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SERIVERR & & CREFEMEARMERE SIS RIC B 9 2 B 2T 5t
BEEMAZE MER&EAR BEFA—

ARWFFRE, AR S K ORRESREE 2 EICE ST 2 8ERFOREZEHNE LTV, i
F, HAEAMOMESIFHEMER TN TV 5. (D FEFMERRE SR (FEFReMo7 U7 D KO EETRL N,
MRCBOENGRRZE- LD T L, (2) WHMIERZA S 2 EE THME X D SEEICEHEENIECY, &0
BOEH AR L HEI NS T EWHBGITH S, FAMEMREE PR REE SRS T 28R
TREHH S LHETNDED, TORTERICGESHES T 28R 72 1 DEET S L, REEZZHPLSD
TV, TOERZEFIZELEOLLT, EHOPTRIALGNSEKETE, —ADEENLGEUEFNICIE
o IBEERFHES L TWad &S Tcommon disease-common variant-common origin fR&t] D% 5. &
ZE T, (1) FIREEICE S 28R TS Tcommon disease-common variant-common origin &R
KHEWBEARNCEN > 2, (2) FrRMMEEMHEECES T 5 8{ERTE [common disease-common
variant-common origin fR&t 1 ICEWHAENEN o7z, L0 S EERERIC THREZIT> TV 5.

YU TIVARER, HEAINMERREE B K UR RIS 2 IR EN DN S WPIRER R ERE XD, RHEMY
2 SEREIRE, DNA 28T 5L L i, EB VAV ARRREIET BHIRANELL, FED DNA REC
iz T3, 2011 4 1 ABYE TOUESEAEISNL [IPs + [PF 2T 157 JEH. FHIMEMEE 143 6

SHA v+t 26 ERITHS.

S®%Y U TIIVIEERRMEL, &7/ oTaxA Tk, 25/ LEEEN, 27/ LY -,

Homozygosity mapping on homozygosity haplotype %% £, SEFHEICLSBMEZITI TETHS.

1. HM
W7E0 E B & AF SRR

AEFELE, EHMEAEE B S CRREREES
HREICHS T 2EREFOREZBENE LTY
%.

W, HARAFOMRFEMEFHE N T % (Azuma
A, Hagiwara K, Kudoh S. Am ] Respir Crit Care Med.
177:1397, 2008). (1) FHFIMHMEENME (A
ERMOTITAN) KO EHEETRON, &F
BN AE -2 % 2 & (Azuma and Kudo,
IJMAJ 50:1-7,2007: & 1), (2) MiR#IEEZHET S
BHECMEL D SHEECAEEENECH, 51
BERERT EHETNS T & (Azuma et al. Am
J Respir Crit Care Med. 177:1397,2008) A BA4{]
TH5 (E 1. Thyict (3) KBHRICHES
U AMMEESE (DAD) BlOZMRIEMEM A &
B TIRIER DY (Kameda et al. ] Rheumatol
34:1719,2005 R U B HFAE). (4) FHSRMELE & OF
B FAite O SRS E S EBERENMCRIHEORS
Nz (THERE) HENHS. HERANZE, RFED
ZHTT, UkAMRREESE (DAD) ZEI LT
(AP

AU RIEEDHERRBEBZHDH 5. TO—1)
2R IR, RRICHBEEZREEDNSS5E, B
HRRENEER TS D L EZ ONS. FHIETTF
FoBfE+] (ALDH2 OFRBET @ 7Iva—ibK
HEENMETT5) THAS. BEPRDEVAL &
HEARES NS, FROBETI GFETHEL,
M TIEN > 126 DEN S5 TH S (Goeddel et al.
Hum Genet 88:344, 1992). HAKIZyERRICHE
RAMETZH Uiz, HARIKA ST 2000 FREE LD
IR LWEEFED, REEAACERICARWEZEN
% (Shibuya et al. Am J Hum Genet 43:741, 1988).
¥R ((FROBET) TR7IVa—VEED
DA THIEIC B EFRBEEOEE TIEREZ
Jiznics, BHRINICEADRT 0.

