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[ B P il % (1P) &Mt 0D 2nd line {LAARRIAIC
DU A BRSSP E P b e T oD At

BEE FE ®  EB WA P 2NV S KTy s!
AT e g i e ®ET AT Al !
Fw o E' (S T ek oK B =5 T N
R WA B O FEE 92 ZNCT

IP & OFi#E O 2nd line (b EEO R LR KL OGUREA BEA MR EE O KELZHA O NICT S
B TR EIT o7, SRR E10EMICY & o & — TILBFRIEE T L7 IP-A O 8041,
2nd line {L52FEE 2 HiAT L7 44 010 B &, 1RIE regimen,  HUE A1 BEE G NI 5255 0> #8 %
retrospective (ZARFT L7z

FUIER 771 BE T R P 25 1 8 81 (18.1%) IZ 7B, 5/8 151] (62.5%) MNFETE L 7=, TRIEL AVENTIL [
& JEJE L 7= regimen /X ACNU+PAC & VRB 2325472, AMR, GEM+CPT-11, PEM, DOC 3%
NENNBITOTH -7, 2nd line {LARIE DI,  HEVETEA A (H 9048 ) 13/ N Ia s ©
0%, 1.4 » 1, FE/NMNENEE T3%, 1.8 7 H, Thole.

P& OHIHEIZ 31T 2 2nd line (L PRI HURAI B E A MR EEOHE N & <, BERDIRENZ
LnWZeEnb, VRZERXT 4y NEBREBEIIMITTIRETHD.
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2013 EJEOVE AMENEBIZEI T 5 AL

®

il

RPN Z¢ (IP) I I mBR L I S B 095 2 &
PEBATHN D, IPABEER IV T, Fiff,
(b5 & OFFEEIRREIZ RV BOER 72 IP O 2
HERETIDZENHD T b, IRRIEOERRIC
R 2 HENE WY Fxld, IPRIERE L HUE
FINT & % FEANE Nt ¢ D 8 2 LA B S PO i
% (anti-cancer therapy related acute respiratory
deterioration) & B LS U722, IPAOMHIRERNIC
BT 5 2nd line (LFHIEDA FIMERHURH RIS
W 8 B D AEE (2 DWW T OB 522§ 5 B B THRE
BB Ileol.

MRMRB LCHE

20044F4 A ~ 201344 A2 & o &4 — T{RFEETE
Z AT L= 1P & 0HE so B, 77 F IR ks
VR4 IZ 2nd line /L 5EIE & AT L 72 44 451 (55%) D
B R, 1Bftregimen, 2UVEIEUL EE OB E &
retrospective (ZA& T L 7-.

UIP D EFE 1T ATS/ERS/IRS/ALAT 02011 €ERR A A
FZ A L TUIP/REZ — 36 KL Wpossible UIP /N F —
& UIP/SZ—2 & L, Inconsistent with UIP /X4 —
V& nonUIP XZ — 2 & L7272,

B o B R R [ B AR BRSO A
RTA v OREMERMREMEEOERICHE L TLUT
DERICEFR LY.

D VR RIC ] » A LN OB CTU ToO-0%
Wb ol L.

O R #E o> 18R, @ HRCT AT R CHRAHMELAT R+
FIZZAECTRA Y H T AEE+REE, OB IR
FOTEDART (JFl—4&1F F CPa0: 10 torr LA 1),

2) A & il GYE, R, ZERO LR R E RS
9 %. CRP, LDH® 5, KL-6, SP-A, SP-D7¢
ED R EZBERRE L.
WA P CI, 2BE O kBB A ICT

unpaired-t # E, fEREAFOREICIIR VAT 4 v

7T, AETFHIR O R E 21X Kaplan-Meier % &

7o fEBRES% R A HE LARZEHD & L.
FBEA Sk Table 1IZ/RT. EIIERIDY 70.5 3% (56-

83k ), FHPE38H, 6B, PSIZOMSH], 138

3361, 2LL EA 3B CTH o7z, RRRRAUTAREE S 1941,

Table 1. BE W & (n=144)
- ER(EHER)

56~83 (70.5)%

. R Bk 38/6
- PS 0/172 8/33/3
- AR

Sm/Ad/Sq/NSCLC 13/19/8/4
« BRERIAH

IWIVIV/HT B 5 3/29/10/2
o IPENEE

1IPs/RA-1P/SSs-IP/MPA-IP 40/2/1/1
UTP-P/non-UIP-P 23/21
. BUERE

Current/Former/Never 15/27/2

Smoking Index (S. I.) 1130 = 647

Sm: small cell carcinoma, Ad: adenocarcinoma, Sq: squamous cell carcinoma,

NSCLC: non-small cell lung cancer, I{Ps: ideopathic interstitial pneumonias

RA: rheumatoid arthritis, SSc: systemie sclerosis, MPA : microscopic polyangiitis

UIP-P: usual interstitial pneumonia-pattern, nonUIP-P: non-usual interstitial pneumonia-pattern

Table 2. 2nd line L2551 0 regimen

NSCLC (n=31)

DOC 12 (38.7%)
VRB 9 (29.0%)
CDDP+VRB 4
PEM 4
CBDCA+DOC 1
GEM+CPT-11 1
SCLC (n=13)
NGT 6 (46.2%)
ACNUHPAC 4
AMR 2
CPT-11 1

NSCLC: non-small cell lung cancer, DOC: docetaxel, VRB: vinorelbine. CDDP: cisplatin,
PEM: pemetrexed, CBDCA: carboplatin, GEM: gemcitabine,CPT-11: irrinotecan,
SCLC: small cell lung cancer, NGT: nogitecan, ACNU: nimustin, PAC: paclitaxel, AMR amrubicin

S ERCEEDS 841, /SRR LY 1341, AR ERIE
INHE IS 45 Cd o 7=, BRI HA I 1A A3 3451,
HTHA73 28 651, TV #2511 09, I 38 23 2l Tdo o 7z
1P O i 43 FE L 1IPs 23 41 1], JRJFS9 i (CVD-1P) 23 3
B¢, UIP/ & — 73234, non-UIP /& — 321
Bl CTh ol BUEREEII 1130647 THo7e.

