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Pirfenidone (S-7701) HEAFEZILERPRILESE T AHARR O RGEWR G

T T BEEARAT
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Pirfenidone (R 7 S-7701) HRE 7L+ v ZHLTHE IR, SFE 185 30L& TH L (1Y
LY RIEERIBRICBV T TINF- o« 2 LD L T A D SEMY A Mo 4 v AREHEE L, =
CUIHATFM O 27— AL IIRT L EoWEYH L (102 2 KRENI BV THMMELE & LT
TP % a5 & LB AR AT AT LTl S 54 BlOSF RS B 2 i & L
7oAy FEERDSHEBEE A, RO E AR LTHESAAEESSRENSY, AAIIBVTIE
B REENS T MEORSRBETORSERIFRT L, EEMEE L OMB KT, SR N Y
PGP 2t A A BRI EEE SO 8 & L U L) L C o I AR e FHE S A 2 & ATEE 8
iz BIREOEE A - (KBNS Ty FEBOTRILE TH S Raghu #d2 (730 b k%) w38z
Tz ER, TLOLBY IR ENREERBETHEL-. KEERFOEHAZHRECH
BT IRET 5.

A Placebo Control and Double Blind Phase II Clinical Study of Pirfenidone
in Patients with Idiopathic Pulmonary Fibrosis in Japan

Shoji Kudoh, Arata Azuma

Forth Department of Internal Medicine, Nippon Medical School

Pitfenidone (S-7701) is a compound {MW 185. 23) originally produced by Marnac Inc. (US) (Figure 1)
which has been demonstrated to have inhibitory effects on inflammatory cytokines such as TNF alpha and on
collagen synthesis of fibroblasts (Figure 2} in pre-clinical investigation. Pilot study carried out in the US in patients
with idiopathic pulmonary fibrosis (IPF) (n=54} showed the expected outcome of improvement from the evaluation
of lung function parameters. In Japan, Shienogi & Co. , Ltd. completed Phase I single dose and multiple dose studies
to confirm the safety. Members of Ministry of Health and Welfare of Japan and the company then initiated a Phase
H study of this compound as an orphan) drug for the IPF indication. To prepare the protocol for this placebo-
controlled DBT study, discussions were repeatedly geld among the Study Group members including Professor Raghu
{(Washington Univ. ), who was a chief director of the US pilot study. Here we report the time course of our activity

until the completion of patient enrollment.



2000 18 i A 5
é”‘l’i FIHENT g @it DI AE
H 3
S-7701 (pirfenidone) % &K
1 Pirfenidone 3L f 05
A) MBS
MBS O MM N e st 2 L LT, STy

Al & 9 5 Sl kL ] T AR AR B D AR
BrodaMemilds.

SV SRR B S RO
PF ol Uik ogr B RPN
FA-MAE Y IRIE F e L, B TR
WERBHEM E Cmax & O HEFT 2

AR OBB I R T L7000, Py VI
TEEN BT & TV T, AR S0 15 O A I S AR R A
T (A SpO.} & BESFMIE A & L URERIT 4.

WL AT, Rtk

B) WRFE
%%R%% :
*H'l@ﬁ SEVE BT RN 95T 20 B RL L 75 AT &
B BEEG 1 A EOMN L ERRE Pa0, £Y 70Torr BL_E 2
D f‘r-ﬂ«r SpO: 7% 90% AT il & BN
R ohBE5E
6 & HEL I g LU ot EF RO e N L 8T,
GIEHNFEH B, 7L Fo o E L LT I()mg T
BiBd 5 A7 u L FERETE, Rk 8s ey
RO T WL BT A,
BEREER
§-7701 # (Pirfenidone 200mg $£),
K 200mg §2)
wERE
BFEOER IR T
CHE L, M H Jét»? .
1001 ¢ (200mg) & 1 3 [04%

TR (T I

FI)
S

AFARTIHI T AR A

%

5 ( 600mg) ,

AR B
g O°F AMENGE EATSEET
%k sk

AL E
DOPHE Nt A

”