SHIME R ORI E S BRI 5T
LBERTFRIBHDH S LEESNDZD, TOPTE
Flom< M5 2EEHF2 1 DHETS (T
BB ALDHZ DX H1) b, REERFALPT
V. ZOBERTHIBREOEHATHELURRERET S
¢, BRREETH S0, HRTOHAFRICRS
NZIENE LS. MOME % 5D 5 BEEHT %
5, FEAIMEAH R E DR FEE e S R EF O H



BORHEICEERD S B7E55.

1. B
WMADOBW &R

ARHZEE, AR E I X ORER M TR 2
BICHE T 2BERFORERZENE LTS,

W, BEAMOFEESHEHEIN TS (Azuma
A, Hagiwara K, Kudoh S. Am J Respir Crit Care Med.
177:1397, 2008). (1) ZEA{% ik e 5 A0 = (V% 7
RMMOT ITAN) LOBEHEETR N, BRICHIEH
BB A ¥ 5 Z & (Azuma and Kudo, JMAJ 50:1-
72007:% 1), (2) FiHEERA 5 RETHELD
EHEICEHEHENECD, BOBERERT LH#E
EN B & (Azuma et al. Am J Respir Crit Care Med.
177:1397,2008) H#EMFITHSB. chlinicd (3
BEHRCES CEANMREE (DAD) RO
PR R 28 il Tl JEH I (Kameda et al. ]
Rheumatol 34:1719,2005 R UEHME). (4) MK
SES I FREOMBRMEE SIEEBEIBNCEDLE R
s (TEEE) 2EMH3. HEAR, RE0%
HF T, UEAHMNRREEOAD) ZEZ LRI WL H 72

HFIC REEZVRTRBESHS 5. To—FlZ2K
LIORY. REICHMRREEZN S 51588, EFEREN
ZBEETFHSZLELI OIS, HHE TTRFORIK
¥ (ALDHZ DZEBRT : 7V a— /L AHBRESET
T3) Ths. NEHKDEVA] BEFEAIELSNS.
IFROBET) EWPETEL, B TEN>7E DR
M5 THS (Goeddel et al. Hum Genet 88:344, 1992).
HAIIERERRICERADN G256 L. HEIKA-
T2000 FEELVOIH LWEBRFIED, BEARAK
BRIZRWIZEN S (Shibuya et al. Am J Hum Genet
43:741, 1988). ®¥HaRR (FROEGEF) TR
U a—VBED DHTHREI A2 B FIGAEDERET
BIREZI 28, BEINICEDS D DT,

SRR R E R R E BB IS5 9 5
BLEEFIEZHHZ LEES NN, ZOFTEFC
WS T EEETFE 1 DBEETS (TRIKBITS
ALDHZ D& 3iC) &, REZZHALRT V. TOHE
CHFVEEDHATE L ERET S L, BAGKEE
THB7cH, HETOHEBICRLNSEESELS.
OM#E 255D 5B ERTFRS, ESIMEMEE DR
FM R E S BEEOIGEDOFREICE 5D 5 5723
2.

COEGEIFTHEOLLT, EHOFTRELR
LNBEHEBTE, —ADKEHISECEANICIEN -

7BERTFHAEE L TWSE WS Tcommon disease-
common variant-common origin k21 HBH 5 (F 2).
REETida 1 7 F MU 7Y R, Btk
FEMNCORFUCHTIEES. EF, TORFILELEZH
FREBICHTRES T &M > TR, BIfEMfTE N
TORREBRETRITOZ I, TORFCEINTH
REhices /) LEEEN (genome-wide association
study:GWAS) ZHWTITADLN TS, FHIREETE [F
AVOY)N A F=2 A5 T %85+ (Hoffman et
al. Nat Genet 40:1103, 2008) ] [F—11 v 73DHfEIC B8
5358 OF R BAKEIET (Thorgeirsson et al.
Nature 452:638, 2008} ] BRDOM> T 3.

