa M,
Takahashi T, Fujimura S, Imai T, Nukiwa T. Transition
from squamous cell carcinoma to -adenocarcinoma in
adenosquamous carcinoma of the lung. Am J Pathol 156:
1289-1298 2000.

36) Yasuyuki Yoshizawa, Yoshio Ohtani, Hirishi Hayakawa,
Atsuhiko Sato, Moritaka Suga, Masayuki Andoe Chronic
hypersensitivity pnewmonitis in Japan: A nationwide
epidemiologic survey. I Allergy Clin Immunol 103: Part 1,
315-320, 1999.

37) Kcizo Sato, Moritaka Suga, -akaaki Akaike, Shigemoto
Fujii, Hiroyuki Muranaka, Toshinort Doi, Hiroshi Meda,

and Masayuki Ando. Therapeutic Effect of Erythromycin
on Influenza Virus-induced Lung Injury in Mice. Am
Respir Crit Care Med157: 853-857, 1999,

38) Takaaki Akaike, Moritaka Suga, and Hiroshi Maeda.
Free Radicals in  Viral TPathogenesis: Molecular
Mechanisms Involving Superoxide and NO {44206). Free
Radicals in Viral Pathogenesis: 65-73, 1999,

39) Hidenori Ichiyasu, Moritaka Suga, Akihiro Matsukawa,
Kazuhiro Iyonaga, Tukanori Mizobe, Toshihiro Takahashi,
and Masayuki Ando. Functional roles of MCP-1 in
propionibacterium  acnes-induced, Teell-mediated
pulmonary granulomatosis in rabbits. Journat ol Leukocyte
Biology 65: 482-91, 1999.

40) Masayuki Ando, Moritaka Suga, and Hirotsugu Kohrogi.
A new look at hypersensitivity pneumonitis. Current
Opinion in Pulmonary Medicine 5: 299-304, 1999,

41) Isamu Okamoto, Yoshiaki Kawano, Mitsuhiro
Matsumoto, Moritaka Suga, Kozo Kaibuchi Masayuki
Ando, and Hideyuki Saya, Regulated CD44 Cleavage
under the Controi of Protein Kinase C, Calcium Influx, and
the Rho Family of Small G proteins. ] Bielogy Chemistry
274: 25525-25534, 1999,

42} Yoshihisa Takano, Moritaka Suga, Osamu Sakamoto,
Keize Sato, Masayuki Ando. Satisfaction of Patients
Treated Surgically for Intractable Aspiration. Chest 166:
1251-1236, 1999,

43) M Suga, K. lyonaga, H. Ichiyasu, N, Saia, H. Yamasaki,
M. Ando. Clinical significance of MCP-1 levels in BALF
and serum in patients with interstital lung diseases. Eur
Respir J 14: 376-382, 1999,

44) K Iyonaga, M Suga, T Yamamoto, H Ichiyasu, H
Miyakawa, M Ando. Elevated bronchoalveolar
concerntrations of MCP-1 in patients with pulmonary
alveolar protenosis Eur Respir J 14: 383-389, 1999,

45) Masafumi Miyajima, Moritaka Suga, Kazuko Nakagawa,
Kiyotaka Ito, and Masayuki AndoEffects of erythromycin
on experimental exirinsic allergic alveolitis. Clin Exp
Allergy 29: 253-61, 1999,

46) Mera A, Suga M, Ando M, Suda T, Yamaguchi N,
Induction of Cell Shape Changes through Activation of the
Interleukin-3 Common beta Chain Receptor by the RON
Receptor-type Tyrosine Kinase. J Biol Chem 274: 15766-

13774, 1999,

47) Tchikado K, Suga M, Gushima Y, Johkoh T, Iyonaga
K, Yokoyama T, Honda O, Shigeto Y, Tomiguchi§,
Takahashi M, Itoh H, lkezoe J, Muller NL, Ando M.
Hyperoxia-induced diffuse alveolar damage in pig:

correlation between thin-section computed tomographic



and pathologic findings. Radiofogy 261:531-538, 2000.
48) Yoshihisa Takano, Osamu Sakamoto, Moritaka Suga,

Toshio Suda*, Masayuki Ando. Elevated levels of
macrophage-stimulating  protein in induced sputum  of
patients with bronchiectasis. Resir Med, 94:784-790, 2000.