B L@ 7O+t A LPirfenidone fF B8R

FEHAREFERR tauial)
BEACRIY

7 -

HEARE (WBRE. 55 Jittt

Pirlenidone Pirfenidune

_ uvr *\-um — vien \-u‘m

-1 [ 1GEF- [

-6 A Y TGF-

oz TGF- 8 +

GM.-CKF EGF

MIF -1 1R

o-12.IL-18 b FGF

IFK-7 ! ' collagen 1 1

{2 Pirfenidone @M1 HER

<Al 2 & (400mg) F 1 3 AL (1200mg), 2 B
< L3 g (800mg) & 1R 3[R (1800me), 3 1IN

{H 1, Grade 2 LA @ W BsARGR, rhaEsbdsis, £/
T CERREDE) PR LSt E e T

L L, BRI S R S

HHE - HERA .
BReHEknd, BEIARDIN, TECEARED - i R, iR,
Wiseig idos:, HoHh X s s, B TR CT (HRCT)
&gk

HEEOFMEER @ (1)
EEEmEA G, Loy FIAE v 6 AT ES
F%% ’isif SpO«OD-;stﬁil&‘fﬁ fa%“c"fniuu&@* 5,03 4

LAt A (% 2)

mlJ«)"\FI‘JiaJrfrlﬁlﬂ BN —oi, WEHE T Pa0., I&TEARTE

il]
HR-QOL {515 L

fitt (VvC, TLC, DLCO), <—#— (KL-6, SP-D),
BTl (A X, SREECT),

UCEfhEmmr A EET L.
BAEREHIE -
S7700 B 04, T IEERE 306 HF g0 #
N
25 gk (4 3)
EHEEAM :
2000 4 6 A~ 200243 A
THBENME LR E 958, 7o RIHE S~
TiEHEE D & MR £ 6 & J} g ATy, R
FHADMERIET S H RS L 9 IZERET S
C) ERE
RRIBIE AT AET DAY ) - 2 RIS
Py, TRSEHLA 2o Bl T v A — R R T fz’f
fizen BHEIRNERE L2 2OHE, Ja vl

T 7 10 AR TR CESTA ORI S Ly
EEILNI OB Y 25 MRS RRE L7
ST EEM I B X LT Y SpO. AR R O



ST SRERUTSEABEROADHERHL, STNREROEH & 55 2 LMLz,

# 1

HERFINIE H A B U Rk AR TE

Pirfenidone (S-7701) L2 bERIR LE S T IR ORH B E

S-770 CEREMRER TR RS B T I0EE R

BTSRRI @HE (T £ T 5.

DEEFMEE
O 65 RIETRE Z 61 2 FH FIFSpOID IR SFID AD L BEIRIBLLI TR

2)

BREVFHIES

DEBEFPaO2 O IS FIL SO ELBF 152 L His
QIf#EEE% E(E (VC, TLC, DLCO) DIFSfh a0 2L 8% fEife L7 [h8s
@=—H—(KL-6, SP-D) LI SHTH L0 BLRE L7 s
DEEFTR (BHXER SEECTE ORISR 50 F{LE L7

® Chronic Respiratory Disease Questionnaire? 17 (HR-QOLIEHE) DIF 54

D ROE(LE BT

® aREAER HAT R, 1558 WREEORE O IZ{bE AL L

*2

FLow 36 5T ERRIE

693 el

TRBRFIRE

® FLUREILFRNTHRTHEBEENRT S,
o CHRBETORR T, FIEBZLLIHBEGIIBYLAE
BEEET D, LEREEOEE TARETS.
@ FITRET60Om/ minF4ERELL, 40 .50 . 60 . 70 . 80m/min
OWTHIORETERT S,
@ HEIX 10 TEDSp0, BHFELERBLTTOISENEE

Lir,

® T2MEEM . SpO, HI0FRIERL 85 SLL TS84,
F-REITSpO, BMETL, 80 %2 TEI--BEIZXRESE P

QOL 2 & HMT 5 EE2 Ll b, kN6 T
MARITREBGEEFIT Y T LTwE 2R
B OBRATEE QWA E FE T Sp0, DE AL %
- THMOREETIL,
Mo FIvg:oi-—gEdiEo e o BkiTHs
REFEILZ. Pl oy FIAKRTRBFRHE LS
FSpO: DTN Hid—wi & o oA, TR
SpO: DT AT AN L BlA S Y, BEEORH
BTREEREI—ETTTLLENH L EEBbh
L. Lo LEAEM TR TO SpO, EOLE B
T, RO 7 Vi X a8 Lo E RO 7
OITIERTEEE QI T5 2 LR ELREC
LAz, RS EE (0mES, 5
Vad 50m FEST, 40m B (R EEYE ) 70m B 5), 80m
o CinsdE) 4 SEIREaN g+ 3%
5E) TR LT, GEATR T, M—EEATI L
% SpO. DR & HoEEat LA e R R E Y
AT 5 72 I EER T OEAERIVETSH - 2
7, BIGBRETOBEINRINE L 7 O ESH
WiCTo R, SHMHGHE2 » AT13EF
ERELE, FOIE 109 EFACHRETAB TR/,

D) EE
HEEATHNTH D, B 13 F 9 Ao+

TET L.

