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A nation-wide survey on prophylaxis for acute exacerbation of
idiopathic pulmonary fibrosis following lung surgery
for associated lung cancer

Kunihiko Yoshimura, Atsushi Miyamoto, Hironori Uruga,

Nasa Morokawa, Yuka Beika, and Kazuma Kishi

Department of Respiratory Medicine, Respiratory Center, Toranomon Hospital, Tokyo, Japan.

Acute exacerbation (AE) of idiopathic pulmonary fibrosis (IPF) is a nearly fatal condition which
manifests progressive dyspnea and causes deteriorated lung function within a few weeks. The risk of AE is
especially high following lung surgery. We investigated the prevalence of AE of IPF following lung surgery
against complicated lung cancer and prophylactic therapy to prevent AE by sending a questionnaire to 360
institutions. A total of 205 cases of IPF from 40 institutions was collected for the study. Among them, 41
patients (20%) developed AE of IPF within 23.4 days in average afier the surgery, and 29 patients (71%) died
of respiratory failure directly due to AE. Although prophylactic medication was applied in approximately
45% of the patients, there was no significant effect in prophylaxis of AE. Thus, it is still necessary to discuss
about the feasibility of such prophylactic therapy, and if any, about the best possible clinical regimen. In
addition, a standard guideline should be established for lung surgery targeted for lung cancer associated with
IPE.

- 149 — (77)



(78)

2008 ~ 2010174 OV E A AT B9~ 2 AT AT

BUBHIC

36 M - 4 T 4% (idiopathic interstitial pneumonias,
1IPs) TILR2 W H B D RalES: T AR <, @RI
T HMEBOINBIEE 2 Y, FI#ES & e 2 BE D
72 RV (L2). ZORNT, EZHREE TIPS D 60%
UL % 5 5 Fr 3 ME AR AEAE (idiopathic pulmonary
fibrosis/ usual interstitial pneumonia, IPF/UIP) Cid, #7
% EWEHETE (acute exacerbation) & & 72 ¢ fGRMEDS
15~29% L EETH H (1,2). 2RI — 359
L&, HIEEWRL ELTHY, WO TFERRR
JREETHD.

Wtk 2MHEREOREICE, TR, HiifK T
DOHFIfFEA N VA, P OBRRERZERE R ENGE
REATFE0 5 5(1,2). TEOSMHEEERELY T
B54+5HMT, A7rAF, w7131 K, NAC,
AR LA F y hNalg EOEYFRIES R0 A
HAILTVW D (3,4). FEiz, FaE REr T ORI E B
72 8GR T ) OFRENR LD DR FES
Thod.

TRABIEDERER, iR s BREE T O MR & PG
FEOFYNE - ZHUMHFINETHELIBIEESNTH
minotoizd, TOFEAMMMKBEIZET 2HENE
BE) D2007TEEMRL LT, ZhbOMEROS
ERY /e IRERRT > 7 — MREE % 0 ARME 2R
2, HARMNERFoSBEMmE R UCEBL, g
OBMEBBEIERY, SVEEEMOZEM, SEEE
FIE & FEFIEGI ORI OHIE, 72 EICHOEMFEMA
72(5). 20084EEEILE HIZ, M % & 0F L7z IPF/UIP
FEFNZ 31T 5 EEROFHRE O RO FIER LI
DE, BT o — FREEIToT.

M EHEK

HIT4FE- 2007 42 EE 01 D & o 7o A AR S84 BHFE 2
B LOH AR SR P Ea OF b, RRERAE B
BOZ\I60MREZRE L, TEIRIGEEROR R
7R EEE DT, WER, IHBBEHIOERMZ LI, FF
HIZR LTI O L N2 AT T 4 TR R T
MREAER L. FOT o — NEE O

FEDMPERERT s & o 7 — N #
*OVEAMMERICET HFENEEE R E

[IP( AT B AL IPF/UIP (2[R E ) W& F U 7o IR s ME i
DOFWER Z L1, LT O )~6)H A ZFFMIZTA
TAHLIEBEL.