ARR T, (1) FEFMEMEEICEET 5BERT
A% Tcommon disease-common variant-common origin
) KRB ENCEN -T2, (2) BRI
JESHHEEICHE Y 5BEEFE lcommon disease-
common variant-common origin K& | ICREWVHAAI
EWofe, LOS3ERRSOL L, MENR—THSW
REME, R aupefRicBERICANGEN D, SR
FHICED, MEDOBIEETERET S, HEOBEEHE
FHR—DED, HERELUENSETLUTHIRT 5.

2. HEELER
a. YTV RE

PRI S s & USRI M RS B A b h
LR EREEEE LD, KMHEIMY > SER% BEE, DNA
EOETHLLEBIC, BBYANARRBBRETETBHAR
EARFELL, BHEODNA#HEICHEZS ("3).

2011 4 3 ABAE TOUERIERE

[Ps + IPF 2MEEE 160 EF

FRIEMREE 149 fER
FEORER AL L. EB virus virus I & 5T,
EE 5 B OEFICHBNTHRBIL TS, EBvirus i &
BB, BEDY IBRE LIERTIENE WD, &K
MRCBNTREL&EV. chid, A7n1 R/OLA
BEEITOREBE, ATu4 FREZBEETDNATY
BEENSOY Y TININBBEEOEER LHBIDT
H5. FNHOEFITE, FEMD > EREHD DL,
EB virus TEALROE FIC DN > T05E L BbNn3S

b. ERARTER, BB
FRMEMARMEE S EERE S K URAIEEE T, At

ZEICT DNA Z RSB U7 BEORIKRER, BEifEREN

#HL, BCPERTREFBEGEUTDER L, BEifglo

3



BMERLMCT R LI, TEIERHEBLOMY
TREFIZEIUEL, fshREe LT 5.

2011 & 3 ABRETOARTER, BEBIERINEERIE
IIPs + IPF 2T 75 5Efl

HHIMERREE 89 KEN

T CTUSE L2 EifRIE, EHRT—2N\—A& LUTHEREL
TW5., ZO—HERREBICHE L FRES I
HIEPIEGE ] OFEESE). ChLOERE, TET
BIEFIOBRERORMY, EHREROMME LTHRITL
T FETHS.

c. SNP f##ft
27/ LSNP EREIET 5751, Affymetrix ¥
@ SNP 6.0 IZ & D EREHT 2T TS,

2011 4 3 ARAE T D SNP FEATIERI%K

IIPs + IPF AMEEE 76 EHI

HAMERTRREE 85 fERI
MRTELBEBAENTWVWABSNPFy T LTRH,
Ilumina #£¢ 1MDuo & Affymetrix #: SNP 6.0 A %15
5B, SNP 6.0 &BIR Uiz M8l HAAEEADT—
A 300 FIEEENTH D, Zhoxkaryba—i
& UTHIHETREAR Z &, Tllumina # & TSV 7
FOZTHF =TT, KORBPICEHTESZ T LNE
FHN B, Denmark © AROS #LTld, 25 BFCHEM
EiFoTHH, —Hl4 FHEETEY /LSNP 7 —4%
FIVETES. DIz, AROS #OEZLHEHT = RN
KRH L, IRBEEZORNCFERIS L L.

d. LEBFI 5D SNP 57— R B FEORR

4, BEMHESED TAERBE UM, 27
J LEEAEAT TR ARRL, B TEROMEN %
IRELETNEES RV T RO ETETY
%. ARFECHEE L TV AR REE2 A EEE TS
T, BHMEREERREG B ROAELRLD
THBHM, AL THERE & BEFIIEEOFGERET
HBBEHEL, RENEZERICRETHS. Z0Ok
B, VEMOERET— 2 EHRINERT 3 FEEHER
THRENDS.