ZEH

1) Margolin, S, B. and Lefkowitz, S: A novel

pharmacologic agent for prevention and resolution

(removal} of lung fibrosis, FASEB I. & (4)

;A382, 1994,

2) Shimizu T, Fukagawa M, Kuroda T, Hata S,

Iwasaki Y, Nemoto M, Shirai K, Yamauchi S,

Margolin SB, Shimizu F, Kurckawa K:

Pirfenidene prevents collagen accumulation in the

remnant Kidney in rats with partial nephrectomy.

Kidney International 63; $239-243, 1997.

3} Raghu G, Johnson WC, Lockhart D, Mageto

Y. Treatment of idiopathic pulmonary fibrosis with

a new antifibrotic agent, pirfenidone ? Results of

prospective, open-label phase II study -. Am J

Respir Crit Care Med 1999; 159: 1061-1069.
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TEH OB TH 7. 4BNIAEGTTTH -7 HRIIBVTEI CYAERIZ L 0P HROEFHLEO T
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A ORECEEHEIC L AN EMEILEEEL SN

Cyclosporin A in the Treatment of Acute Exacerbation
of Idiopathic Interstitial Pneumonia

Naochiko Inase, Yoshio Ohtani, Yuki Sumi, Takeshi Umino,
Megumi Sawada, Shuji Miyake and Yasuyuki Yoshizawa

The Pulmonary Medicine, Tokye Medical and Dental University.

Idiopathic interstitial pneumonia (IIP) is a slowly progressive disease with a poor prognosis. During the clinical
course of ITP, acute exacerbation is the worst condition as it is unresponsive to most conventional therapies leading
to the death. The effectiveness of corticosteroids is very limited although corticosteroids have been tried in acute
exacerbation. To examine the effect of cyclosporin A (CYAJ on acute exacerbation of IIP, we reviewed 20 patients
who were treated with CYA in the ten major hospitals. Of these patients treated with CYA, 15 patient (75%)
have died in one to 28 weeks {mean: 9.9 weeks}, and 4 patients {20%) have survived. In the previous study,
we reported that more than half patients with acute exacerbation of IIP have survived after the immediate therapy
with CYA. Prospective studies in the multi-center are required to evaluate the effect of CYA on acute exacerbation
of TIP.
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N-ACETYLCYSTEINE INHALATION THERAPY FOR IDIOPATHIC
PULMONARY FIBROSIS (IPF)-An analysis of effective cases-

Yoshiki Ishiil, Satoshi Kitamura2, Yukihiko Sugiyama3

1 Department of Pulmonary Medicine and Clinical Immunology, Dokkye University School of Medicine,
2 Saitama Prefectural University,
3 Department of Pulmonary Medicine, Jichi Medical School

We have reported that N-acetyleysteine (NAC) inhalation therapy was clinically effective in 53.6% of patients with
idiopathic pulmonary fibrosis enrolled in the open clinical trial. In order to know what case NAC inhalation is
effective in, the background factors of effective cases and ineffective cases were analyzed. In this study, evaluation
was done based on the final result of pulmonary function test during observation. In the group showed acute
exacerbation, %VC at introduction was low value significantly as compared with the improved group or the
unchanged group. However, a significant difference was not found in DLco, PaO2 value, and KL-6 value. The
portion improved on CT film was the portion of ground glass opacity but not the portion of honeycomb. In cases
with completed honeycomb lesion and severe fall of %VC, NAC inhalation is considered to be not sufficient,

However, if chronic advance nature is taken into the account, the suppression of disease progression but not the
improvement is considered to be enough as a treatment of IPF. Therefore, the results obtained in this study do not

indicate the uselessness of NAC therapy for advance cases of TPF.
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