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ALHHE IS

LARKZI = Jei#EE
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DIP 1 0.1%) 3 (0.5%)
RB-ILD (0.1%) 0 (0%
LIP (0.2%) 1 (0.2%
Others 10 (1.3%) 1 (01%
Unknown 6 (0.6%) 0 (0%)
Total 771 (100%) 594 (100%)
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g2, ZEEMAT (BT — PO

N — FE95%
EERRY AERE o) ny—pw o EEER
TE ER
EEE 1 reference
BEREE2 0.188 0.380 1.207 0793  1.836
EEES 0.564 0.001 1.757 1249 2473
BEEE4 0.457 0.014 1.580 1095 2279
%VC80%LLE reference
%VC60-80 0.476 0.003 1.609 1176 2200
%VGC40-60 0961 0.000 2615 1773  3.856
WCAOKH 1879 0.000 6547 3432 12488
ETILEE p<0.01
3. FERBIE R
AE none AE p value
B 97(72.9) 141(73.8) 0.858
b= 70.22+9.261 71.44+8.268 0.221
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) FRATFEE 18(17.6) 27(18.1) 0.923
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TR LR
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a2 TRz N =Yk 0724 0.023 2101 1106  3.889
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D REFEZ, WEZE, SOREF, #ZLskid:
FR PR AR A (8 BRI D R MR M 4 o 2 F
FEEFRE.  HPPREREE 2007 ; 45 @ 759-765.

2) Acute exacerbation of interstitial pneumonia
following surgical lung biopsy. Kondoh Y, Taniguchi
H, Kitaichi M, Yokoi T, Johkoh T, Oishi T,
Kimura T, Nishiyama O, Kato K, du Bois RM.
Respir Med. 2006 Oct;100(10):1753-9.

3) Baseline BAL neutrophilia predicts early mortality
in idiopathic pulmonary fibrosis. Kinder BW, Brown
KK, Schwarz MI, IxJH, Kervitsky A, King TE Jr.
Chest. 2008 Jan;133(1):226-32.

4)  Serum surfactant protein-A is a strong predictor of
early mortality in idiopathic pulmonary fibrosis.
Kinder BW, Brown KK, McCormack FX, Ix JH,
Kervitsky A, Schwarz MI, King TE Jr. Chest. 2009
Jun;135(6):1557-63.
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A. TREEH

FRFEMERTAHESE (idiopathic pulmonary fibrosis: IPF)
(S EFHEZ ~SEOTRABREBRTH S .
BRIZIZAT oA R, SGEFR2 EnREA ST
WD, O DERDIEFNRICET e
AEZ L EN T3S

T == RUBHTRMLIER 289 235 CThH
¥, PDGF ° TGF-p72 & DYAFER 1 D FEBLMHI, KriE
FHHIE O IBIRINHI R L N T — 7 U REEANE 21T
DRI BUWTIKIPFICK L, 55 11 - AR R AR st R >
NSNS, 20084 12 HICIRFENBMB SN, =0
BIFENRE L, EARRIIEECEES LTV,

Alal, FA ITALIUN IR IZ 38\ T IPEAE B O£ 7%
ATV, SOITHBARMICE LT == R & 20
DIERE DB EITH Z & T, IPFICH T 5 L7 =
= R ORMEICET 2B 21T -7,

B. MR %

AEIUNIHEX 4 5B (FEZE R RS2 T , E AR
FHEAGE, R EEEARSG S IBRR, EE
ENERES r RO #1BEICX % LIZIPF

Table 1. Patients Characteristics

BEIAD IS, BFERMICT — 2 B A TTRET
bole53h x5l U, IPFREONE & - 15K,
FEROIENFT 1T 7. F2, IBFRIECBONTIIE L
Tz RUTRERE L T OMOBIZ L, ARRICE
T BB 2B 2 2B EF—1RER T
TREBI 2 86 H8, 52 A LA _EARAE L 7= 18 O il RE & L
ELIERET —Z OB AT 1. 7ok, FAEMEN
& (FEVI/FVC<0.7) % A 0F L T BIEGX R4 &
L.