AR T, DRI SHEMEREBETERET
ZFEEFBERL, ThEHOCTHEERTS LR DD
BELTWA.

ELZRERENTOREATEEREL TS, £
BEMEEGT, $PEBETHAHCHEAWEERFETHS
W, FhEZETEERTHS LEEENS COPD (B%

4

FZEERESR) ORBERSMEL BT LR Ok
BEE THEFRITAATERAE OHESR). 0
BRI, 100FILLFOER TLBTAaELES LD
Tholz.

Ko, SHEEGFIOBNIEBINNZRET S5 REHE
Gy By SRR, ERILICXORMNHERT 5 FiE
LHRL (EEREES vV VR AEES T8
ETRMHAFEME] OEESR), ThERFALT
OPTN DR ENHEMmENRE LEZs EEc I L2
FIE L (RivEE NECTFRITETEER] OFHE
ZH).

EHiS, REEGY v EYTREREREENTOH
A TERHAERZTLICED, 1006 TOREE
Hl&bh, Z20EHD 10%0HZ2 AT 3REELGTEHE
ETBHZEHBWE L (HM on HH i : /~C3&RErH ©
Bl 4). ThoDFEEMBENICHERL, FAKREED
TV FETHS.

e. YRS

ADREED I — IS REFORIIC X D ZEIN
TS, 27/ LTROFIC—BERTHB L, R
BEO—HHBRELTWRGEENHSZ (K5). 2O
5 R RRDERIE RS, RFEERREIE RS
ICFET HDHAENIRKRTHREDHHHEHTHS.

3. EE

SRR, FERMETRHEE SEREER, BARAK
BRICEHLN, HARTHRRLAUNE RS HRVEET
HbH. SHRBEVTINVONERMETE L LI, P
b & DIEBIENTEERE L T, KREBEZIEEETO
BT EZED TITS PETHS.

4. #WX

L. Satoh H, Inoue A, Kobayashi K, Maemondo
M, Oizumi S, Isobe H, Gemma A, Saijo Y, Yoshizawa H,
Hagiwara K, Nukiwa T. Low-dose gefitinib treatment
for patients with advanced non-small cell lung cancer
harboring sensitive epidermal growth factor receptor

mutations. J Thorac Oncol 201 1;in press.

2. Yamaguchi T, Soma T, Takaku Y. Nakagome
K, Hagiwara K, Kanazawa M, Nagata M. Salbutamol
modulates the balance of Thl and Th2 cytokines by
mononuclear cells from allergic asthmatics. Int Arch
Allergy Immunol 2010;152 Suppl 1:32-40.



3. Tanaka T, Matsuoka M, Sutani A, Gemma
A, Maemondo M, Inoue A, Okinaga S, Nagashima M,
Oizumi S, Uematsu K, Nagai Y, Moriyama G, Miyazawa
H, Ikebuchi K, Morita S, Kobayashi K, Hagiwara K.
Frequency of and variables associated with the EGFR
mutation and its subtypes. Int J Cancer 2010;126:651-
655.

4. Takaku Y, Nakagome K, Kobayashi T,
Yamaguchi T, Nishihara F, Soma T, Hagiwara
K, Kanazawa M, Nagata M. Changes in airway
inflammation and hyperresponsiveness after inhaled
corticosteroid cessation in allergic asthma. Int Arch
Allergy Immunol 2010;152 Suppl 1:41-46.

5. Sadakata R, Hatamochi A, Kodama K, Kaga
A, Yamaguchi T, Soma T, Usui Y, Nagata M, Ohtake A,
Hagiwara K, Kanazawa M. Ehlers-danlos syndrome
type IV, vascular type, which demonstrated a novel
point mutation in the col3A1 gene. Intern Med
2010;49:1797-1800.

6. Nakada H, Nakagome K, Takaku Y, Nishihara F,
Yamaguchi T, Soma T, Hagiwara K, Kanazawa M, Kase Y,
Nagata M. [questionnaire for determining relationship
between nasal and asthma symptoms]. Arerugi
2010;59:688-698.