49) Moritaka Suga, Kazuhiro Iyonaga, Tatsuya Okamoto,
Yasuhiro Gushima, Hisako Mivakawa, Takaaki Akaike,
and Masayuki Ando. Characteristic Elevation of Matrix
Metalloproteinase  Activity in  Idiopathic  Interstitial
Pneumonias. Am Respir Crit Care Med 162:1949-1956,
2000.

50) Misae Fujiki, Toshifumi Shinbori, Moritaka Suga,

Hisako Miyakawa, Takanori Mizobe, and Masayuki Ando.

Bacterial superantigen staphylococcal  enterotoxin B
induces interstitial pneumonia in SCID mice reconstituted
with peripheral blood mononuclear cells {rom collagen
vascular disease patients.  Clin Immun 96:38-43, 2000,

S w SFBE. A EREE A in Key Word. (TP G
B, ELAMEAFRYS, AN W SRS psda-85, 1999,

52) A sPEE. APEIVRTIED 22 CREE R I TR g8 o0
WY, AR oiEHREL 1999 EESRIERE 316, 1999,

53) B STBE. Miluw 27 7 — UL In MPHLEREE Ver.
3 -state of arts- JEF B W OB WA EERED
o7} p99-102 1999.

54) 45 SFRE. MM, In SREBIEO AT WA
Al mﬁz ATINE Lwﬂ p452 453, 1999,

55) B syEE. R ek EVE T 2 D e A o 4%
HepydAl- 0 b4 9 F 12 K D . Current Opinion FEY

& PRI 47: 933-937, 1999,

56) 8 <FRE. BRERETER FMEMG S oo ihHE. R & IR 47
933-937, 1999,

57) 0 PR T LobF — B — e aE N TE B i

=

BHIT e - a4 F—2 A, NE 84 (5): 873-876,

1999,
38) B R BN gL ORI BIICERE 31 475-478,
1999.

59) ¥ GTRE. MEMEN#ZIIBYLYsO 7y - VO

#. In Annual Review 1999 THLESETE p8y-98, 1999,

60) # SPRE. MIEPEAT 4 - AT . medicins 36: 938-
945, 1999,

61) B SPFE. PIIFMEITEMIR B — I R — I
18: 798-806, 1999,

62) —UCHEE, WACKIZE, B T WIFFERRE 2
07— BRIATEIE 31: 158-165, 1999,

63) W TR, —AFEL — TR, INIRREMERIBE.
TACIEHR 31 1719-1724, 1999,

64) B . MEMENILOZE L B in PR
—HMECE CRFOBRRE - M, kJHEER

PR O T 5 — R

5’|~|’i§ffffj‘p]8%-185 2000,

65) W ATRE. MWERG SR In — PRI RRRUE —ERE A
1B, ;\J;ﬁﬁb{#, & A r.‘i'\ ACHELERAE - Wk A
FHBUEOTL] & p-1-8, 2000.

66) Sugivama, Y., Kitamura, S.: Antineutrophil cyloplasmic
antibodies in diffuse panbronchiolitis. Respiration 66: 233-
5, 1999,

67) Sugivama, Y., Yanagisawa, K., Tominaga, S.,
Kitamura, S.: Effects of long-term adminisration of
erythromycin on cytekine production in rat  alveolar
macrophages. Eur Respir 1 14: 1113-6, 1999,

68) LUIFIAE, b G RIS N- T T
W AT A WM P T ITI SRS, 20 45144533,
1998,

69) LU, ek o BTN RO E L v it o
M98, BRI 24: 2440-2444, 1998,

700 AR, ek B s iR LR (NAC),
BULIEHE 312 521-523, 1999,

T OFNSERE, AeH B T L FA R LY OEEAS
DI Wl & FEER 47: 143-149, 1999,

72) N0, AT IEA, LR W LPS BIBLZ L B T v
FMifl= 2377 — B OTNF o BT 5
NAC (N-acethylcysteine) ORI A 2665 19: 203-206,
1999.