1) SE 0> — A 3

2) I I 1S

3) IIP D72 & iEwC B3 o1 #
4) B FH N 1T B SR

5) i A IO F E - TARNE
6) AT — 4

7 2

T v — b wERH L7 36005 5 B 40 HiEk L D
B Z2 57 (BIEF11.1%). DOk Tl
A BF L7=1IPs (=12 IPF/UIP)E #1205 5112 M 12 %+
T AFMHB T, D B4 AN EMERERRE L
% BT IESR20%), © D 9 2RI SET L 7= (i
BT XS LET0.T%).

FT25EH DT 0T s AL ERTHT. £
T BYE188M, LME17HIT, BHERKIN%E LD 7.
TR T 52~86 A% () 69.6 %) 17 b, WAL
EEIE 1,170 & RET, EMEORENHEE ST
BUEEOIPs D 9 5, HRCTEE NG, ifal i
R RO MR SRS DD, HDHVITEER
JEMNIEFBEBEL TS, WFhroRe4s
L, B&EERMIIZIPF & W S 2 IEHH 169451 (82.4%)
Z DT, W% OBLARNRZ O PR W B
LCREOH D HOONRIE, UIP296], #HE L
PEIERE B R E PERG 2% (fibrotic nonspecific interstitial

F1 A0S TEHIO T T 7 AV

3]
B 188 91.7%
k-g i 17 8.3%
EEER) 52~86 69.6+6.9
BIE FE(B1) 0~4,160 1,170+710
LIPODEZ B (51 %0)
HRCTFRFR
1) RN P SR R AR T T s | < B i 66
2) B B HANE B & B E 7
1)+2) 96
HRCTLEIPFEZEEN 53D 169
IR
1) UIP 29
2) fNSIP 4
3) INSIP+COP 1
4) DIP 2
5) Others 2

NSIP; fibrotic NSIP, COP; cryptogenic organizing pneumonia, DIP; desquamative
interstitial pneumonia

- 150 -



1P BF O FFIF BT

£2 AV

SRR PRI D B A L PRIBR O A IS X ORI

F4  OPEEEQEE OB

4 Al

B 39431

Z 2451
FEHR)

52~82 15 70
BUERE(BI)

0~4,160 F15 1,300

Fifih oBEFX TOHFE)
1~205 T4 234

FS  PEIECEOAT G L L DM O SRR A

IRy 'I‘iia TN
MEt
L HY

¥ H#L 91 20 111
53] (45.5%) (10.0%) (55.5%)
i 69 20 89
p=a L
® HY (34.5%) (10.0%) (44.5%)

et 160 40 200

(80.0%) (20.0%) (100.0%)

(FRHTEM 2008 7 0.610, p=0.4349)

— 17, BRI APEEEA & 2 L4 ERT O R

1Z B39 11, ﬁ(‘f%‘z{ﬂ 5, HPEEERIIIC 2 <,

B 52~82 1% (T 7058 ) Tdh o 7 (£ 4). WREEEC

Eiib i 1412
squamous ca 100 it 85 B4 179
adenocarcinoma 59 il 15
small cell ca 1 194
large cell ¢ 6 -
a‘:irerfoz(;u;ious ca 3 St O)JELEE&{% 146
LCNEC 2 = g
d EL 43
ouble squamous 1 2k 189
adeno + SCC 1
adeno+SCC+SCLC I ERER A
+LCNEC I i
large +LCNEC 1 1A 68
EXEN 187 1B 34
1A 11
EE5 1B 24
111 1
g% Ig; 1A 30
B AR § lip 13
21k 182 P 186
%3 Al
fitr =L
VATS 98
)i 82
BARI+VATS 6
#eat 186
UIBREGR B
EUIRR 148
X LR 21
iRl 19
HERGAM 3
gt 191
pneumonia, TNSIP) 7341, fNSIP+H¢AsME %g{tﬂfﬁ%

(cryptogenic organizing pneumonia, COP) 7% 14,

i ERTELPE M 48 (desquamative interstitial pneumonia,

DIP) A L ], ZFOfh24TH -7,

BOFU =Mz B Ui, AR CLIRE RO
PRT00%1(53.5%) 7 i £ 25 <, IR TRUES9HI(31.6%),
J FIRL IS 11471 (5.9%) DNE T & - 7= (3 2). A A

BRI FE N T4 1,300 &b xR 2B L0 bE <,
£ 7= Tl & Ak S £ C o WIEX 1~205 1 (GF

1’323411)%3@0&.