7. Maruyama H, Morino H, Ito H, Izumi Y, Kato
H, Watanabe Y, Kinoshita Y, Kamada M, Nodera H,
Suzuki H, Komure O, Matsuura S, Kobatake K, Morimoto
N, Abe K, Suzuki N, Aoki M, Kawata A, Hirai T, Kato T,
Ogasawara K, Hirano A, Takumi T, Kusaka H, Hagiwara
K. Kaji R, Kawakami H. Mutations of optineurin in
amyotrophic lateral sclerosis. Nature 2010;465:223-
226.

8. Maemondo M, Inoue A, Kobayashi K, Sugawara
S, Oizumi S, Isobe H, Gemma A, Harada M, Yoshizawa
H, Kinoshita I, Fujita Y, Okinaga S, Hirano H, Yoshimori
K, Harada T, Ogura T, Ando M, Miyazawa H, Tanaka
T, Saijo Y, Hagiwara K, Morita S, Nukiwa T. Gefitinib
or chemotherapy for non-small-cell lung cancer with
mutated EGFR. N Engl ] Med 2010;362:2380-2388.

9. Huqun, Fukuyama S, Morino H, Miyazawa
H, Tanaka T, Suzuki T, Kohda M, Kawakami H,
Okazaki Y, Seyama K, Hagiwara K. A quantitatively-
modeled homozygosity mapping algorithm,
ghomozygositymapping, utilizing whole genome
single nucleotide polymorphism genotyping data. BMC
Bioinformatics 2010;11 Suppl 7:S5.

7. ELTTAMS U F
Investigation of the genetic factor(s) that involves in
the drug-induced interstitial lung disease and acute

exacerbation of the idiopathic pulmonary fibrosis

Drug-induced interstitial lung disease and acute
exacerbation of the idiopathic pulmonary fibrosis
are serious diseases that are often lethal, and are
frequently observed in Japan. Because of an apparent
ethinic difference, the involvement of genetic factors
are suggested. In order to identify the genetic
factor, we are now conducting sample collection and
genetic analyses using a variety of method. Firstly,
we postulated that the genes just downstream of
the EGFR may be the factors. We thus screened the
exons in a total of 10 genes located in the EGFR signal
transduction pathway and found not mutations in them.
Secondly, we postulated that chromosomal deletion
may be involved in the disease. We thus screened the
chromosomal locations that are frequently deleted using
samples from 6 patients with drug-induced interstitial
pneumonia. The genes located in these regions will be
further investigated. Lastly, we are aiming to perform
homozygosity haplotype analysis using more than 100
patients, when the samples of this number become
available.

1 FEREMEERESEEOREEE (Azuma and
Kudoh JMAJ 50:1-7,2007 3 & U 87— %)
HATOHE GREEMAED WA TolEE GRELR

AEBIRD

FT4FZT  3.98%(4.473)  0.3%(23,000)
a7 2.7%(#1 1800) 0.2%(7 ¥ 7 A 372
%)

L7V/3IF  1.81%3867) 0.017%(861,860)

TLATAL Y 066%3.772) 0.01%(295.800)
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R IARMEE SR BERDRGL & T DR DERM

WERER - 7 LILF—AFR
#Odz

R TR R B PG 8 7 D258

40s: Acute"Hamman-Rich”Syndrom
(acute diffuse interstitial fibrosis of the lungs)

1950s: Chronic"Hamman-Rich”Syndrome
(Synonyms:Chronic interstitial pulmonary fibrosis, Cryptogenic fibrosisng alveolitis)

N
[ 1960s: Inferstifial pneumonias |

2 1

~"Hamman-Rich” [1970s: TPF{UIPDIPNSIP) |
Syndrome = AIP(DAD)

S:
— "BIP,LIP,GIP

[ 1993:Acute
exacerbation of
IPF=UIP+DAD

I Acute and Subacute lIPs 1 | Chronic MIPs ]