2nd  line {LZFIE D regimen T3/ MERIATHEE (n =
13) TiE/ X7 5 (NGT) 2364, = N (ACNU)+
RV EXEN(PAC) DN 4G, HEEA Y 2T
(CPT-11) 25 148l, 77 /L B (AMR) 3240 T db - 7.,
e/ (n=31) TiE K& & &1 (DOC) 25 12
#, B/ LLEYVRB)MBIK, AT T F
(CDDP)+VRB 234 fl, ~XA kL% K (PEM) 344,
AR T T F 2 (CBDCA+ DOC A 14, Ay se
¥ (GEM)+ CPT-11 23 1 5 T & - 7= (Table 2). 2nd
line @ 21— AFT ¥ 2.2(1-7) 2 — AT o 7.
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Table 3. HUEHIBIHE 2R R (n = 44)

regimen $EEY% (n)

NSCLC 16.1% (5/31)
GEM+CPT-11 100% (1/1)
PEM 25% (1/4)
VRB 22.2% (2/9)
DOC 8.3% (1/12)

SCLC 23.0%(3/13)
ACNU+PAC 50% (2/4)
AMR 50% (1/2)
NGT 0% (0/9)
&E&t 18.1% (8/44)

NSCLC (n =31)
%

100
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0
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year

Figure 1. 2nd line {229 15 O I IR (7 51 4 (PFS).

5 {E : 1.8 months

Table 4. HUE I BEE A M 2L [5 35 /B IR -1
(BYRT 4 v 7 B ST
Predictor ~ Odds Ratio  (95%CI) p-value
Age 096  (0.86-1.07) 0.51
PS 087  (0.21-3.51) 0.85
UIP-P 149 (031-7.19) 0.61
LDH 0.99 (0.99-1.01) 0.56
KL-6 1.001 (1.000-1.001) 0.19
SP-D 0.99 (0.99-1.01) 0.73
Pa02 1.02 (0.98-1.07) 0.37
%VC 0.97 (0.93-1.01) 0.13
%DLco 1.001 (0.96-1.04) 0.95
%FEV1.0 1.006 (0.97-1.05) 0.76
S. L 1.001 (1.000-1.003) 0.026
SCLC (n = 13)
%,

100 FR{E: 1.4 months

90 ]

80
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0
0 0.8
year

FE/NHNENE (n =31) TIXPFSHRAE 1.8 » A, /INMNEMIEE (n=13) TIXPFS T R{E 1.4 » A TH -7z,

LA

TR 771 BE S A I R 5 5 1 8 51 (18.1%) 12 3R D,
UIP /% — MR 5H Tnon-UIP /&% — U R3HIT, 5
B 51851 ((62.5%) DS FETE U7=. HUsRA B SE IR, [
% & FIE L7 regimen /X ACNU+PAC & VRB 7232 fi],
AMR, GEM+CPT-11, PEM, DOCAZnFh 17
DTH =T,

& regixmen 7| O HUIE Al B S IR [ O BREE T,
IS A AR T ACNUHPAC 28 50%(2/4 51), AMR 2%
50%(1/72 1) T & o 7=. FE /MR B R TR
GEM+CPT-11 23 100%(1/1 i), PEM %3 25%(1/4 1),
VRB 73 22.2%(2/9 ) T - 7= (Table 3).

P A BhE SR EEOBRE T 2 RET 57
Ha VAT 4y VRN EITo T 2 A, BT

WCBWTHERE O CHEREEE LR D -
(F v Atk 1.001, 95%{EHEXH : 1.000-1.003, p =
0.026). LnL, ZEEMT CIIAERBEEEZR
TR FIEER D B AL72 D> 72 (Table 4).

2nd line {b5FRVE O i BIRRAN R IT/ R Tl
ZE2N 3 (RR) 2% 0%, R ZR (DCR) 7346% TH 1,
IR AT M (PFS) 1L 1.4 » A, &41FH
M(OS)ixHFRfE 142 » A Th o7z, FE/INHIEE T
IZRR 733%, DCRA355% CTd ¥ PFSIZHRAE 1S +
H, OSIZHFRAE14.5 » A T - 7= (Figure 1, 2).

z =

RPN T, 77 F - % 5% e
D 2nd line b EEITH HHEARENTWD Y. /M
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Figure 2. 2nd line {59815 & HE1T L 72 1P & ORI 00 42 A= 71 R (0S). JE/NIBNEE (n = 31) TILOS H e fif
14.5 5 J, /ISR (n = 13) TILPFS el 142 » H ’C&;op

AR CTIEIEIC AMROONGT?,  FE/NMIE#E Tk
PEMY°DOC” BHAH &4, A NT A4 L ThHELE
INTHD. LaL, B OBKEBRICH W TIP
A ORISR LRI SN TR Y, IPAOHITEIC
[RAE L7~ 2nd line b BED KRBT <, =
FURZZ LWONEIRTH B .

IPA GBI 35U T st line/bSEIE1T, /N it
JEIZ CBDCA+VP-16'7, FE/Milllufifises |- CBDCA+PAC!
OFRPERTESL o205 5723, 2nd line DA
FMEZ RS2 . Ziud, IPAETHEIC T
% 2nd line {bL52EHAIE Lst lmeﬂi EEEIC IR L CH
FAMENENEF T X A R, 1st line (b SEERR T S0
HREEFICPSMETLTCLEY Z &L N TH
HEEZBND. b, EHERER ClxbuEAl A ik
VIR L35 Z & CHUE A BE B Rk N 5 3 S5 A
DOV AT HEBINIETLED I & DD best
supportive care & IHTSEFI AL .

2nd  line {LEEHIEIZBRE L 7o ARRES f@mmm%
HEAMERER BEE OB X 18.2% (8/44) Th - 7=,

A O IR 4 4R o H0 A4 B é@ﬂ%$miBL
22.7%PV EMEEINTEY, 2nd  line/bHRIETDH
Ist line {5 & [RIRRIZ 0 A BEE A e [ o>
FIEIERETRETH D, IDIL, fFEFRxz b
129%(4/44FNIZIPIZ B 5 C db 5 U AI(GEMACPT-11:
145, AMR : 2, CPT-11 : 1) 2MER STz
ZETHD. D B 2/ARI(50%) P B AL R
WS A S8 LU /2, 2nd line (B2 BG-RITIC

A—FE MEAFIIS R 2 MM 2 O A I % TR
TOHUERDD.