TSI B LTk, MRAT ITREZR 200 E I, &

H7p LSk 0>55.5%, HHb 0 1344.5% & 5,

FONEIL, F-UGHELIREREET, AT a4 R,

TUEAT MDY 103 5] & ZEM 78 151 K 0 o0 2 il

’C“Eff)ot SO BN ORI &3 B iR 5 179
#(92.3%) & KA Ebi-. N & smht & ofnE
BRI, TR L CRAE L IZIEMIN 146 151 (77.2%),

Wil & IRBEAN T IRAE L7 IE B 4 43 141 (22.8%) i 6D

HiLTs. /El\{ﬁﬂmﬁﬂa)ﬁﬁ?l}mﬁ‘]% fﬂl\/( , HL»&U)B;)
11

HHO0HH THEA RS % < 1021 (54.8%) T,

12335 1511 (18.8%), 111 73 46 4 (24.7%) T & - 7=,
LUz, NTHEEBIO R @ aE BTl 7.
FHR N e85 (VATS) F R e £ 023,

v aTIA R, R AK b MY T LT,
}/LﬁaL)L/r\/{\fﬂ/Cbl?)th. %%&imﬁmﬁ:iéflﬁ!/l
WM IEGE B & RHTT 2 & (#85), TR/ <

CaPERIIE G X 7 Ko 7291 1 (45.5%) ik L, T
BHBEHE 7 < AT A X 7 U7 JEB 23 20451 (10.0%),
F PR A XTI A & T S Ao T

ért@rH:ﬁWfJ(MS%) TR fT oo b 5
_,}—
Lo T, TR CRMIT % & i1 0.610,

WEHEE A RRE L T2IER AN 20451 (10.0%) Tdh - 72

p=0.0340 TH B 2 T RIS H e
Mo,

VATS & BB 22T ECT > & oo 72 (K3). DIFRED

B CIL BB BR 28 148 911 (77.5%) Tie b, % <, IRWT

I EIER, o DIFRONT T - 7.

/)\

Fi, AMHIEA X L4 ERO S B, 290
WERITRAL AT LT Y, AM g OFE T

RN O IN < 70.7% 232 U7=23, 24 3 Ah iy B

- 161 -

(79)



2008 ~ 2010 L OE A MR I B9 2 A gE

AHIEERECHDEBLEFEH

300

250

200

150

100

50

0 5 10 15 20 25 30 35
iE Bl

240 D AMIEENFEE T1008 LINIZIEE
226l MEDEETREE, 7HIMEEEEREY Y kEW)
(1BIIF2E B, £ 516IE3EIE DEETRE), 14 WEEERE
HIEE STRE(Y)

E1 SRS C B oA H K

SHBEREREG TR

iE Bl

0 5 10 15 20 25 30 35 40 45 50
A #

F2 AMREGAEF LA REAOTE
(JERI 8, 121288 L TIF BARIEE R L)

100 HUAPZFELS L, 9 B 22 T 4)[E] 0 A e 73 W5 (H2).
ELEEIN & 72 o 7= (K1), FE T O A BE 38 7 &5 3F
Tl :Eé HEiZ2~240 H, V494 H ThH-7-. ¥)

£ B

DAMEEZ RV OS8O 5, ZhEh

ﬁJ?MIEIEI e H oMM EEL X LT L TEY, ARl U= kT A — FREICE LT,
O 4G T B ESGES OB PR, 161 FTRIZELROEKE (11.1%) NFETH 5. fiElO—K

BHRICEIVEE L. )5, SaMEELZRVEY T RE B E 2T, JEFIEOZ W iR 2 & LT3
EF LS 1IERNOZEDOROFHICE L TIL, BEREETH-ZICHMb ST, REOFE2MEHRD
B 2~46 » A OBEWM (CFE¥I183 » AYATFL T BOBEN B SN T, T,

(80)

- 152 -

i

v

o

ﬂél



HP Mo T 0 2 Ao PRIIEEIZT 2

DONERTEM> S E L0, dod BIAR 9
%#é%%abfﬁzaht:aWﬂ&&&Lf&
Fons, LinoT, fHoin-EEL T 55
W, A ETAERRICE D OmErRH D L
SIHICBL LERDH S D .