Clinical Concept of :Rapidly progressive Clinical Concept of :
idiopathic interstitial pneumonia (RP-IIP) Fibrotic lIP =UIP, F-NSIP

Adapted by King TE Jr..Am J Respir Crit Care Med. 2005 ;172:268

R RRHERE DBER & B RRGE

JAPAN INTRACTABKEDISEASESRESEARCHFOUNDATIONPUBLICATION No.27 1989

INTERSTITIAL PNEUMONIA OF UNKNOWN ETIOLOGY

Proceedings of the International Symposium
“Interstitial Pneumonia of Unknown Etiology”  Acute Exacerbation

October 24th-25th, 1988, Tokyo 1y |diopathic Interstitial Pneumonia (IIP)
Ariyoshi Kondo and Shigeki Saiki

I‘L Without Acute Exacerbation (n=39)
- / Mean Survival Time=35.2M
} 50% Survival =19.7M

0.4+

With Acute Exacerbation (n=84)
Mean Survival Time=21.8M - - = '
50% Survival =11.2M o b ® o w

Months From First Vist

13



3 BIDSEGIER S & iZ W EDIRIE

Analysis of clinical and pathologic findings in three cases

Acute exacerbation in idiopathic pulmonary fibrosis.

Kondoh Y, Taniguchi H et al: Chest 1993;103;1808-1812
Table | — Laboratory Findings at Acute Exacerbation

% £} Data Case | Case?  Cased
Ay O
W “% & o ] Age, viiSes Y M SN
> é y Inttial symptoms Influenza-like  Cough,  Cough,
¥ - ] ilness, fever fever
Duration of symptims before 3 7 °
admission, d
WBCvul 21 400 11,600 17 100
\: ,*: CRP, mgdl "0 50 1na
4 el Rheumatoid factor - - -
Antinuclear antshodics
DAD attern Blood gas analysis
p Flo, 0s o7 0s
PO, Flo, 122 N 144
BALF differental comnt
percent
Mucrophages ™7 20 L i ]
Neutrophils 40 120 0
Lymphocytes 163 560 06
Eostnophals 0 0 13
BALF dbumin, py'ml 57 211 1%
us 35 33 35
Time from fulfilled SLI 5 " 3
1o beopsy, dt
*Thas patsent’s condstson d d rapdly during ad:
UIP attern $SLL Severe lung injury |>lung mpury sore 2,51 dewribed by
p Murray etal

The definition of acute exacerbation
(1)exacerbation of dyspnea within a few weeks
(2) newly developing diffuse pulmonary infiltrates on chest x-ray films
(3)deterioration of hypoxemia (PaO2/F102<225)
(4) absence of apparent infectious agents

AMEEOHRIIEN TLER S NBDH TV S
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IDIOPATHIC INTERSTITIAL PNEUMONIAS

Clinical History Clinicopathologic Lesion Comments

History is often fulminant and patient

Acute (days to weeks)
Acute exacerbation of UIP/IPF often has ARDS

Subacute (weeks to months) | Idiopathic Bronchiolitis Onset somewhat slower than AIP; patients
Obliterans Organizing tend to be less ill: respond to steroids;
Pneumonia (Idiopathic BOOP) some cases remit spontaneously

Cryptogenic Organizing
Pneumonitis (COP)

Chronic (months to years) UIP. DIP (IPF) UIP generally progressive and fatal over
time; some DIP cases are steroid-
responsive and have a better prognosis;
some DIP cases have been reclassified as
respiratory bronchiolitis associated
interstitial lung disease

Variable Nonclassifiable Interstitial Important to assess the degree of
Pneumonias (NCIP) (cellular irreversible fibrosis versus airspace
interstitial pneumonia. organization, and interstitial infiltrate;
nonspecific interstitial interstitial fibrosis and honeycombing
pneumonia/fibrosis) impart a worse prognosis