AR AR B T I R A B R S W R S D e
regimen & LC, /NIRRT (n = 13) IZNGT 75 6 5
01 (0%), FE/NFMAEMFRE (n = 31) TIZDOC A3 12 f5i]
1411(8.3%) T o 7o, WL, HUpE A B R ek
55 D S FEAE L MG < PR LS 22 A P70 v WO BEFI T
bHEBEX BN,

P& OF il 12 B i 5 2nd line fb 52 8 ¥ O RR,
PES( F A1) 13/ NS (n = 13) T0%, 1.4 » A,
MR (n = 3D TH3%, 1.8 7 HTho7z.
P FEA-OF I8 00 2nd line {b 259 15 C 1/l B 68 o
NGTIEZRR : 13%, PFS:23 » H® JE/IHIIREIZ
17 5 DOCIERR : 8.8%, PFS:29 s H'™ & g
L TCHERDEDZ LMEBMBFED DL,

PLE, IPEBHIEEICI T D 2nd line fLZEIRIC D
VN TR A BE R R PRI [ DB S i <, BRR )
BEzZLnienn, VAT 4 v hNeEZX
EEICHITTNETHhH EBEZ LN,

X B
1) BEESFONE, = ERG, BEEL, i REE
g% & OHIE L d 1) D IR R B E O MRS il

¥ 47: 849-54, 2007
2) Isobe K, Hata Y, Sakamoto S, et al. Clinical

characteristics of acute respiratory deterioration in
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pulmonary fibrosis associated with lung cancer
following anti-cancer therapy. Respirology. 15:88-92,
2011
3) Raghu G, Collard HR, Egan JJ, et al. ATS/ERS/
JRS/A LAT Committee on Idiopathic Pulmonary
Fibrosis. An official ATS/ERS/JRS/ALAT statement:
idiopathic pulmonary fibrosis: evidence-based
guidelines for diagnosis and management. Am J Respir
Crit Care Med. 183:788-824, 2011
4) KSR UERE IR & RO F 51 & (BET
FE2hR ) H AR ZR T OVE AR B2 B - 15
WA BT A ANEREBERE
5) Fossella F, DeVore R, Kerr RN, et al. Randomized
phase III trial of docetaxelversus vinorelbineor
ifosfamidein patients with advanced non-small-cell
lung ecancer previously treated with platinum-
containing chemotherapy regimens. The TAX 320
Non-Small Cell Lung Cancer Study Group. J
ClinOnicol. 18:2354-62, 2000
6) Inocue A, Sugawara S, Yamazaki K, et al.
Randommized phase II trial comparing amrubicin with
topotecan in patients with previously treated small-cell
lung cancer: North Japan Lung Cancer Study Group
Trial 0<402. J Clin Oncol. 26:5401-6, 2008
7) O’Brien ME, Ciuleanu TE, Tsekov H,et al. Phase
1T trial comparing supportive care alone with
supportive care with oral topotecan in patients with
relapsed small-cell lung cancer. J Clin Oncol. 24:5441-
7, 2006
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8) Scagliotti G, Hanna N, Fossella F et al. The
Differential Efficacy of Pemetrexed According to
NSCLC Histology: A Review of Two Phase III Studies
The Oncologist.14:253—63, 2009

9) MukoharaT, Takeda K, Miyazaki M, et al. Japanese
experience with second-line chemotherapy with low-
dose (60mg/m2) docetaxelin patients with advanced
non-small-cell lung cancer. Cancer Chemother
Phamacol. 48: 356-60, 2000

10) Minegishi Y, Kuribayashi H, Kitamura K, et al.
The feasibility study of Carboplatin plus Etoposide for
advanced small cell lung cancer with idiopathic
interstitial pneumonias. J Thorac Oncol. 6:801-7, 2011

11) Minegishi Y, Sudoh J, Kuribayasi H, et al. The
safety and efficacy of weekly paclitaxel in combination
with carboplatin for advanced non-small cell lung
cancer with idiopathic interstitial pneumonias. Lung
Cancer. 71:70-4, 2011

12) Minegishi Y, Takenaka K, Mizutani H, et al.
Exacerbation of idiopathic interstitial pneumonias
associated with lung cancer therapy. Intern Med.
48:665-72, 2009

13) SRR, . OV AMEMEEICRET 23E
WHEHE, 2010

14) Hanna N, Shepherd FA, Fossella FV, et al.
Randomized Phase I1I Trial of PemetrexedVersus
Docetaxelin Patients With Non—-Small-Cell Lung
Cancer Previously Treated With Chemotherapy J Clin
Oncol. 22:1589-97, 2004.



A VISV T v L= g YIKAOS) & -
R FEVENTARHERE (IPF) O RRIR B RN B 9~ 5 58

Bl X Aeds & FH HA T =9 T8
aEA HE B A fEm B M ey e

[ B0] FE2EEH) CERERIICAIT 2 % Impulse oscillation system(IOS) (Z & o TR S 41 5 R M iisrik
iE (IPF) DEFE 2 B 5252 L, 10S 25 IPF O FEARAEHMIZ G A FTREDS & 5 03 et L7z,

[HiE] 201045 A 75 20124F9 A £ TIZH R 2572 LI RER A& & 10S & £ hi L /- IPF %
35, COPD B 4061, MEFE 27HIZ5exi4e L Uiz, 10S &FHE (RS, R20, X5) IZ2W T 3 HEMH
THelgREt Lz, $£72, A XS(MERRFXS &R XS D 72) IZB8 LT, ififE & (VO), ik #isE (DLco)
F3 & ¥ Composite physiological index (CP1) & OAHEEMENT 24T > 72, & 5T VC I L ' DLco DAERE
2B & XS OFERIZE L EOMBMRIT 21T - 7.

[#558] IPF TIZRS, R20 DEEINER D 7203 > T2 N XS DK T #5872, IPF Tl &R X5 <IFER
FEX5TH Y COPD & IR FER ThH o7z, AXSIZIPFCTHEICEE L 725 THY, VC,
DLco, CPI& AERMEEFT O . XSOERZEIL, DLeo DEMELE & ARERMHEZE O,
(73] XS % IPF DEEFRAJFHATIZ )G C & 2 rBeEDS mE S /.

TR BRI W A BT T IR
C OOV A MEATREBIC BT 5 AT RS
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2013 4EEUNE AR BRI BE 9 A R IFSE

A TFRED

— % B L R 38 1 i A HE S (Idiopathic pulmonary
fibrosis: IPF) CiX, oo EVEAMEICHAE, FiE(b %
T T IO OWMENE IR EIM L =2 7oA T
APMETT 5. ZO7OHiiEE(Vital capacity: VC)
DWW 7 &l LR REE 2RO 5. £k,
IPF CIE AR OIS L 0 H A ZHEEDE T L
fifi ¥ #% HE (Diffusion capacity for carbon monoxide:
DLco) bHIHIMNBIR T T2 2 ENF 6 TWAL].
IPF (2451 T VCR° DLeo (3R B oD BIE B0 T4 %
W2 Z &0nn, FERERBEEITNEORE TH D
[2,3]. UL, ZoSA 1A kY —0ffifhi e
LB TR RIROZE IR 2N HBETH DT
D, WEHKSCNEL KD & 5 BRI & o TIEREER
LD, FTloREISKT DB OB L WSS
AVRTIUTIE LS JETE RN E W ) RIS, FE
ANERFITITHEBTERNEVDIRALLD.

