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Study design:
A multi-center, randomized, double blinded, placebo-controlled study
ratio of randomization : 2 for PFD and 1 for placebo
medication: pirfenidone tablet or placebo tablet

Concomitant therapy:
Allowed steroid <10 mg/day, immunosuppressant prohibited
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Primary endpeint : 6-min walking test on treadmill
(Sp0, area : Area between SpO, curve and 100% SpO,)
Patients who completed the walking test
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6 months P-Vale 9months  P-Value
LS mean+58D LS meantSD
Full analysis set
Pirfenidone 813 + 003 0.0892 8.12 £ 0.04 0.0923
Placebo 8.23 + 0.05 823 + 0.06
Patients completed baseline
walking test
Pirfenidone 8.00 X 0.04 0.0242**% 798+ 0.05 0.0656
Placebo 8.18 + 0.06 8.15 £ 0.07
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SpOr area (%" se0)
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Values were shown as natural logarithmic scale.

Statistical analysis was conducied by ANCOV A using baseline value

as covariance.

Full analysis set

Patients completed

baseline walking test

Time after administration (months)
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Number of patients

P-value
total acute exacerbation (%)
Pirfenidone 72 0
P=0.0031
Placebo 35 5 (14.3)

P-Value obtained using Fisher exacl test comparing variance between PFD and placebo.

Note:

One patient in PFD group experienced acute exacerbation 42 weeks after the

initiation of the treaiment. During the double blind peried, the number of
patients with acate exacerbation were 0 for PFD and 5 for placebo group.

St Iy slgni L difference b

the grewps (p=0.0031).

Effect of 9-month treatment with Pirfenidone on respiratory function
(Full Analysis Set)
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1):Statistical analysis by Wilcozonis test
2): Patients who completed the baselive 6 min-
walking test were analyred.
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Parameter Paly, Minimum vC TLC DLco
$p0,
SpO, area | -0.131339 | -0,.90321 | -0.48408 | -0.42873 | .0.29281
0.2021? £.0001 G.0001 0.0001 0.0044
96 96 95 90 i)
Minimal 0.15470 043965 | 0.39011 | 0.24281
§p0, 0.1303 0.0003 0.0001 0.0184
97 96 n 94
Pa0, 0.04840 | 0.05758 | -0.05439
0.6360 0.5835 0.5987
98 93 96

1) Correlation coefficient
1) P value
3% Number of patients.
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Primary Va0, v FIC | Dlee | "KLE D
endpint
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*s";‘ Pyslue 03006 00001  an001 04015 001 00830
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Patients upcompleted baseline walking test
Secondary endpoint
Primary P‘Oz vC TLC DLeo KI.-6 SP-b
endp oint
Corrclation | _g.20825 088415 217471 0.19283 004499 | 031392
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: n 4 4 2 n u 2
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’ n 5 X 3 23 28 p1]
R SMEHEHME
Number of paticnts (%)
Pirfenidone Placebo
=73 (n=36)
Photosensitivity 36 (49.3) 0¢0.0)
Discomfort of stomach 17 (23.3) 2(5.6)
Heartburn 10 (13.7) 1(2.8)
Anorexia 20(27.4) 2 ( 5.6)
Nausea 16 21.9) 2 (5.6)
Steepiness i1 (15.1) 5(13.9)
Fatigue 12 (16.4) 1(2.8)
¥-GTP 20027.4) 2{5.6)
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Alterations of phenotypes of epithelial cells and endothelial cells
in usual interstitial pneumonia and non-specific interstitial pneumonia

Tamiko Takemura', Nae Hinata', Soichiro Ikushima?, Tsunehiro Ando?
Masaru Oritsu?