Acute exacerbation in idiopathic pulmonary fibrosis (IPF) is a concept not well-
recognized in North America. Patients with IPF have exacerbations of disease activity
that may be mild or severe. The most severe cases manifest as fever, fulminant acute
clinical deterioration, and airspace opacities radiographically. Pathologic changes are
those of diffuse alveolar damage and/or BOOP pattern superimposed on a background
pattern of usual Interstitial pneumonia (see below).
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Acute Exacerbation of IPF

ground-glass attenuation 64 y.o. male,

Pathological findings of VATS

At BALF
T.C. (x104/ml) 20.9 ;
Neu (%) 15.7 honeycombing
Ly (%) 29.0
Eo (%) 3.7 PaO,/FI0,=250.5
AM (%) 51.7
OKT4/8 3.78

SMHEETRACZZ TS EELVD

Acute exacerbation of idiopathic pulmonary fibrosis as
the initial presentation of the disease

Sakamoto K, Taniguchi H, KondohY, et al.
Eur Respir Rev 2009; 18: 112, 129-132

IPFEL TR ANLL, IRERS
BMNMECH--ENDORE

It is notable that the pathological diagnosis of this
rapidly progressive interstitial pneumonia

was DAD on UIP, which is typically seen in acute
exacerbations of IPF. Unusual findings on HRCT
scan were also noted
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IPFO#BHIZ. 1D A LADOERBT.
@ FrREREEEDREE,
@ HRCTRRR CHEMAR+FH-ICELETVHSRIER - 28K,
@ BIRmMEBRSEDHEEBLET (FA—F#TTPaO 10mmHgELL)
DFTRTHRALNIBEERAEEEILT S,
SV IHERE, S, BEES. MEROCLFRLERN TS

$EZFR: (1) CRP,LDHO LR
(2) KL-6, SP-A, SP-DZ¥DER

DAOWMZ ., ERER: FREHREEOBIEEBOHLLVBHERITOVT. BEHE@MFE
HRBRHBDSBARBRBARERVEASMEZBAEVRE. FRISEFERRBER.
2004.114-119
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(BFMRBERVFAEMEBBE - AMITFSIOERERARIRR)
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Pulmonary Perspective ! Am J Respir Crit Care Med 2007;176. 636—643 \

Acute Exacerbations of Idiopathic Pulmonary Fibrosis O, e S

Harold R Collard’. Bethany B Moore?, Kevin R Flaherty?, Kevin K Brown!. Robert | Kanert, Talmadge L King Jr '
Joseph A Lasky®, James L Loyd®, Imre Noth’, Mitchell A Olman®, Ganesh Raghu®, fesse Roman'®, Jay H. Ryu'!
David A. Zisman'%, Gary W. Hunninghake™, Thomas V. Colby't, Jim | €£gan', David M. Hanscll's, Takeshi johkoh",
Naftal Kaminski’®, Dong Soon Kim', Yasuhiro Kondoh®. David A. Lynch?, Joachim Muller Quemheim=,

Jeffrey L Myers?’, Andrew G Nicholson®, Moises Selman®, Galen B. Toews?, Athol U Wells®, and

Fernando | Martinez?, with the Idiopathic Pumonary Fibrosis Clinical Research Network Investigators

TABLE 1. PUBLISHED STUDIES OF ACUTE EXACERBATION
Pubhcauon Study Desgn
Churg and colleagues, 2007 (27) Retrospectve review of lung biopsy cases
e = 306 Autopsy review
kamoto and colleagues 2006 (17) Retrospective review of hospilal admussions
fleagucs, 2006 Retrospectve longitudinal cohort

Parambi and Case series
uma and colleagues, 2005 (13)

Kondoh and collcagues, 2006 (23 Retrospective review of postdung bopsy cases
A, 1 |