S FHAT O RS IE, 1% & A EAIPF/UIP % SER%IC
A7 % i @imﬁﬁfﬁﬂ FOIER) 2 L o FEHE
NINRIRERL VIS, Tibh, kRN EW
M 2 A D T0 RSN O BAET, BRI IPF/UIP
Fo S AT LT OO IR ISR O 1 S, TRER)
THY, 70%LL B THIC & & F 5 Ibikry R o
fliligs TH o 7=,

e Do D5, %~&%*&ﬁ§ﬁ%k%
45% O Jiti #% T LA MR A ke D AT B o
PRAPREE 2 fid T L TNz 23 (5), *ﬂu%ﬁbb#
FEHL L LT R0 20% 12 AR I A BE L T W
B, AVERTE O SR IESEE T, Wﬁ@%w&mb*
%ﬁ&w I K DAV RO BRI LT

%ftwemﬁwaxﬁﬁaT%ﬁ#ot
ik,m&t~&mkt%ﬁn%&m< 1 T
SFEXFRABRA 4 —_ g ki LT

@l%ﬂb%ﬁléﬂikaMN;%Lféth%
XhOTEERBERTH-T. L LN —F
TE, WA RS L7 E B 0OR 30% (2InlfE L
W%%4$ iﬁf MM%ﬁbnfw
bﬁéﬁjm
m_r+\awnngfa w 1) BEEENEIC
L DB A AT B, 2) SRR L RS
# > R A 00 LAY HE (demographic data) D Z2 4
3) AEREG] & RS O P A BIC B T SN T
A= B — O Y CTATRER], AR, Fi02, tidal
volume, FERIEE, PaO272 &), 4) B, (L,
e EME LITAEICHER SN O NEHE TH D

¥&0

itk T T [IPs (& < IZIPE/UIP) & JLAfE T
IO MR ES OAE TfCBW T, b TEE
R THD. SHEEIC TWEHRET A — B S

- 153 -

JENEIMA & TR O AT MRS K UM Ao B

L 72360 fiti i 40 B % (11.1%) 20 B R FF H AL/,
205 {51 o ifies FATIE T, D2 2 41 61(20.0%) TIA]
LN 78 O AR AVEAE L 72, AR
P34 N THIEL, £ 05 B 2961 (70.7%) 75 Atk
Mz L WFET LTS,
AT A REILU D &35 5H 0 D2 T8
LB LT, AROMRE Tl s
TR OB X 5 BN E PHI A RIT MR T E R
Do T, BAEEG L IETESIOBRIRN T o 7 7 A,
fwﬁimﬂm s LB LT, HAESD
DY TN T D.
lwmw¢#®m&%ﬁwﬁ
TEABeSE, WP EREICET LA R T A O%Aiin
Lnnd e Ebi ,itT/A@%v AT, A
E L~ d 7 a AT T ¢ 77 AR 2R G i
RELEZOHND

X% JE T o

BEW

1) SRHRE, PG E, PRAREME D Rt E
meméﬁt“V]ﬁoﬂﬁMMNhio%
- H PR 4256 1984; 22: 1012-1020
2) mﬁaﬁ,mH@%,%mﬁmB:%%ﬁ%E
PR 28 (1P A5 DF g 12 k37 2 Ml i e 7 11P Bk
i TSE 5] 00 BRIR RO RS . Bl 20015 41: 281-286
3)  BRJPAE, PeBrai, TRsE A S LA
B R OAT A REIOOEH CicEE L7 WS
AT & 2 e R4 2 41 H 2356 2006,
44:27-33
4y REPESVREL, HARS, CwEE S  RVEYEM%
B 0F U i FATREIC BT 5 BERGIA 5T
SCHKIRR B MRS RL 2002; 550 131-133
ﬁ A TRV, S AL D IR
W 4% A B B o SR B IZ B S RN
ﬁ:”ﬂﬁ@ﬂfwhﬁ%%%%ﬁ&ﬂ& T HRATE
e OVE AP RIZ BT LA ZEEE.
% 19 AR ST L 2008; p62-66

(81)



[Fri21 £ E]

(105)