I Department of Puthology, Japanese Red Cross Medical Center,
2 Department of Respiratory Medicine, Japanese Red Cross Medical Cenrer

To evaluate the alterations of phenotype of regenerative epithelial cells and endothelial cells in
idiapathic interstitial pneumonias, we examined 25 cases of usual interstitial pneumonia (UIP} and 9
cases of nonspecific interstitial pneumonia (NSIP) by immunohistochemistry using antibodies for Clara
cell 10 KD protein (CC10), cytokeratin (CK) 17, CK14, surfactant apoprotein A (SP-A). KI-6
for epithelial cetls, and von Willbrand factor (vWf) and thrombomodulin (TM) for endothelial cells.
Columnar and cuboidal cells lining the honeycomb lesion of UIP expressed CC10, CK17, CK14 and
SP-A in descending order. The flattened and/or cuboidal cells covering the fibroblastic foci revealed
CK17, CK14 and occasional CC10 expression. Cuboidal cells in NSIP preferentially expressed SP-A
and KL-6. Endothelial cells in normal lung, alveolar capillary endothelium strongly expressed TM but
no vWf, while endothelium of interlobular veins expressed vWF and those of bronchioles expressed
both TM and vWI. In the honeycomb lesion, vWi-expressing endothelial cells of microvessels increased
in number, while TM-expressing ones decreased. Endothelial cells in NSIP revealed strongly TM
expression. The sprouting capillaries in intraalveolar fibrosis in NSIP mainly revealed TM-expressing
endothelium, but sometimes vWf-expressing ones.

These results suggest that regenerating epithelial cells in UIP possess bronchiolar epithelial phenotype
and CC10 and CK 17 expressing cells may participate as stem cells in reparative lesions. The phenotype
of endothelial cells in honeycomb lesion changed from TM-expressing type to vWf-expressing type,
associated with alteration of epithelial phenotype. Thus, bronchial circulation may anastomose with
pulmonary circulation and replace it at the alveolar area in UIP.
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Immunchistochemical phenotype of regenerative epithelial cells
in normal, NP and NSIP lung tissues

UIP 2 % TFIZ NSIP L2 33 HF 5 W88 0 0 e & LT (Al o0 172 1 25

Correlation between regenerative epithelial
fibrosis in UIP and NSIP
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Cc Bc NenCi Bc cM FL 5M o] FL
CCIQ  ++ + - - 44 + o+ - T S +
iz - - - ++ - + 4+ o+ - - + o+
CK14 - + - - - + - S S + -
SP-A - - -+ 4 - - + - + ++ - - +

KL-& R S

4 bbb b b 4

HHEHEE b

B:bronchial epithellal cell
Cc; Clara call

B¢ basai call

I: type | pnsumacyts

1: type Il pnsumacyte
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NonCE non-ciliated cotumnar epithelial cell
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thrombomodulin & von Willbrand factor 33

Expression of thrombomodulin and von Willbrand factor of
endothelial cells in UIP and NSIP

Thrombomodulin  von Willrand factor

Normal lung
Alveolar capillary ++
Bronchiole + +
Interlobular vein -
UIP Honeycomb e~
Fibroblastic foci -t -
NSIP Alveolar wall ++
Intraluminal fibrosis + -+
-; negative , + ; positive, ++: strongly positive,
=y
HE - 5w
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CKI17T THot:. SHOKETLERBEOBEICE
WTHHSREXZ ELEORE TH 5 CC10,CKI1T M
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A5 BE 2 8 B 4 Al 2512 35 1T % Nonspecific interstitial pneumonia
(NSIP) DEiRE B KO TFRrOKE