TR, SRR ORI 24T 5 RIS PR T 2 7
fli Tx AHE5fE & LT Impulse oscillation system(IOS)
DSBS JE RO M2 M P ZE P il 2 R (COPD) D2 AR 1
ISHEND L9l > TE[4-8]. I0STIEL T A
G AL VT I ANMETED. SH2IZBIT D
LA K A (Resistance at SHz: RS) X &% EHKL,
20Hz 2B 1T D L A & 1 A (Resistance at 20Hz: R20)
R EERSIZ R DT EEZ B TWD. 5HzIZ
BIFH YT 7 4 A (Reactance at SHz: X5) 1 dJifiod =
YTIAT L ADHEE ML, BEAOEERL,
ZOMHEN R E VI ERERERL TS Z &%
RS 5. —J5T, X5 OfE LIRSl R 0O
BHICEH TH L & bMESN TS [4,5].

SUE RS COPD 72 £ O PR ZEMENTB BRIk 5
I0S DA AEIZ OV TIRIREDR H 525, 10S 2
CIPF O R L7 iFgeiii =iz 720 9]

ARG B HE IR BB CRIFFRIICAT 2 2 10S 12
Lo TRENDIPFOREEWLNTTHZ ETH
. X HIZ, 108 A5 IPF OB R HFEME 5 A 7 AE 2
EIo Rt L.

B. A% 5%

AEFFEIL 2010455 A 22520124210 A £ TOHI
BB REFREIZBOTIOSHB LA AL 2 Ak

U —% %M L 72 IPF354, COPD40, fds 3 2751
EXGBLELEBRAMEBENTETCHD. 3FMT
10S DEFEE (RS, R20, X5) (22T Whole-breath( FF
R, AR B L OMERR - RN E
AU T T2 E 8 % BT L7z, & BICIPF R
ot G b LBt Sk o W B BE AR AR (I TE & (Vital
capacity: VC) & JiffiE#k#EM 4 (Diffusion capacity for
carbon monoxide: DLco)) & & T Composite
physiological index (CPI)[10] & X5 D RIHMEIZ-DUNT
DIRFEHIT - 72, & HICHIEIRER (G BIFHE %
1T>7cIPFBE 2 %55 & L, VCIB L 'DLeo D
FERZA LR & X5 OFM B EOBIRNT 217 - 7.

(fREEANDERE)

ARWFFETIR B R O 2 B2 D72 15 T it
LB AMEBENIETH Y, EAHFROED Fi
AT I LR 2 T - 7.

C. iFE#ER

IPFRECIMEWEREL 0 S BENFRIZE L, IPF
B, COPDHEE BATHETEHEL U A BICER I
oz, VCIZIPFRETH - & 1K<, FEViB IO
FEV/FVCIZCOPDEETH » & HIEF L TWiz
(Tablel).

Whole-breath O fifi#7 it 2 % Table2 {27~ L 7=. IPF
BETIZ LY A X 2 A (RS, R20) I3 flH H/E L Lhie L
BESEERBD RN T2, —J7 TCOPDRETIZRS S
BHEIZHEK LT\, U7 7 %2 A(X5)ILCOPDEE,
IPFEEWTIIC BN T R BB & bl LA EIZIR
TLTWE=.

WIS, BRI « AR o3 1 TIRAT & 4T - 12 B
% Table3 {27k L7=. RS, R20 CrLfi &8, COPDAE,
IPFEEVTAUCI VT b RIERICIERRF L A Z A
HREKREL O AZ A L) R LTV, L,
X5 TiI COPD B THEMFRIRFXS IZW A REXS L0 B
HEIETLTWDOIx L, BEHFER L OIPF
FECHBAR XS IEERREXS LD b ABEIIKT LT
U7z (Figurel)., & B, FEARE XS & IRERE XS5 DZE
ThdHAXSHEIFER CHIE L& 2 A, IPFRETIE
AXSHM2EE & bl LA EICHER LT 7z (Figure2).

IPFRE3S Bl %5 L LCA XS EVC, DLecoB XD
Composote physiological index(CPT) O FHBAfENT 21T -
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Tablel Subjects’ characteristics.

Healthy (n=27) COPD (n=40) IPF (n=35)
Male/Female 18/9 33/7 33/2™
Age (years) 48.5 £+ 2.9 715+ 13" 69.7 +1.2™
Body height (m) 1.65 =+ 0.02 1.61 + 0.01 1.62 *+ 0.01
BMI (kg/m?) 229 £ 05 21.8 = 0.5 235+ 0.6%
Smoking history
Current/Ex/Never smokers 1/7/19 8/32/0 6/27/2
Pack years 1.7 £0.7 56.9 = 4.2 383+ 6.8"¢
Pulmonary functions
VC (% predicted) 103.9 + 1.8 87.2 £32" 73.7 = 3,27
FEV, (% predicted) 101.8 + 2.2 58.7 = 2.8™ 77.9 £ 3.1
FEV,/FVC (%) 813+ 1.1 51.7 = 1.8 84.3 = 1.3

Abbreviations: BMI: body mass index; VC: vital capacity; FEV,: forced expiratory volume in 1 second;
FVC: forced vital capacity; COPD: chronic obstructive pulmonary disease;
IPF: Idiopathic pulmonary fibrosis.
Results are means £ SEMs. p values not significant unless indicated.
™ p<0.01: vs. control group, # p<0.05 and ** p<0.01 : vs. COPD group by Kruskal-Wallis test.

Table2 Whole breath 1OS results.

Control (n=27) COPD (n=40) IPF (n=35)
R5 (kPa/l/s) 0.26 + 0.02 0.42 = 0.03 ™ 0.27 = 0.01 ##
R20 (kPa/l/s) 0.25 * 0.02 0.29 + 0.01 0.21 = 0.01 #
X5 (kPa/l/s) -0.10 = 0.01 -0.20 = 0.02 ** -0.16 * 0.01 ™"

Abbreviations: COPD: chronic obstructive pulmonary disease; IPF; Idiopathic pulmonary fibrosis.
RS5: resistance at 5 Hz; R20: resistance at 20 Hz; X5: reactance at 5 Hz.