C. FZEHER

LS X 4B A 1B BT =2 LT IPFERE 143
L ThHoTe. 2056, RIFE L O LBk
WATRE Td o 7o iEBNL 534 T o 7= . Table 112 8F
HRKEOEERZ RS, HERNT B 334, Lit204,
T EER 1723 £ 890k, FHBI MM 1323.1 =
204 y HCh oo BRIZAET LTV D EIL 184 TH
D, FERNTRBMEEE T 4, MR A3 4, &, RS
W& 24, i, fiide, DREE, thIBEmNE ~ 1
4 T& - 7. IkIZKaplan-Meier i % Figure 112777
2% O SEE)AEAE A (median survival time:MST) b
503 » ACTh-o7=. BAT7 2= FUORNREEEOH 5

total {(n=53) pirfenidone(n=26) | othertreatment (n=27) | P-value
Sex
{maleffemale) 33/20 1511 18/9 N.S
Age 723+89 69.7+59 74.8+10.6 NS
;;‘?&gf 231214 1674101 203+27.0 NS
gziﬁ;ﬁgﬁye;g:ﬁ?: ; Acute exacerbation 2
_ Pneumothorax2 Acute exacerbation 5 Re:np e";?;%%g:;’: 1
Cause of death Other organ carcinoma1 Resplraton_; failure 2 Other organ carcinoma 1
Lungcancer1 Heart failure 1 Lung cancer 1
Heart failure 1 Other1 P 9 a1
Pneumonia 1 nieumonta
Other 2 Qther1
%100
90 —Fih
™
g !‘”W Lorrended log-ranktest p>0.05
E 70 He by 1 A Y VAT
£ 60 SRS s i L
» 50
S 40
e 30
a 20
10

0 6 12 18 24
- total {n=53}
=== pirfenidone (5226)

36 42 48 54 60

month

Figure 1. Kaplan-Meier curves for survival for with idiopathic pulmonary fibrosis
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BEOAEGFHBRIIRAFZNCEER
SIEFOFEELD b TE- 7.
Fim, EETRETHAZIPFERESILDH L, [
—IBE T 2 AL ERE LW RE AN L.
LT == RUOBANREEIT 134, £ OmMOTRERR
X104 Th oo, &2 DEDOEF% Table 212777 .
FDOMOIEFRETTIREN T4, AT 0 A REMHR2
&, AT A RERUSENRFIFRAR 14 TH T2,
W22 BHEOFEHFVCIRTEE R LI,
LT = = KRBT 40.7ml, & OO IEFEEEIL360ml
ETL, V7= RUBICBOWTEEICMEEEK
T AN & Tz (p<0.01). FETIEFIERIT A % 94
THY , MEERICZEIIFR DR > 72, King HILFVC
D 10% LA _E D HEAY % disease progression DFH H 7 He
BEHRELTRY, KFRIZEBIT D %FVC Dk

b on,

Figure 21Z

BB RMEMRMEEIC T 2 ©L T = = R OB IEORE

% Figure 3128 L7z, ZOMOIEERIZB W TIL36
BRI FEEPELLTHNDEOIERL, BT x
:Fyﬁ’ﬁwf

%FVC DIE TR DT, Bifi
PIB S HER STz

FOMOER E LTiE, 52#%DKL-6, FEVI D
st & 4T > 7248, A KL-6(-166.4 U/ml vs 161.6 U/ml),
AFEVI(-3.8mlvs 315 ml) E VT == RVEETR
I 7o 5 S HERR S 37 (Figure 4)

2B, BT o= RURRIC LHEIERIZOW

EARD 59% OIEFNITRD , m%wrQTEW%

WX A0 AR RER < Ens . BWERIZHE/ LR RER
2331.5% , FEEIER 1313%, ADLIK T 9% , #55U8%4.5%
THoTz. FCHLEERIET IE#E B O E2FR T
HoT.