RESEVE VA PER 2 5 DFIE 263 2 (L2 iiE O Bl &
TR B L SR B 9 2 e A

AL RV 2

Pl PERVENEM &1L, @i le,,,f EDRL, JJ:%*?U')fri‘% ‘ﬁ%E‘Jfﬁﬁ\Uf"}df D=DTHHD.
HiTC, RN | i 9% 75 fITHme WX DHDATBWE AT D 1T, I B L7 ek
TP A 9% 0 B R NG g, f'%;ﬁk L aumfkéfﬂfb\ - FRHETT M O B ft%’%’f*ﬁ“
ODAATIRIERITH Y, W BEE L7V D U A 7 988 » T HER M T 28 & OF it
TR (e LT 2908 f'~f;’aﬁ THTEXHOM, 12OV TIHE EDRMRIE 0. é[L%U)Yﬁ‘JEf
BRI O SR =, JEBIOPUEERE SR O B> T L e F o anz L < ””Jz‘i@iﬁ
T, EOIREE e ZM R HE DN EEN TS, Heor 3, ANMEAGT AIEHIC LT, H
TR E DR e FUEPERTES AV ST 2% 07y, ARSFFEC R L 7= A o o EE@E
FEBREORIEROD, ZWLNITH L, SO, BRI oL LT, Latinsg
<, HIMED B HLFRIEL A OB ARG 5 2 82 B EIER A & 2w L. OVE
AAERBE A Z I 2 A GFEIE O /0 LA L O )3 O BRI 2 xF LT, BRI i
B ORELT Bt O b B L O KRR > T 7 o — B A7, 2E 190654 1 0 396
JEB DAL PR L 2 A 2 L BPERL O AT W TN S AL, T o 7e ) G A
WL ZZWr S8, S261(13.1% ) Thh - 7-. H:fim’wm TR L A T, e
W TF oy U XEn, 75T WA+ RS RA% %, 1401(35.4% ), 12041(30.3% )
T o7, BPEHLEOIERT, ZHEN86%, 58% Tho7-. ZOf, ©/Lavy, K+
s szﬂﬁ LR LI @38 T ds » 7o, AT S, (ISR, Ao 58 i B 5 1

QWX T 2RI BT D DIVR T T F o+ 37 U ¥t L5 FFHH + x|
R l‘Tff‘fﬁﬁ%ﬁifﬁ%ﬁ?fﬁ‘r;liﬁd',EL‘I‘ 2 & MR O B FRaL O 17l L P A v B X LR
Tz Bk, LA & LS o CRITHA 2170, IRRREIG, Mo f RN 7 O M %217

Current status of chemotherapy for lung cancer with
idiopathic pulmonary pneumonias:

National survey on chemotherapy —related acute exacerbation of IIPs

Akihiko Gemma
Internal Medicine, Department of Pulmonary Medicine, Infection and Oncology, Nippon Medical School, Tokvo

ldiopathic interstitial pneumonias (IIPs) are one of the most common complications in patients with
lung cancer. In lung cancer patients with 1IP, the most serious toxicity is acute exacerbation of IIP caused by
anticancer treatment in Japan. However, there has been no consensus and no evidence presented, regarding
optimal treatment for advanced lung cancer with [IP. We conducted national survey by the questionnaire
and got answers for 396 patients from 19 institutions. Our survey showed that 52 of the 396 patients had
chemotherapy-related acute exacerbation and most of chemotherapy regimens were paclitaxel (PTX) in
combination with carboplatin (CBDCA) or etoposide (ETOP) in combination with platinum agents. We
considered that CBDCA+PTX or platinum agents+ETOP could be candidate regimens for treatment of lung
cancer patients with ITP. We plan detail additional survey about treatment effect and risk factor of acute
exacerbation.
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Multi-centric Retrospective Cohort Study of the Postoperative Acute
Exacerbation of Interstitial Pneumonia in Lung Cancer Patient.

(Progress report)

Toshihiko Sato', Hiroaki Sakai', Satoshi Teramukai®, Ebina Masahito®, Kazuma Kishi*,

Haruhiko Kondo?®, Yoshitaka Fujii®, Takashi Kondo®, Hiroshi Date""?

'Department of Thoracic Surgery, Kyoto University
“Translational Research Center, Kyoto University
*Department of Respirology, Tohoku University
'Respiratory Center, Toranomon Hospital
*Japanese Association for Chest Surgery

Postoperative acute exacerbation of interstitial pneumonia (AE) has been a major concern among
thoracic surgeon. AE was identified as the top cause of peri-operative mortality in the annual report of the
Japanese Association for Chest Surgery 2008. High level of serum LDH, KL-6 and low %VC, DLCO in
lung function test has been reported as a risk factor for AE. However, these reports based on the small cohort
less than 100 patients, the results are still disputable.