73) Hagiwara S, Ishii Y, Kitamura 8: Aerolized
administration of N-acetylcystein attenuates the lung
fibrosis induced by bleomycin in mice. Am J Respir Crit
Care Med 162: 225-231, 2000.

74) TSR RS AR RN S B N T T L Y
AT A ARG, BT 550 1223-1226, 2000,
75) I AL LB sk ADE R
RAKET B N- THF L A7 A W AR 5T

THEF. 40302306, 2000.

76) Kin'va Abe, Toru Arai, Masahide Mori, Hiroshi Kida,
Sho Goya, Hiroto Matsuoka, Tadashi  Osaki, Isao
Tachibana and Seiji Hayashi. Effects of in vive soluble
selectin gene introduction on LPS-induced leukocyte
accumulation into murine lung. Inflammation, 23; 523-5334,
1999,

77) MitsuhiroYoshida, Junko Sakuma-Mochizuki, Kin'ya
Abe, Toru Arai, Masahide Mori, Sho Goya S, Hiroto
Matsuoka, Seiji Hayashi S, Yasufumi Kaneda, and
Tadamitsu Kishimoto fn vivo gene transfer of an
extracellular domain of platelet-derived growth factor 2
receptor by the HVI-liposome method ameliorates
bleomycin-induced pulmonary fibrosis. Biochem Biophys
Res Commun 265; 503-8, 1999,

78) Junko Sakuma-Mochizuki, Mitsuhiro Yoshida, Kin'ya



80) Mitsuhiro

1999 4215 A MRS 3
AR g ME N PUEIN S o0 e O B SR TS

Abe, Toru Arai,

and Seiji Hayashi Changes in pulmonary histology and

Masahide Mort, Yasufumi Kaneda,
bronchoalveolar cells vive
introduction of the
Inflammation, 24; 11-19, 2000.

exfoliated induced by in

tumor necrosis  factor- ¢ gene.

79) Nobuhiro Ohtake, Rie Suzuki, Haruyuki Daikuhara,

Youichiro Nakai, Masahiro Yamamoto, Sakac Amagaya,
Atsushi
Kazunori Fukuda, and Seiji Hayashi Modulation of Lung

[shige, Hiroshi Sasaki, Yasuhiro Komatsu,
Local Immune Responses by Oral Administration of a
Herbal Medicine Sho-Saiko-To Intermatinonal Journal of
Immunopharmacology, 22: 419-430, 2000,

Yoshida, Seiji Hayashi, Junko Sakuma-

Mochizuki, Kin'nya Abe, Toru Arat, Masahide Mori, Sho

Goya, Hiroto Matsuoka, Yasufumi Kaneda, and Tadamitsu
of plasmid DNA

cells

and
by
hemagglutinating virus of Japan (HVJ}-liposome method.
Somatic Cell and Molecular Genetics 25: 49-57, 1999,

Kishimoto  Introduction

oligonucleotides  into  lung epithelial the

81) Toru Arai, Kin'ya Abe, Hiroto Matsuoka, Mitsuhiro

Yoshida, Masahide Mori, Sho Goya, Hiroshi Kida,
Tadashi  Ohsaki,

Yasufumi Kaneda and Seiji Hayashi Introduction of the

Kazumi  Nishino, [sao  Tachibana,
interleukin-10 gene into mice inhibited bleomycin-induced

lung injury in vivo Am J Physiol 278: L914-1.922, 2000.



BEEHEMREHEE
(BFEEBURARESRE)
EEUEBEMRAOMBES FREICE DL
EROKREICIEL L BREFEOREME
T FEMARSE
PR I12FEIH29H EIRY
TR 124E3 A3 H  FBAT
BT BEEMNERREHDS BEEREMERRERE)

T 113-8603 R A MY RXFEAK 1-1-5

BAREMKXFEFZMAR
TEL 03-3822-2131
EX 6482
FEA S E ERA-B £ = 8
T A I BE B —
AR I -
MR/ & X B

T 862-0972 REARTI#H KL 2-5-18
TEL 096-366-1251




