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We have planned the prospective, randomized, double-blind, multicentre clinical trial to assess the
efficacy and safety of inhaled N-acetylcysteine (NAC ) therapy in the early stage of idiopathic pulmonary
fibrosis (IPF) in Japan during the period from January 2005 through March 2006.

Fifty patients as a NAC-treated group with the early stage of IPF (disease severity classified as grade
I or IT and more than 90% of SpO- during 6 minute walking test) will be treated with inhaled 352.4 mg
of NAC two times daily, and another fifty patients as a non-NAC-treated control group will not receive
any treatment, with a duration of 48 weeks. The effects of NAC on primary end point FVC, and on
secondary endpoints such as 6 minute walking test, pulmonary function tests, serum inflammatory
parameters including KL-6, SP-D and SP-A, chest CT images and subjective symptoms such as dyspnea
will be statistically evaluated.

A total of 34 patients were randomly assigned to treatment (16 to NAC and 18 to control) by

December 9, 2005.
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#F+  Patient Characteristics

Group Patient  Age Sex Respiratory Clinical disgnosis FVC (L) %DLCO PaO2/PaCO2 Sp0O2 % KIL-6 SP-D

symptoms (EERE) (%FVC) torr  Rest-6MD u/ml ng/ml

B 1(YM) 75 M DOE(II) IPE(I) 4.03 (134) 70 87/46 97-92 126999.7

Cough, Sputum

B 2(AY) 64 M DOE(ID IPF(I) 3.68 (109) 75 95/39  98-96 535 148.4

B 3(BT) 67T M DOE(IT) IPE(D) 2.84 (87) 67 80/41  95-90 995 311

B 4(HS) 61 M DOE(ID) IPE(I) 3.13(93) 54 85/42  98-96 466 57

®EEE S(SH) 71 M DOE(ID IPF(I) 2.49(77) 43 85/38  96-89 462 74

ZEEB 6 (HiS) 56 M DOE(IN) IPF(I)  3.56 (96) 55 87/42  96-83 653 160
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The role of type II alveolar cells in pulmonary fibrosis and the effect of
pirfenidone on collagen expression by TGF [1- stimulated A549 cells

Seiko Nakayama', Hiroshi Mukae', Keiko Hisatomi', Kanako Sugiyama'
Mioko Ide', Tomoyuki Kakugawa', Hiroshi Ishimoto', Hiroshi Ishii'
Takahito Kondo® and Shigeru Kohno'
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Heat shock protein (HSP) 47, a collagen-specific molecular chaperone, is involved in the processing
and/or secretion of procollagen. We examined the effects of TGF Bl on HSP47 and collagen type 1
expression in cultured A549 cells. We also examined the effects of pirfenidone, an antifibrotic agent,
on collagen expression in them. Expression of HSP47 and collagen type | mRNA was assessed by
Northern blotting.

TGF B1- stimulated cultured A549 cells showed the elevated expression of HSP47 and collagen type
I mRNA. The elevated expression of collagen type I mRNA by TGF Bl was significantly inhibited by
pirfenidone in a dose- dependent. We conclude that type II alveolar cells may associate with pulmonary
fibrosis, and that the anti- fibrotic effect of pirfenidone may be partly mediated through inhibition of

collagen type I expression in type I alveolar cells as well as fibroblasts.