Table 2. Clinical features of pirfenidone treatment group and other treatment group

Pirfenidone (n=13) othertreatment (n=10) p-value
Sex{male/female) 9/4 5/5 NS
Follow-up time - + :
(week) 88+ 24.2 104+ 447 N.S
Age 70.0+6.0 723%75 NS
SLB*yes 1 3 NS
FYC(L} 2.12+0.89 211+ 0.62 NS
%FVC{%) 68.4+20.0 77.6120.2 N.S
KL-6 (U/ml}) 1428 + 855 1220+747 NS
SP-D {ngiml}) 308+139 166+ 55.7 p<0.05
Prednisolone2’
Otherdrugs prednisolone1 prednisclone+Cyclosporine1
None7
X surgical lung biopsy
pirfenidone other treatment
&) 01
=
[
£ -100-
[
£
53
@ -200+
£
£
© -300-
R
@
2
g -400-
=
<
C
8
= L
. . * *p<0.01
pirfenidone

B other treatment

Figure 2. Mean change from baseline in FVC at week 52
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Figure 4. Mean change from baseline in KL-6 and FEV1 at week 52
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[ E#9] Pirfenidone (PFD) X IPF A& % xR I EEA(L _EEHREERR T, ABICVCOET %
ME L. “hE CREMTCOEIDMHITRESNTVSD, BEEFATOMHRIIFAATHS. &
JEE T -V EE DIPFIE %9~ 2 PFDO AN EFHE 92 Z & % B89 & Lretrospectivel RS 28 Z 72>
7=

[cfZd L OVHIE] 1 200942 A 5252011459 H 032 » AMICPFD # &5 SN EEE34ED
IPF18 43 (B 1441, Zetbaf], EHER 735%) ZX81Z, 6 # A TFVCART 23 10% A D 1
% BHZhEE, 10%LL B ERhRE L L, WEEE LERE L7z, & 72 N-acetylcysteine (NAC) W AL
FOEE L LB SW B R BE LT

(55 5] B E5EEROIPFOEREEIL, M/IV=3/15461T, 6 » A OBEHEIZB N TI8FIH 8
Bl (44% ) THOENRD bz, BRE, BEABEO2EEMICIT D5 GO FFRIEEEIT
FVC:1.77 £0.9vs222+0.6, % FVC:742+52vs 67+ 8.1 %, %DLco:39.2 * 12.1 vs 30.6 &= 8.4%
ThOAEEETR»o7-. PFDEEHOEGFHBITAERDE6T261 R, EYH244L50H L F
PEECHBIZEERE LTV (P=0.002). NACZUFA L7z 118G CHZIMEN R D HINACHH
& GZMEICHBEANRD ST, WERIESFIF, FKERo o B EERITMCEER46], T
EEEZIfITHoT

[#53] MELL EDIPFIZB VTS PEDIZ4EILL EIZAEZ T, S HICNACHFHOFE AR S
nr.
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Efficacy of pirfenidone in patients with the advanced stage of

idiopathic pulmonary fibrosis

Sakamoto S, Muramatsu Y, Satoh K, Sugino K. and Homma S

Department of Respiratory Medicine. Toho University Omori medical Center. Tokyo. Japan.

Objective: 1t has recently been shown that decreases in forced vital capacity (FVC) of 10% or more from
baseline over a period of 6 months are associated with an increased risk of a poorer prognosis in patients
with idiopathic pulmonary fibrosis (IPF).

To assess the clinical efficacy of pirfenidone in the advanced stage of IPF, we conducted a retrospective
study of 18 cases with IPF who received pirfenidone therapy (1200-1800 mg/day) from February 2009 to
September 2011.

Material and Method, Eligible patients were aged 63-82 years, had a confident clinical and radiologic
diagnosis of IPF with disease severity classified as Stage III or Stage 1V, indicating that the arterial oxygen
partial pressure was less than 69 torr at rest, according to the Japanese Respiratory Society criteria. An effect
of pirfenidone on the primary endpoint was defined as the absolute change in forced vital capacity (FVC)
from baseline to 6 months. The decreases in FVC of 10% or more from baseline over a period of 6 months
was defined as “ineffective” group and others as “effective” group.