Results are means == SEMs. p values not significant unless indicated.

™ p<0.01: vs. control group, # p<0.01: vs. COPD group by Kruskal-Wallis test.

Table3 Inspiratory-expiratory 1OS results.

Control (n=27) COPD (n=40) IPF (n=35)

R5 (kPa/l/s)

Expiratory 0.29 =+ 0.028 0.46 + 0.03 **§ 0.28 =+ 0.01 "8

Inspiratory 0.24 £+ 0.01 0.37 = 0.03 ™ 0.25 == 0.01 #
R20 (kPa/l/s)

Expiratory 0.27 + 0.025 0.30 % 0.015 022 £ 0.01%3

Inspiratory 0.22 + 0.01 0.27 £ 0.01™ 0.19 == 0.01 #*
X5 (kPa/l/s)

Expiratory -0.09 * 0.018 -0.24 £ 0.03 **$ -0.14 % 0,01 ™"*8

Inspiratory -0.11 £+ 0.01 -0.16 % 0.01 " -0.19 + 0.01 ™"

AX5 0.02 £ 0.01 -0.08 #= 0.02 ™ 0.05 = 0.01 ™

Abbreviations: COPD: chronic obstructive pulmonary disease; IPF: Idiopathic pulmonary fibrosis.
R5: resistance at 5 Hz; R20: resistance at 20 Hz; X5: reactance at 5 Hz.

Results are means = SEMs. p values not significant unless indicated.

™ p<0.01: vs. control group, # p<0.05 and * p<0.01: vs. COPD group by Kruskal-Wallis test.

§p<0.05: vs. inspiratory phase by Wilcoxon signed-rank test.
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Figurel. Comparisons of the mean values for (A) resistance at 5 Hz (R5), (B) resistance at 20 Hz (R20) and (C) reactance at 5 Hz (X5) during expiration
and inspiration in the control (n=27), chronic obstructive pulmonary disease (COPD) (n=40), and idiopathic pulmonary fibrosis (IPF) (n=35)
groups. Error bars indicate standard errors of the mean. *: p <0.01; **: p <0.0001.

AX5(kPal/lL/s)

Control copD IPF
Figure2. Comparison of the mean values for AX5 (expiratory-inspiratory values of the reactance at 5 Hz) in the
control group (n=27), patients with chronic obstructive pulmonary disease (COPD) (n=40), and patients
with idiopathic pulmonary fibrosis (IPF) (n=35). Error bars indicate standard errors of the mean.
*p<0.035, ** p<0.01.

AR, TR L E BB RO (Figure3). A

X5 & VC OFEIEIE ST -0.51(p=0.002), A X5 & DLco D% ®
DOFARAFRHIL -0.60(p<0.0001), A X5 & CPIDOAERIFR AWFZEILIPF BB 1231 5 10S I TEE O R 182 1)
%}&&io,ﬂ(p:o.om)’éébot. &b’cﬁﬁ LT LTz, T7ebh, IPF B TlL X5(5Hz
WIEIFAA B WA ERAE 21T - 7= IPF 883 22 ) & %) BIFBYT 78 ZYRIRRER - AR S 6T
G L L, XSOFEME ﬂzgk VCE &L U'DLco DR T@“é 2, WERIFOER TN ELVEETH L0, W
EACEIZOWTHBMT 21T o 7. ZORER, X5 RIFXS E R FEXS DZE(AXS) MBI R L T
DA &R L VCOFERZE bR L ITHE B A X51XVC, DLco, CPI&HERMEZROE. £
WA o T (p=0.32). L L XS DEMELE L 72 X5 DM £1E DLeo DML & A B 721
DLco D 4E b & I3 B 72 F8 B 2 78 72 (r=0.80, FAZ RO T=. X538 LA XSIZIPF O iR rIFE
p<0.0001)(Figure4). B L CHATH D EREMERRNB S FU7e.

Whole-breath fig 4T TIZIPF &, COPDE LTI
FERRIZ XS 2METF LRV, IPFEEIC S22 8T %
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Figure3. Relationship between AX5 and VC% predicted (A) , DLco% predicted (B) or composite physiological index (CPI) (C) in the patients with
idiopathic pulmonary fibrosis(IPF)(n = 35). AXS: within-breath change in reactance at 5 Hz (expiratory X5 minus inspiratory X5). VC: vital

capacity. DLco: diffusing capacity of carbon monoxide.
% DLco) — (0.53 * %FVC) + (0.34 * %FEV))

( kPalLls )

0.1+

-0.14

Change in X5 per year

-0.27

Composite physiological index (CPI): Extent of disease on CT = 91.0 — (0.65 *

p <0.0001
r=0.80

-0.3

-10.0 50

0 5.0 ( mi/min/mmHg )

Change in DLco per year

Figured. Relationship between change in X5 per year and change in DLco per year in the patients with

idiopathic pulmonary fibrosis(IPF)(n = 22).

X5: reactance at 5 Hz. DLco: diffusing capacity of carbon monoxide.
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WRTDEADFMITHEKT D ENIMEEERD.
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CPFE/UIP %5 & U2 CPFE/mon-UIP IZ B ) 5 P& K 1@

e ES ik =W OHigE B3
—t KRB g F A

R

[ HE] MRl 2 2 50 KU (low attenuation area% > 25%), 32 (A8 MEARE( LAY R B MG 7¢ &
& ff L 7= JEH# % combined pulmonary fibrosis and emphysema (CPFE) & L, ERERAUFFEI L OV T4
K-FZ2H o027 5.

[ L OHIE] 200344 A 5 5201243 A £ TOM CTHBITZ L7z CPFE B 574,
idiopathic pulmonary fibrosis (IPF) B & 6461 2 xt G & L 7-. & HITHE HRCT L, definite usual
interstitial pneumonia (UIP) 33 &2 (' possible UIP % UIP #£ (n = 46), inconsistent with UIP % non-UIP ##
(n=1D)IZmFA L7z, ERPRARFE A 3 FERM CHOBURES L, CPFE O T K12 B L T Cox I~ —
R %AW THRE L7z,

[#&2] CPFE/UIP, CPFE/mon-UIP, IPFIZ331T 2 HBRWEG b O fifE & 0f b X OB O
FE X220 10.4%/10.9%, 0%/27.3%, 6.3%/35.9% T -7-. CPFE/UIPIZIIT 52 Wik O T4,
CPFEMon-UIPE X NIPF IZLE_RNTHEIZARR TH - 72 (P =0.0224). RIZCPFED T% AN RK -1
ERET 5B TCox N — NE BB ZITo72 L T A, UPpattem T H T 5 Z &,
composite physiological index (CPI) HEN A B R THEARKEFTh o7z, & 5 IT Costatistic TI,
CPI DBME 45 235 b 14 % [k L 7= (AUC 0.792, 95% CT; 0.664-0.879). CPFE/UIP + CPI > 45 DJiE
{511 3 CPFE/UIP + CPI < 45, CPFE/non-UIP + CPI>45, CPFE/mon-UIP + CPI <45ZL~_THEIZT
BRETHoT.

