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Therapeutic effect on the clinical course
of fibrosing idiopathic interstitial pneumonias

Inoue Y!, Kitaichi M!, Akira M', Hebisawa A?,
Yamadori I>, Yamamoto S!, Arai T', Mochizuki Y?,
Sato T?, Fujita Y°, Nagata N®, Akagawa S?,
Saito Y/, Maruyama M’, Saito T?, Eda R®,

Abe M'°, Kitada S'', Fukushima K'2, Yokosaki Y3,
Kobashi Y'¥, Hayashi S', Fukuda Y'°, Nishimura K'°,
Sakatani M'

1} NHO Kinki-Chuo Chest medical center
2) NHO Tokyo Hospital
3) NHO Okayama Medical Center
4) NHO Himeji Medical Center
5} NHO Dohoku Hospital
6) NHO Omuta Hospital
7)  NHO Nishi-Niigata Chuo National Hopital
8) NHO Ibaragi Higashi Hospital
9)  NHO Sanyo Hospital
10)  NHO Ehime Hospital
11)  NHO Toneyama Hospital
12)  NHO Kumamaoto Saisyunso Hospital
13)  NHO Hiroshima Hospital
14)  Tenri Hospital
15)  Nippon Medical College

Idiopathic pulmonary fibrosis (IPF) and fibrosing nonspecific interstitial pneumonia (FNSIP) are
common subsets in idiopathic interstitial pneumonias (IIPs), which cause fibrotic changes in the lungs.
FNSIP is treated with steroid and immunosuppressant using the similar regimen as IPF. However there
is no effective therapy for IPF. In order to clarify the therapeutic effect on the clinical course of
fibrosing IIPs, we retrospectively evaluated the 120 patients with fiborsing IIPs (50 patients with IPF
and 70 patients with FNSIP) which were re-evaluated by clinico-radiological-pathological method (all
surgical lung biopsy). 58% of the patients with IPF were treated with steroid and/ or
immunosuppressant. 79% of patients with FNSIP were treated with steroid and/ or immunosuppressant.
The patients with IPF have worse prognosis than with FNSIP (p<0.001).

The treated group in IPF showed significant worse prognosis than un-treated (best supported) group

(p<0.05). There was no significant difference in prognosis between treated FNSIP and un-treated
FNSIP. Early intervention did not improve the prognosis both in IPF and FNSIP. When and how to treat
the patients with fibrosing IIPs should be clarified in future study.

(NHO respiratory network multi center study)



SISO T HMELHIG LY A 70K Y+ 2504 FFREZSTIINTEF VY AF A YR ABRFEICET KRR

iU SHIC

FEMMENNMZ (1IPs) OHTY, frm; P
MEAE (IPF) & AAE L SRAF ML B G 4 (FNSIP)
i%ﬁfﬂi%’mfr WEDOENILT LIES TR

EEHH Y, IPF & FNSIP % M b AR E
féEHfﬁxé:ﬂ}sm EbHAH, IPFIETFHIZ3~SHET
Hy, BREATENZGHREFEVWES LN,
72 FENSIP I3 FH4I12 7 ~ 105, A7 94 FREEN
HHNZ & BEBENRVAFTE 5 5 OO
BAIZEITTAEZEZONTVE Y, LIMLEAH
5 FENSIPO A R { H#1TT 5, HH VI3
B %R0 5585 HH Y, IPF & FNSIP D&V

3‘L%)ﬁ~5;’((i 249 4[] IPF, FNSIP 12200\ T,

EESEHE, BMHE, TR COBRKEAI
&wio R AT MRS L 7oY. i, ARBESE
BRSPS SR 2 BRI RS LT B4, 2006
HEEITOFEERETLEOLLDOTH 5.

MNREFE

2003 4, EN R OBURERITRE S v b
7 — 7 BERR T, AAREI AR TREERE
PR 4% & BB S L7 E B O o C R IR B R B AR T
£ T IPF/UIP (50 1), I1IP/ENSIP (70 f) & &2 &
N7z 120 B2 DT, Z A X IZEFKE TV, 2006

. NHO & atfiii it ¥ —
: NHO Wkt
© NHO IlE#HEL ¥ —
© NHO IRE[EELY ¥ —
. NHO #Edvsmbi
. NHO KZEHFEHR
. NHO PuhiE b
: NHO KAHIHFE
. NHO 1UFz%% b
© NHO EiEfsk
. NHO JIRILI%EE
. NHO RERBFHLRIE
. NHO JZ. Bkt
DRI AT
15 BEREFRHKF
*  SriERFIEE