Randormized controlled Lrial

| Randomuzed controlied tral
Kondoh and colleagues, 2005 (15) Prospective trial

Homma and colleagues, 5 (20) Case series
AlHameed and Sharma, 2004 (21) Retrospective review of ICU admissions
Rice and colleagues, 2003 (24) Autopsy review
Ambrosini and colleagues, 2003 (12) Case series
Saydan and colleagues, 2002 (25) Retrospective review of ICU admissions
Stern and colleagues, 2001 (81) Retrospective review of ICU admissions
o Retrospective review of ICU admissions
Case series
Case senies
Survey
Retrospective cohort

Defintion of abbreviations: ICU = intensive care unit; M/F = male/female; N/A = not available.
* Number of acule exacerbations reported.
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&4 FHFEE (Drug induced lung injury: DILI)
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EAIMEMESTDAEE
o AN ILRKE LEL THIEE DEEAEL

o gefitinib(/ L v4®): $204%
®Leflunomide(75/\%): #1001

oRANIRoT ARANITAEMFEZDHELS L

o-IPFORMIEE
® - Amyopathic DMODAD etc

HAAD KA ife

Interstitial Lung Disease in Japanese Patients
with Lung Cancer Kudoh S. et al. AJRCCM 2008;177:1348

ERREERBL T O1F=TIZ&D REDVARIIL,
EISAmBANRER AR THL

o AMBAaR28ALINIZHITIRMEA v XL 3.80(95%CI:1.90-7.60)
o HBEBMM298 LIBOSEAMOINEA v XL 2.51(95%Cl:1.08-5.80)

B 10 7
Treatment regimen
9 — Gefiinb
3 Chemotherapy

4.0% (3.0~5.1%)

Cumuiative ircrgence 1%4)
v

2.1% (1.5-2.9%)
’ ' 1 - 1
n 26 56 Bd
Day
Number of patients at nsk:
Gefitinb 1482 1296 1076 921
Chemotherapy 1677 1521 1252 1044

BREAF

& Fo4F=THhR

o BUERESY

o BFEOMREMEHY

¢ NSCLCO#EI B SILDSETE
ETOHMMer A LR

& PS2LlE

& ERMSHERIEL (509%LLTF)

& FEM5SRLLE

¢ DIERDEHHESHY
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01984 £ HENHIC K DRRUMEMEMATUE LISHEERZRI § T EARE TN,

HRHE, ARE. PHESR. t FREMEEFRROJUENBICHTIRIBIUER HRKRER
1984;22:1012-1020

(O 1988 & AFRT lnternational ssymposium on interstitial pneumonia of unknown etiology | A B & Nkl (B
&) 5 acute exacerbation of idiopathic interstitial pneumonia & U T#R# L7,

Kondo, A., and S. Saiki. 1989. Acute exacerbation in idiopathic interstitial pneumonia (IIP). In M. Harasawa, Y.
Fukuchi and H. Morinari, editors. Interstitial Pneumonia of Unknown Etiology. Japan Intractable Diseases Research
Foundation Publication No. 27. University of Tokyo Press, Tokyo. 33-42.

O 1993 & i () 5HNRIRIIRERGFIOBRETD & REEMRHEHEO S IBEE & W 5 k% CHEST IR & L.
Kondoh, Y., H. Taniguchi, Y. Kawabata, T. Yokoi, K. Suzuki, and K. Takagi. Acute exacerbation in idiopathic pulmonary
fibrosis. Analysis of clinical and pathologic findings in three cases. Chest . 1993;103:1808-12.

O 1994 F EEHBHETEVRE (LRES) TERSICEH IEBBOERVPRET TN,

B, FEtEEMEMmR & BEERE DR SBERYE, BEFBE U X AR ERETFM, T 6 FEIZE
Wi5H, 9 — 11,1995

O 2004 £ BEEHFBERENAN ENEE) TAOLICE D EEBEOUETHARPRE S N,

AOMZ, ERERE | FRRERREEO R EDH L WBWEMEIC DLW T, BASBIR 2R Ea I RE
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