[i&#] CPI&{ED CPFE/UIPIL, Wi CTFHRARTH .

=G
SHESOFMARMEE, FRIIERERIELE, MisE, SR, UIP, CPI
Ceombined pulmonary fibrosis and emphysema, Idiopathic pulmonary fibrosis, Pulmonary emphysema,

Acute exacerbation, Usual interstitial pneumonia, Composite physiological index

WK FER & — R R 2s A
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i

2005 4F IZ Cottin B " 7% B {8 72 W B9 |2 combined
pulmonary fibrosis and emphysema (CPFE) &\ 9 &
PEE LoD BRI EDFENER SNA L DI
ote. L L7Zai s, JEhigh-resolution computed
tomography (HRCT)IZEF 5 Z DEFIZIELR X236
O, BRI RIS D KPR ROBBERE > TS,
ERRE & OFEFNZ I TIE, Tl 22908 0 i SUIE
B L OMRRHEE SR L, WEOOmLEE L £
FHIe D 2 L b, CPFE & o TH HAICHE %
BHIEFITET, SHEERRFHE A A 2 T8
B LTHMTE, oMbl U7 AL
TZENABOBEERIFELEZOND.

% ZC4nl, CPFE 3 % usual interstitial pneumonia
(UIP) pattern 35 22 Utnon-UIP pattern (Z A L, BRARAY
Frfds KO AR 2/ L.

MRBLUTE

200394 A7 5201243 A E TICHFHCZRZ LI
CPFE #3575 (CPFE/UIP: CPFE/non-UIP = 46 /4] : 11
By &[RRI %32 LI KBEFES OFIPF (IPF alone)
B 641 2 S BT, BRIREV RS KOV P & bk L
S HIZCPFERFE KD THRARK T2 MiF L.
K[IEOZWIL, HRCT E, BED RV, HDWIiE]
mm Al O BEJE 2 A 3 D AR REI S, RHEZ TPl
WCHAEMEIC 25% LA B i b D LR L. IPF
DOFZWHE, IPF O2WiE, American Thoracic Society/
European Respiratory Society/Japanese Respiratory
Society/Latin American Thoracic Association(ATS/ERS/
JRS/ALAT) @ international consensus statement” {2
U7z. F7z, UIP pattern i definite UIP % J O possible
UIP, non-UIP pattern /& inconsistent with UIP & %41
ZHER L2, CPFE XM EIEZ 10 25% & Bk
2 DRIEME AR, —F, WITFIEEZ fL i
BAEREZ LS b D LR LT, BMEEORZWIL,
Collard & DFZWTEEIZYE Uz BT AL ORI,
B A2 7Y, SR 27 28k UkET L.
FHIEIT B RBE LN, FFREEARE2 A
FAT Koo Tl PR A BE R AR (X CHEST 4 |/ o
Chestac-33 % L, #EBBE I 1 [EIFFRVE CHIE L7-.
HETE WURE EA T BN R IE (estimated systolic pulmonary

arterial pressure; esPAP) DHE VL, ZHRFOENKQK
AT TR DIRE SR E N TiTo7z. £,
composite physiologic index (CPI) 1%, {91 — (0.65 x
%predicted DLco) — (0.53 x % pred FVC) + (0.34 x %
pred FEVio) I K W B H L7720

MEFF R & LT, 28 M o bR T,
Wilcoxon rank sumR7ER L O A 2F|EE AV,
T FIENTIZI, Cox WY — RENR ST % H
Wit T, THRTHIEF ORI T D CPIORK
W oy A 7 A o W Tk, ROC (Receiver
Operating Characteristic) iR &2 /B35 Z &1L Y
Kbio. AEfFERII Kaplan-Meier 5 THEI L, TOH
BFEMEICIT log rank test & V-, A I EYE

HIEVERZECIOR L, TEZEKUEL 5% K& L.
e BREFHENT 2 7 N X IMP (version 10.0.0, SAS

Institute, Cary, NC, USA) Z{ ff L7-.

7w R

1. CPFE/UIP vs. CPFE/non-UIP

BT ST, B, MER, MREEEE, smoking
index, MAULHRBEMRATTR, MiE~——, ZEE
esPAPHIZZEIT R B hvo 7. — 07, EEITR T
I, BHE L A =7 (12,3 + 4.6 vs. 8.5 = 3.8, P=0.013)
73 CPFE/non-UIP B 4Z b~ C CPFE/UIP BE CAHEIZH
Mmofel, KA a7 IZETRBD N ho 7z
(Table 1, 2).

2. CPFE/UIP, CPFE/non-UIP vs. IPF alone

WRIEEE | smoking index, modified Medical Research
Council scoreld, IPF alone##{Z k~"C CPFE/UIP ##
THEIZE D > T2, AMEEOHEE TSN 5F
DI HC, CPFE/UIPFEIZEL~TIPF alone HTHE
WZED o 72 (10.9% vs. 34.4%, P = 0.005). % FVCIH
VX IPF alone#(Z lb~<"T CPFE/UIP#f, CPFE/non-UIP
BECHBEICE -T2, % FEVI/FVCAE, % DLco/
VAEIZE B A o 72, & 5IZ CPIEIX CPFE/UIP
BEIZIPF alone BEIZ LR THBEIZ @ o 7. HiHEL
A T IXIPF alone B2 L~ "C CPFE/UIP B, CPFE/
non-UIP ¥ CH EIZIRE TH - /2.