O 00 ~1 N W b W -

I ey
A W N - O

FETREE, Tk, SMHEE SIHECOWT
Al & ICBERE T o7

fm xR

1 BOMFEZEOERZRYT. K21
%ﬂﬂ@ﬂrﬁw\Hﬂf@%.%@ﬁf%z;ﬂﬁﬁtH’rﬁ#ﬁ%ﬁ%@— 5
TdAH. HRCT IZ T IPFUIP BE D 51% D EHE 2
W B fifi % 5.6, 1IPs/FNSIP Tld 12% (2 W B hifi % 52
D7z, LRI & AR, IPF/UIP & TIPs/ENSIP O i
THtEREOH R THEEEZRD Lo 72,

2006 4 F TIZIPFUIP BE D ) H 62% LT L,
IIP/ENSIP (2 29% %€ 1= L 7-. %E [A (& IPF/UIP,
IIP/ENSIP Z N E NP AL 45%, 40%, SiEIEE
29%, 5%, EYHE 3%, 15%, EEEE10%,
25% T# o 72. IPF/UIP Tl IIP/FNSIP (2T
WBEZBIIARRTH -7 (K1, p=0.0001).

A7 o4 F GEIEE 3 r AU R LR
% (S/1 %) i3 IPF/UIP T 29 % (58%), IIP/FNSIP T
554 (19%) THho7z. A704 FLHREIHIHA

"1 HREBFEOER

IPF/UIP IIP/FNSIP
N (F/M) 50 (15/35) 70 (32/38)
Age# 61x10 58 + 12
Smoking (C/E/N/NA) (18/12/17/3) (24/12/31/3)
Period from o/s (m)* 68 £ 40 82+ 53
Period from SLB (m)**49 + 36 66 £ 48

# age at first visit, NA: not available
* Observed period (months) from onset of the symptom
to the last
** Observed period {months) from the biopsy to the last
Mean + SD
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IPF/UIP IIP/FNSIP
Honeycomb at HRCT n(%) 23(51%)* 8 (12%)
%VC (%) 7519 75%19
FEV1.0/FVC (%) 85+10 84+8
%TLC (%) 73+17 77 £ 20
%DLco (%) 56+ 19 57 + 24
Pa02 (Torr) 7910 7712
LDH 402 + 111 395+ 128
KL-6 1288 + 694 1611 + 1252
BAL TCC 3624 40+28

%Lymph 18 + 214 22 + 21
*p<0.05
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An assessment of clinical efficacy of inhaled N-Acetylcysteine
in the early stage of idiopathic pulmonary fibrosis in Japan

Sakae Homma', Yoko Yamazaki', Keishi Sugino', Go Sano'
Susumu Sakamoto', Arata Azuma?, Shoji Kudoh?

1) Department of Respiratory Medicine, Toho University School of Medicine.
2)  Department of Internal Medicine, Nippon Medical School.

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 2007.

Fifty patients as a NAC-treated group with the early stage of IPF (disease severity classified as grade
I or I 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 such as TLC, DLco, 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 100 patients were randomly assigned to treatment by Feburuary 9, 2007.
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A TIPS B A E & HRCT O HERETE MR & OB
: ARDS 67 fERIHI % BETHsE R A 5

—P HIE M #z BB A BEA #HRE
mAR W —O 0 B HW OE—-  F  sFEr

4L, ARDS BT OFREZNERE % /0 s CT (HRCT) FrR & MAVvT, ARDS ZHf
D MM RE AL DR # 5l (HRCT A7) ¥4 2 & T, fRENATEREHRTIZBT
B N LR SaB SRl f5 2 & OR# 12D\ T, prospective (2 67 FEFIIZ DWW THEET L7z, HRCT A
D T7RMERIIEERE B LT, ALRSBEHREBBEIEERIIZ L, FIMGORARSEET
HY, ZWHALEOHBER LA -7z, ARDS BWFFIZ BT 5 HRCT (2 & 5 AR FEHEZAL D
REOFMMIX, MEEMATLFRERTICBWTS, ANTIHFREEMGEDRZHZRT.

Impact of Fibroproliferative Changes on High-Resolution Computed Tomography
to Ventilator-Associated Lung Injury Under Lung Protective Ventilation
in Acute Respiratory Distress Syndrome: Multicenter Prospective Study

Kazuya Ichikado, MD, PhD, Hiroyuki Muranaka, MD, PhD,
Yasuhiro Gushima, MD, PhD, et al

Division of Respiratory Medicine, Saiseikai Kumamoto Hospital, 5-3-1 Chikami, Kumamoto 861-4193, Japan

Purpose: We conducted a prospective evaluation to examine whether the extent of fibroproliferative
changes on HRCT scan has impact to ventilator-associated lung injury under lung protective ventilation
in patients with a clinically early stage of ARDS.