In order to cumulate cases for identifying the risk factors, multi-centric retrospective cohort study is
planned under the initiative of the Japanese Association for Chest Surgery. The 33 institutes are participating
to this study and 1041 cases of IP with lung cancer and 112 cases of AE were cumulated in January 2011.
The largest cohort in this particular field shall be realized when the data recruitment is closed at the end of
February 2011.
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A Manual on the Diagnosis and Treament of

Idiopathic Interstitial Pneumonias-a revised edition-

S. Homma', H. Takahashi?, M. Ebina®, N. Inase!, A. Azuma®, Y. Fukuda®,
K. Hagiwara’, H. Sakai®, K. Chida’, Y. Inoue', H. Taniguchi', J. Fukuoka'?,
Y. Hasegawa'®, Y. Taguchi, T. Johkoh", M. Bando", Y. Sugiyama’®

'Department of Respiratory Medicine, Toho University School of Medicine
*Third Department of Internal Medicine, Sappore Medical University School of Medicine
‘Department of Respiratory Medicine, Tohoku University Graduate School of Medicine
‘Department of Integrated Pulmonology, Tokyo Medical and Dental University
‘Internal Medicine, Department of Pulmonary Medicine/Infection and Oncology, Nippon Medical School
SDepartment of Analytic Human Pathology, Nippon Medical School
"Department of Respiratory Medicine, Saitama Medical University
SDepartment of Diagnostic Radiology, Saitama International Medical Center, Saitama Medical University
*Second Division, Department of Internal Medicine, Hamamatsu University School of Medicine
"“National Hospital Organization Kinki-Chuo Chest Medical Center
"Department of Respiratory Medicine and Allergy, Tosei General Hospital
“Laboratory of Pathology, Toyama University Hospital
“Department of Respiratory Medicine, Nagoya University Graduate School of Medicine
"Department of Respiratory Medicine, Tenri Hospital
Y Department of Radiology, Kinki Central Hospital of Mutual Aid Association of Public School Teachers
“Division of Pulmonary Medicine, Jichi Medical University.

The Diffuse Lung Diseases Research Group from the Ministry of Health, Labour and Welfare in
collaboration with the Japan Respiratory Society (JRS), published a consensus statement in 2004 on the
diagnosis and treatment of 11Ps (1). The purpose of this revised manual is to analyze the additional evidence
accumulated since the publication of the 2004 statement and to provide evidence-based recommendations
for management, with an emphasis on diagnosis and treatment. This document is intended to replace the

previous manual.
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Development of a pathological diagnostic algorism for pulmonary
fibrosis and study of the dispersion of histological findings and
diagnosis, identification of the prognostic factor and predictive factor

of therapeutic effect

Junya Fukuoka', Ryuji Hayashi®, Tomonori Tanaka', Shigeki Shimizu®,
Kazuya Ichikado®, Yasuhiro Kondo®, and Hiroyuki Taniguchi®
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‘Clinical Pathology, Graduate School of Medical Sciences. Nagoya City University
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Pathological diagnosis in chronic interstitial pneumonia is important for deciding direction of treatment
and prognosis of the patient, which is done based on the observation of histological pattern and speculated
etiology solely based on the histology. However, there are quite a few numbers of challenging cases which
eventually may end up with disagreed conclusions between observers. This disagreement can be seen even
among the pathologists who are specialized for lung diseases. Therefore it is also an area what general
surgical pathologists feel difficulties for their diagnoses. The present study has been designed to compare
agreement between ordinary pathological assessment and the one using digitally scanned slides along with
the application to score each necessary pathological findings. At the same time, the agreement among US/
EU pulmonary pathologists, Japanese pulmonary pathologists, Japanese and general surgical pathologists
will also be calculated. It also can have high potential to find out which factor is the most predictive
biomarker of patients’ survival and/or therapeutic effect.

The study is expected to contribute to standardize the pathological diagnosis in this otherwise complex

area. In this year, we have finished composing the diagnostic application.
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