3. FHEB L OTHRARERT
LW O T %1, MEEIC T CPFE/UIPETH
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Table 1. Baseline clinical characteristics of the study population

Variable CPFE/UIP CPFE/non-UIP  Pvalue’ IPF alone Pvaluet  Pvalue’
Patients n 46 11 64
Age, yrs 7.9 + 6.7 720 *+ 7.3 0671 736 £ 68  0.631 0.477
Sex, male/female  41/5 10/1 0885 48/16 0.063 0.244
king hi
Smoking history, ) 1/10/0 0293 8/41/15 0.002 0.160
Current/Ever/Never
Smoking index” 1156 = 688 1229 =+ 899 0766 648 + 598  <0.0001  <0.0001
mMRC score
g 4/20/9/4 /3 34 2 2 003 .
LI 9/4/20/9/ 3/3/2/3/0 0340 8/28/18/8/ 0.003 0392
Long-term oxygen ¢ 7 4 3(27.3) 0477 5(7.8) 0.114 0.053
therapy (%)
Acut bati
(O/C;'eexace' aon 5 (10.9) 3(273) 0.159  23(35.9) 0.003 0577
0
Primary lung 5(10.9) 0 (0 0252 4(63) 0383 0394

cancer (%)

*Smoking index; number of cigarettes consumed per day multiplied by years of smoking.

. CPFE/UIP vs. CPFE/non-UIP, ¥: CPFE/UIP vs. IPF alone, *: CPFE/non-UIP vs. IPF alone

Data are presented as mean + SD. CPFE: combined pulmonary fibrosis and emphysema, UIP: usual
interstitial pneumonia, IPF: idiopathic pulmonary fibrosis, nMRC: modified Medical Research Council

Table 2. Comparison of pulmonary function tests, serum markers, esPAP, and radiologic scores among
patients with CPFE/UIP, CPFE/non-UIP, and IPF alone

CPFE/UIP CPFE/mon-UIP IPF  alone

Variable (n = 46) (n=11) Pvalue’ (n=64) Pvalue*  Pvalue'
FVC % predicted 88.6+22.2 89.24+23.9 0.945 74.0 £ 18.6 0.0004 0.019
FEV/FVC, % 77.3£10.2 79.9+09.1 0.454 88.6+£222 < 0.0001 0.018
FEV,| % predicted 98.2+21.5 103.7 +£36.5 0.521 91.1£209 0.087 0.107
DLco % predicted 526175 56.4+16.3 0.507 52.8+ 183 0.947 0.535
DLco/VA, % 54.6+13.9 57.7+19.9 0.558 70.3+18.1 < 0.0001 0.043
CP1 43.1+ 159 423+ 14.0 0.879 50.2 + 14.9 0.022 0.106
KL-6, U/ml 955 = 646 1368 £ 636 0.061 1097 = 613 0.243 0.182
SP-D, ng/ml 192 + 133 260 + 158 0.150 248 + 155 0.051 0.816
esPAP, mmHg 32.1£10.9 335+ 11.6 0.711 31.1+89 0.608 0.440
Fibrosis score 123+£4.6 85+3.8 0.013 16.7+28 <0.0001 <0.0001
Emphysema score 22.14£9.8 23.2+84 0.745 55+1.6 <0.0001 <0.0001

Data are presented as mean + SD.

¥: CPFE/UIP vs. CPFE/mon-UIP, *: CPFE/UIP vs. IPF alone, *: CPFE/non-UIP vs. IPF alone

CPFE: combined pulmonary fibrosis and emphysema, UIP: usual interstitial pneumonia, IPF: idiopathic
pulmonary fibrosis, FVC; forced vital capacity, FEV ; forced expiratory volume in 1 s, DLco; diffusing
capacity for carbon monoxide, DLco/VA; diffusing capacity divided by the alveolar volume, CPI:
composite physiologic index, KL-6: Kreb von den Lungen-6, SP-D: surfactant protein D, esPAP:
estimated systolic pulmonary arterial pressure
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Figure 1: The Kaplan-Meier survival curve in the patients with idiopathic pulmonary fibrosis (IPF), combined

pulmonary fibrosis and emphysema/usual interstitial pneumonia (CPFE/UIP), and CPFE/non-UIP.
Survival time was significantly shorter in those with CPFE/UIP than in those with CPFE/non-UIP
and IPF (P =0.012).

Table 3. Sensitivity, specificity, positive predictive value, and negative predictive value for prognostic factors

Variable AUC 95% CI Sensitivity Specificity PPV NPV P value
CPI <30 0.646 0.538-0.740 91.7 37.5 51.6 86.1 0.022
CPI <35 0.729 0.602-0.828 83.3 62.5 61.8 83.7 0.001
CP1 <40 0.776 0.648-0.867 83.3 71.9 68.3 85.6 0.0002
CPI <45 0.792 0.664-0.879 83.3 75.0 70.8 86.1 <0.0001
CPI <50 0.750 0.619-0.847 62.5 87.5 78.4 76.2 0.0003
CP1 <55 0.714 0.597-0.807 45.8 96.9 91.5 71.1 0.003
CPI <60 0.630 0.528-0.722 29.2 96.9 873 65.3 0.022
CPI <65 0.568 0.485-0.647 16.7 96.9 79.7 61.5 0.114
CPI <70 0.547 0.472-0.619 12.5 96.9 74.6 60.4 0.211

Data of sensitivity, specificity, PPV, and NPV expressed as percentages, AUC: area under curve, Cl:

confidence interval, PPV: positive predictive value, NPV: negative predictive value, CPI: composite

physiologic index

BICRETH o7 (P =0.012) (Figure 1). CPFED T
BARRKET % 6027 572 Cox Il — RE]
JRaNTEAT o7 & 2 A, A ST Cle i D11,
UIP pattern, esPAP{EIS L RCPIE® &, % FVC
¥ L U'% DLeo[EDIR TR EE R THRAREFT

o 7=,

WIS EEMNT 2{T> 7= & 2 A, UIP

pattern (HR 14.648, 95% CI 1.964 - 154.909, P =

0.008), CPIfE -5 (HR 1.495, 95% CI 1.273 - 1.783,
P =0.024) WEERTHRARKFEo7c. 22T
FHICHRLEREEYE X HCPIOE®ED » M4+ 7 fE
(CPIE&EFH ; 30-70) & 3R &b B 7= 8 C-statics 1T > 7=
LA, 45 (AUC; 0.792, 95% CI; 0.664-0.879) & E
&7z (Table 3). CPFE/UIP + CPI > 45 OHERFIE,
{th ¥ (CPFE/UIP + CPI < 45, CPFE/non-UIP + CPI > 45,
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Figure 2: The Kaplan-Meier survival curve in subgroups of combined pulmonary fibrosis and emphysema (CPFE);
CPFE/usual interstitial pneumonia (UIP) with high-CP1 (composite physiological index) (CPI > 45),
CPFE/UIP with low-CPI (CPI < 45), CPFE/mon-UIP with high-CPI, and CPFE/mon-UIP with low-CPI.
Survival in CPFE/UIP with high-CPI was significantly worse than that in the other 3 subgroups (P <0.0001).