Methods: Two independent observers prospectively evaluated the HRCT scans obtained on the day of
diagnosis of ARDS for 67 patients with ARDS who treated with lung protective ventilation (tidal
volume 8-9ml/kg, plateau pressure 20.0 = 4.3cmH;0, PEEP 8.0 + 3.0cmH.0). Of 67 patients there
were 44 men and 23 women (74.1 * 10.2 years). CT findings were graded on a scale of 1 to 5
corresponding to consecutive pathological phases: 1, normat attenuation; 2, ground-glass attenuation; 3,
consolidation; 4, ground-glass attenuation associated with traction bronchiolectasis or bronchiectasis; 3,
consolidation associated with traction bronchiolectasis or bronchiectasis. An overall CT score was
obtained by adding the 5 averaged scores in three zones of each lung. Multivariate regression analysis
was used to assess the independent predictive value of the CT score for ventilator weaning and for the
onset of barotrauma.

Results: Of 29 patients who failed to be weaned from ventilator within 28 days of ARDS diagnosis,
seventeen (85%5 of 20 nonsurvivors died from septic multiorgan failure and the others did from
respiratory failure. Multivariate regression analysis revealed that the CT score was independently
associated with ventilator weaning failure within 28 days (P = 0.009) after ARDS onset and with an
incidence of barotrauma (P < 0.0001). An CT score of < 215 predicted ventilator weaning with a
sensitivity of 72% and a specificity of 73% and was associated with both a greater number of ventilator-
free days (P < 0.001). An CT score < 280 predicted an incidence of barotrauma (P = 0.004) with a
sensitivity of 74% and a specificity of 80%.

Conclusions: Even under lung protective ventilation, extensive HRCT abnormalities indicative of
fibro-proliferative changes were independently predictive of ventilator associated with lung injury in
patients with clinically early ARDS.
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ARDS %X B0 & 5 (2004/3-2007/4/31)

67 SIEHI O A T F0R 38 4R 5% 7 S 4

S M0 0k AR 08 FE B B (acute
respiratory distress syndrome: ARDS)
AT B AR EERY 22 N TP E B
DEEUFHRESINTE L, EE
&, ANLIRERZDL O, %
BERAEDOFHRELRY ) B &N
broT&TED, NLHREHR
FUCFEA T B IUMAE Sl ER A &
%P5 <2 &A%, ARDS DT HEFEIC
BEELEbhTni Y,

\MIEHE TSh—FE: 200 = 43 cmH,0
—[RRE: 8-9mlkg

8.0 = 3.0 cmH,0

Bilevel APRVEZEL)  37%
CPAP + Pressure Support 32%

SIMV + Pressure Control 25%
SIMV + Volume Control 6%

ARDS DR M#EZIE, T AM
FifgEETH D 5, FOREEMEITEIZL - T,
KEL3OOBIHEENEY, Tabb, 2
B, EaMEEY, £ L CEMRETLHTH D,
FNEFNOFRIEA —N—F v T Lah b,
L, 35l M3 B X O HE AL 813, &% HE 58 5

(fibroproliferative phase) & M-I TV 5. F4 i,
B4 f#AE CT (high-resolution CT:HRCT) AT &25, O
FAMMREEEOREBENHAE L (RBET 52
EaRELTE/ATY, HRCT MHiH &R0 RS
RmEA e LT I EEICAL, e 2EREERE
EBREHETL D ARDS JEBI 2 H & L7 A
M EMIEIZE D, HRCT Lo#EHEEEHEL Lo
EFFHERTELRYIBIE, SOICRE28HZ
TONTIRZFEER B & CEAMERAEOTFENICA
RATHAZELHE LA,

S mloiEt o B 9L, 2004 453 B & ) ARDS fE
Flegim s CERE L, 67 EFICOWT, HitRiER
NLFFRE B & i AT L 72856 o N TP 25 B fifi
5E L HRCT BT SLIC BT LRtz b & D H
FRIZDVWTHRE 21T o 72,

WREAE
1NE B
2004 4£3 AH 52007 F 4 H 30 H £ T, American-

European Consensus Conference (AECC) #£#E % {ifj /-
9 67 JEfI % 455 L, prospective (2 HRCT BT LIZH

BESREAIRBIT R 55
*  riEAFTEE

VF B IR HETES AL DI Y xR EEIL L2 A 3
T & FVCHEET L7z,

2) HRCT FRE DAY D O

HRCT FifLi%, ARDS ZHIZ BT, 2 HDHE
BEIZL > THBICEHE S Nz, DL L [FE
BICEROFEELN D IOV THETL .
DAD DFRBEZARIH & HRCTETR & R s? »
5, R, #EIAE L CEMELEICEET A CT
FiREUTOLHIICSERICHEL, FNENORT
BOLTY #MEMIZ10% X EHATAITILLA.
fiEr % A LB (MRhoR/EFEHET),
FEF (RVE 7R A O THEIRL NIV ET) BL U
THE (FHigEIRL NV SEE LT T) & 648
WA, BEBICOWTEHTR DL = 5 -
L7:%, 6 FHIBDILA ) OFHE (%) 2B L/,
6 Ko RIE, (1) —RIEFICAZ 58, (2)
T 07 ARERE, ) BEE, (4) FFIHMERE
¥ REIRGEED TOA T ARKER, £L
T (5) #E5IMMRES - [EXIIRIE T 4 ) &
BThb.