Results; Baseline characteristics of pulmonary function tests before pirfenidone therapy were 2.08+0.72L of
FVC, 68+18.6% of % predicted FVC and 34.2+11.2% of % predicted DLco, respectively. Pirfenidone
therapy significantly stabilized declines in level of FVC at 6 months in 8 of 18 cases (44%). The mean
changes in FVC were 70 ml and -420 ml at 6 months in the effective (n=8) and the ineffective (n=10) groups
respectively with the difference of 490 ml being significant (p=0.02). NAC added on PFD therapy
correlated with efficacy. The mean survival period after the pirfenidone therapy was 672+61 days in the
effective group and 244+50 days in the ineffective group, respectively (p=0.002). The mean survival period
after the pirfenidone therapy was 55766 days in the NAC group and 196+57 days in the non-NAC group,
respectively (p=0.03). Although photosensitivity was a well-established major side-effect of pirfenidone, it
was mild in severity in most of the patients. Four patients discontinued the therapy with gastrointestinal
discomfort such as nausea and/or anorexia. However, most of the adverse events disappeared with a decrease
in the dose or temporary withholding of the medication.

Conclusion; These results imply that pirfenidone therapy may decrease the risk of a poorer prognosis even
in the advanced stage of IPF. NAC added on pirfenidone therapy may be more effective treatment for

advanced stage IPF.
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WHRBLOTE

200942 A 2 b2011%E9H ©32 4+ H [#
PFD1200-1800mg % #% 5 X 17 EAEE I - IV E D
IPF18 5l (5B tE 14 45, ZctE4pl, 59-827m%, FH4F
W 73R%) k%I, PFDEtAT 6 » A OB RHIE
TFVCAR T 23 10% i OB & B 20, 10%LL L%
MhRE & L, retrospective |Z i #f & FL AR ET L 7=,
% 72 N-acetylcysteine (NAC) W ABEEGFA L7z 1141
WZDOWTHFRZI R 2t L7z,

woOR

BEERIIBE 140, L4 5 CHHFEERIL T4,
FEMRERE DS 21, BRIERE A3 1651, B OMYERREL
IL788 £403 AR THh - 7. IPFOZWrH & PFD %A
FCTOHMIL35 +25 » H Th o7 (Table 1). &5
BRAAEED IPF O BAEE L, I/IV=3/15FITIZE AL
NIVETH-7-. PFDEGRIORE L L TNACH
L AFRIED 104, 7L F=> 1> (PSL)+NAC 73
245, PSL+ % 7 v ) b AR 25, RN 4651 CTH -
7. 6 r BB OMEHITEIZB O TFVCOE T2 10%
PN TH - 7= 8BlEHEEE, FVCOETA10%LL L
Th 7210612 BahEE L LT, Mk % hlitet L7z,
BRhEE, EIHEED 2 FEEIC I TR G- BRAART D F i,
PERNC T2 <, FRRERRIZFVC:1.77 + 0.9 vs 2.22
+0.6, %FVC:742+52vs67+8.1%, %DLco :
39.2+12.1 vs 30.6 £8.4% T&H Y, P/FIIL332+45

BEAEFETN - IVEE IPF (2349 5 pirfenidon 2 5-5 DR AR ET

Table 1 Patients characteristics (n=18)