Table 4. Comparison of baseline patient characteristics between high-CPI group versus low-CPI group

CPI>45(n=29) CPI <45 (n=128) P value
Age, yrs 73.9+7.2 71.6+6.2 0.213
Sex, male/female 24/5 27/1 0.093
fj?:fle‘sluit‘esxiv o 5/23/1 10/18/0 0.196
mMRC score, O/I/I/ITI/IV 1/3/15/7/3 9/4/8/5/2 0.057
EVC % predicted 743£17.7 103.7+ 159 <0.0001
FEV,/FVC, % 82.8+9.0 73.1+8.4 0.0001
FEV, % predicted 89.9 +20.2 103.8 +20.0 0.011
DLco % predicted 43.0+10.9 64.6+13.8 <0.0001
DLco/VA, % 48.0+10.4 61.3+16.0 0.001
KL-6, U/ml 1259 + 679 802 + 559 0.008
SP-D, ng/ml 238 + 158 172+ 111 0.072
esPAP, mmHg 36.7+11.1 27.8+9.0 0.002
Fibrosis score 132447 9.9+4.1 0.007
Emphysema score 252+ 10.6 193+7.2 0.018
Honeycombing (%) 19 (65.5) 15 (53.6) 0.358
UIP pattern (%) 24 (82.8) 22 (78.6) 0.689

Data are presented as mean + SD.
CPI: composite physiologic index, nMRC; modified Medical Research Council, FVC; forced vital capacity,
FEV|; forced expiratory volume in 1 s, DLco; diffusing capacity for carbon monoxide, DLco/VA; diffusing

capacity divided by the alveolar volume, KL-6: Kreb von den Lungen-6, SP-D: surfactant protein D, esPAP:

estimated systolic pulmonary arterial pressure, UIP: usual interstitial pneumonia

CPFE/mon-UIP + CPI < 45) I[ZH_RTHR L TFH AR T
% - 7= (Figure 2).

4. CPFE/high-CPI vs. CPFE/low-CPI
Flim, MERU, BLERE, MEEAGZR HONIUIP pattern
DAFTEIZ WL TZEITFR O b2 o 72. % FVCHHE,

% FEVi{E, % DLcofE7: H TN % DLco/VAEIZF
VT, CPFE/high-CPI#£/E CPFE/low-CPIEEIZ T

BIURECTCH-T. —F, % FEV/FVCHE, MiE
KL-6f#, esPAPfH, MME(bA =7 7226 CNZKIEA =
7 1L CPFE/Migh-CPIERE THEILHGE CH » 72
(Table 4).
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B2 0K, CPFE/UIPBE CHIEYLE Q34147
511, 29.2%), CPFE/mon-UIP F CA LA 4 (2 15 2 431,
100%), IPFAECAMEHETE 354514 1541, 42.9%) TH -
7. RRCAPEHEEZ X B AT SR CPFE/UIP #EIZ H
~CIPF alone BECHEIZE o 72 (P =0.034).

z =

Cottin & " 2NEHRFHICHERE L7- CPFEIL, AT
T TR I PR U:ﬂmf< BETUBRE L LT O
ABRFEHIN T, LHLRRs, HEL 2B
—EDBWEEHEL R, T OREET LI 6 M TIE
AN

HeiltFe 4 1d, IPF alone B & LIEMEAT LTI DHY
10% L i & E % 58 6 5 IPF /B % CPFERE & L,
W BE 2 lLi ST L= & & A, IPF alone FEIZ LT
CPFEMD TN HEREICTEARARTH Y, Frlf5hmeE
TR NELZ esPAP > 30.4 mmHg % &0F L 7= 80N i b
TFTHARTHolzZ L E2HE LY. FAEROBEN
INETIEMEIN"YM, THROMEELL
<OMNDTHABRF IR S TWDH A, CPFE
B AW -, UIP pattern 35 X Utnon-UIP pattern |Z
FBIL, BRGNS TRISOWDTRE Lol
W2, S DICAREENCILIPF alone#if & Dl b
Tofz& A, CPFE/UIPHEIZIPF alone BEIZEE~T
BB OBENA BICIES, ERE LTOEAED
Ko7z, &5iZ, CPFE/UIPEEIZ CPFE/non-UIP B
BLOIPF alone FEIZLERTHBIZTHR AR TH -
7. IhbOZ EnD, IPFEIMOJHEEE & (33 50
B0 EEZBND. IKIZCPFERBHE O T#
REEFERBE L7z & 2 A, UIP pattern 3 L UNCPI
> ASBFEF BTz, CPI > 45 % 57 5 CPFE & O
i PR PO R esPAP @O B 5., % DLco DL T &=~
72T LR IERS KO EE*FE T DL 0T
iz,

Wells & 212 L o THEME 4172 CPLIE, IPFRRUE
% 5 IPF B35 LA T nonspecific interstitial pneumonia
(NSIP) PIZB W TS T4 TT 5 FAREECH
HEHEINTWS, —F T, Schmidt 5%, &+
FENOREOKIELZ M > LIPFEFIZB VT,
CPLIZEMIMZEILE LTOFHE TR & LTiIEA
AT <, FEViOZLEN & bE 2 EE ch -

felHEL WA, ZoRICE LT, aim &R
EEOSHRELILROIRFAPMLETHS.

P2 EORES E LT, possible UIP O H (X
fibrotic NSIP, &MUl 72 & ONZ M2 BE 8 [#]
BYERER EDRBREENTVD LEEZ BN
D FElm, FHEMEBSEIZUIP LR s BE O
L, e, inconsistent with UIP &l &2
JEFI L FEAET D, LIER-T, X0 EMERBEEIT
D 7oz, & H M EANZ X 2 multidisciplinary
discussion 3 MHETH B M, 4T LT X TCTOHiak
TITZDH Z ETIERW. 20X IO OREN
FAET 2SO0, AiEET T CPFE/UIP #£1% CPFE/
non-UIPFEIZLEXTH L MNI TR AB TH-72 2 &
M, EERRIZBWTHEN>AHARSETH D &
Ebhs., EHICEER AL, CPFE/UIPEE D Y b,
high-CP1 % 4 2 JEGNIM D CTFH AR TH D, B

RIESCAT v A R, @ EkH 7 & OISR
Fill 7 8N K D ZAI0F SR 15 e & O TSR 72 a5
HIRIREEANT HRELERD.
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