3) HRCT L & 2B LBDXI7DREH

(CT I & 2RBZAERE O E SN

FRROBFERFEMFH IS L7225 DD HRCT A
RAZOWT BEREBIIZ 1S DA 2 T R L7239,

Thbb, ~RIEFCAXSEEE 1S, $O4

2R BEr2HE L, RLRHOEAZES G
MAEL fRELRGEEHORBEER L s HEL
2. ZORAATIZKHRADIED ) OFHE (%) %
FL, 2OHEMEL > THIL L. TOAITHE
OERLE LT, SABEORPOZE VAR S,
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2 A, FEFH (35 60 HB) OZEREROEFOLER

H =5 FEEFHI
(n=42) (n=25) p Value
FERALIE 5
BumfEE - MOF 17,
EEALE 3
Fin (%) 748 + 9.8 73.0 = 11.1 0.66
45 (B &th) 27/15 18/7 0.70
Ei% / EEMSE 29/13 18/7 > (.99
FFEZE 7.1%(3/42) 16.0% (4/25) 0.41
Lung Injury Score 3.0 X 0.6 3506 0.04
APACHE Il A7 (¢ a#EnEiEr) 225+ 45 200 £ 54 0.39
McCabe RO7 (BBREZDOFi%) 1.0 =04 1.0 + 0.4 0.40
SOFA RO7 (3MBEFLDEEE) 7.0+28 6.0+ 238 0.10

PRI AL AR FEFIC 2 A1 ZE HRCT A 7
BEEE R AEDDH 5.
4)BE70M3-)

JFIRFRRE (23§ 2 EEICZ, TXTOEFIT,
FREM N DI ER Ok ERMtL LT, 77
F —E < 30cmH:0 (20.0 + 4.3 cmH:0) + 8-9ml/kg
tidal volume + PEEP 5-12cmH>0 (8.0 + 3.0 cmH:0)
E L7 EFWEYEHHE L LT, mPSL 1-
2mg/kg/day 56 Bl (11 B1iE/ OV 2 #E), IFhERT
7 A5 — EHERA 4.8mg/kg/day (2 HUEERE & &
HL7.

5) RAE 28 HLUAD A THEIRSZEEESH & HRCT
237 & DOB%

FEAE 28 H LA O N TR Z5HER B # & HRCT A
a7 EDOMAFREKRET L, ROCHBRIZTH Yy b4 7
fErixwE L, A3 7I(ERE & SERETO AN TR
PREER DB A LEEORE L. £EBMTICT, A
TP AR (SR S5-4 A A+ 12 DWW T, HRCT A I
T E CEHME L 7.

6) ALMRZREEM A (VAP) OF4EF S HRCT
A7 & DA%

N I e B & N Il B8 582 i 9% oD B A oD B
HAHE SN TEY, VAP D3EERE, HRCT A
a7 L OMED ETHET L.

Median = SD, Mann-Whitney U test, Chi-square test

7) EMEOREDEESE HRCT a7 & DR

FEAMEDSEH L HRCT 227 L OE &L,
ROCHI#HICL B A v VA 7EDBEEND, AT
BMERE & SER CORENMEDO R EFE L B L 7.
F7:, SEEBWICT, FAMEORERTIZOW
THRET L 7.

®w R

1. RiE 28 BRI D A THEREERREI & FERERREID
X

FAE 60 H H O T, ATLIFREEREEOSETE
13 10.5% 423 L, BERABERE DB RIT 724% & F
BIE < (p <0.0001), BEFAHERE 29 5B B
20 BIDFETCIE R, BRil e 14 % B 28 AR 475 17 B
(85%) Z v/ ([ 1). ZofEERIZ, MR A
TR ER E 475 CTh, AP0 258 R #5013
BEIME L R Es A & & 50 L, ALK 23 B3 A
BELRLTVDL I ERT.

2. HiE 28 BN O A THREBMABHE HRCT
A7 & DERF%

AT SR IC S 3 5 HFOLEEHITICT,
HRCT Z a2 7%, MY LFHERFTHE I AT
Boh&hol, By ME THEREDBHDROC
BHAR Tid, HRCT A3 7 21542C, AT &R 2
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