Table 2

vs 292 =103, Ifi{E~— 7 —I1ZKL-6: 863 =314 vs
1693 + 3606 IU/L, SP-D: 349 & 142 vs 332 & 131 ng/
ml, SP-A: 78.9+£31.4 vs 93.4 = 94.0 ng/ml TH Y il
HREICEEZIIRD oz, LIEBERREIC L
AHEEMENRE, BNP, PFD O L& 2B T
ot NACHHODEED L THEZELRYD
7~ (Table 2). 6 » A DFVC DOEHE B, HD
BETH0.07 2020, MEHFEIZEK W TIEL-042 0270
& EREM CHEBZEZ RO 2 (P=0.02) (Figure 1). [FlEk
I\ %FVC DELRIZA R T2.12 £ 6.79%, HEL)RE
IRV TIE-13.5 +8.8% S MAERIICA BZEZEZRB O
(P=0.002) (Figure 2). PFD# 5% OAEFHITH L
BE672+61 H, HEHEE244 500 EFEDHETHREID
FEFR LTV 72 (P=0.002) (Figure 3). &KIZNAC O
HRIZOVWTHRF LIzEZ A, NACEHFA L- 11
B o 81§J’C7ﬁ;)3 PENER 8 5 IUNAC A & PFD IR¥E
D H 2 BERMBENRED LI (P=0.002,
1=0.7). NAC <E PFD OfF D T1413557 £ 66 H T
JFEPFRABED 196 =57 B Ll L, AREICER LT
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Figure 1: The mean changes in FVC were 70ml and -420ml at 6 months in the effective (dotted line; n=8) and the
ineffective (solid line; n=10) groups with the difference of 490ml being significant (p=0.02).
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Figure 2: The mean change rates of %FVC were 2.1% and -13.5% at 6 months in the effective (dotted line; n=8)
and the ineffective (solid line; n=10) groups with the difference of 15.6% being significant (p=0.002).
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Figure 3: The mean survival period after the pirfenidone therapy was 672 & 61 days in the effective group
and 244 + 50 days in the ineffective group, respectively (p=0.002).
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The mean survival period after the pirfenidone therapy was 557 & 66 days in the NAC group

and 196 = 57 days in the non-NAC group (p=0.03).

72 (P=0.03) (Figure 4). BZEED T4 L E=IRIL8F1F
TEINAEAFLTERY, 1613 ZERETRET L.
IPF DL L A TR o, —HFT
SN TIL 106 7 HIAFELE L, 551 IPF DOEELT
WX BRI R, IR, 1H12 ik TR
T L. 28 MHEEEL, 158 EEHH
BLES OOEBHEEEL WD, B5FIEDRRKEE
IR o A BEEBSIIHCEER 46, FFHEREfES 161
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BLE THRINRIROME L, AT A FERELER
PFD D B THRIALFEECTH ¥ H& 5 1L F1iX 780>
7.

z =
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IPF EHEBNIT BV CPFD & 5II R ENRZ & DEWE
R N EEEEREDIETIZORAD, ke
IREBIS D72 T SEIOBEFICB W TY 184
4B B ERE, R EDOHELEER TR AT
EERERL SN, LrLRRNb, ARl e &)
BT S ISR RED R T FRICENRH Y,
BIER 72 E ORI 5 B IPF OEEFIZBVTH
PFD A 72 EFNEIAFE L, BEREFIZIB VTS PFD
ITIREOERE E L TERBTRETHOEERADN

7o BB & IO SO TIE, WM TE
DH-THDIEINACHHAOFEEDOALTHY, £
D EEHR, PERI, B 5 BRI O MfitaE, i~ —1—,
DT a—Il L AHHEEMENRE, BNP, P/FLL72 ETH
HizBWTiE, 9+ X TENED LI -7z. IPF
\Z%9° % PFD & NAC O HEEIC DWW TIE, Zh
FCHREIER. BEEZ X DTV 5 IPFORERER
2B NACITHIEMLIER ZH L, HMIaEE O]
7 BT HELE A 2 3848 U IPF AT 2135 &
EzB5NTWA[7]. —7F T, PFDITMIRES D%
DO TGF-B/e ENEETHRAFEEEZMHTLZ LT
IPF ORRHEALMBINR A RET 5 E2A DN, ZO
TER R OENBlE Z T 5 2 & THEZIRN
RESNDEEENSE 2 b7, SEOREFHT
BAHAMEOLEFOBRITITHY, NACOHAFIZ
BYE DOBFEA B SN TWIERFINZ <, gy
BRLETHANEET > TWVWEATEEL DD,
selection bias WMo TWNAH Z L HTBETE RV,
A% NAC & PFD OO AZNRIZ DWW TS, 286 T
ORI ERBRICE2BFAPMLETHD.
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