TH & PisARE HE BX #E KX

5 A A EE o B & M i 9242 84T A nonspecific interstitial pneumonia (NSIP) i3 usual interstitial
pneumonia (UIP) (2 b LF% BIF 2EBiRRBZAME E ShTwa, Lo L, BEmHEENE
PER A2 51T D NSIP I 2W T, FORERTRIERZHL ML 2o Ty, 4E#K4 3B
TE S5 R PR MM 2512 3847 2 NSIP OBER (33 L UFROWE 217 o /2. HhR &l i
43 Pl IP-CVD FEF O AL FF AT A # P B 2 AR BRI 3R L, TIP-CVD 2 ish‘ % NSIP D ERRRAY
BB L OFHEEPREWE LA FARBICOPES 8 M E & ki E 1T o /2. &% IP-CVD
Tid 26 A (57%) ASNSIP, 17 A (35%) ASUIP THho 7. —H P TiZ 76 )\ (65%) #% UIP,
22 A (19%) 23NSIP Th -7z, THRIZDWTIE IP-CVD T3 UIP & NSIP O IZHZZ IS
3 (p=0.3863), IIP (ZBWTNSIP AW UIP IZIl LABIZETH - 72 (p=0.022). #55% I NSIP I3
[P-CVDIZBWTIIBRDL L CALNAHMBETH Y, PHRIZOVWTIIUIP L OBICEIALRE
o, TG LY IP-CVD OFBHEBRENOBREB L UFHIE, IP TORKELIIELD,
FERICB T 2RSS HOERIISDVTHSHRBIIRT LTI LE S L LEZ LN,

Nonspecific Interstitial Pneumonia in Collagen Vascular Diseases: Its Clinical
Features and Prognostic Significance

Kingo Chida, Yutaro Nakamura, Takafumi Suda,” Noriyuki Enomoto

Second Division, Department of Iternal Medicine, Hamamatsu University School of Medicine, Hamamatsu, Japan

Background: Nonspecific interstitial pneumonia (NSIP) has recently been described as a distinct
clinicopathological entity among idiopatic interstitial pneumonias (IIP), having more favorable
prognosis than usual interstitial pneumonia (UIP). Although NSIP was initially reported to also occur
in patients with interstitial pneumonia associated with collagen vascular diseases (IP-CVD), the
prevalence of NSIP and its prognostic significance in IP-CVD remains to be determined. Thus, we
attempted to clarify clinical characteristics and prognostic significance of NSIP in IP-CVD. Methods:
We histologically examined surgical lung biopsies from 43 patients with IP-CVD based on a current
classification of interstitial pneumonias, and assessed the clinical characteristics and prognostic
significance of NSIP in IP-CVD. We also studied 98 patients with biopsy-proven IIP, and compared
the prognostic significance of histopathologic subclassification in IIP with that in IP-CVD. Resulits: In
IP-CVD, twenty-six patients (60%) were classified as NSIP, 17 (40% ) as UIP, and none as bronchiotitis
obliterans organizing pneumonia (BOOP). Of the patients with IIP, 76 {65%) were categorized into
UIP and 22 {19%) into NSIP, and 19 (16%) into BOOP and desquamative interstitial pneumonia

(DIP) / respiratory bronchiolitis associated with interstitial lung disease (RB-TLD). No significant
difference in survival rates was observed between UIP and NSIP in IP-CVD (p=0.3863) , while, in
IIP, NSIP has a significant better survival than UIP (p=0.022). Conclusions: These results suggest
that NSIP is the most common histologic patterns seen in IP-CVD and, unlike in IIP, the prognosis of
NSIP patient may not be different from those of UIP patients in IP-CVD.
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i [

Nonspecific interstitial pneumonia (NSIP) i 1994
4F, Katzenstein & Fiorelli V{2 & - TIZIE % AL 7-FEFR
RIS TH 5. HIBFEOIIEIE AT 22
IR RARESTERT A I ERFHLE LT,
Usual intersitital pneumonia (UIP) & (38 7% » 7295 FR
ExLd, FAERMICIE-FICAT D4 FHA
FNODEFECHIIR, FRAGESATY
L2 IS OFE R A O BE MK

(idiopathic interstitial pneumonia: 1IP) |2 B\ TidH
BHEZ COMETEMTONTH L 00, BE
7418 % B B PERT 4 (interstitial pneumonia associated
with collagen vascular diseases: IP-CVD) {23\ TIZ
Z DR F %A M CHRET L 7z i T
BT,

BEABLIZEB bl oTHEL 14, #
DIPTSR EHEICR SNABETHY,
FHREIBETLEIELELE Y., BERICHEEST AN
WEIZDWTERA LMY L L8R TWwA
25, WIS BE O [ R R TE B b F o F OFEMF
BRLIHREIED TH LV, NSIP OFERICI
&HBHDY, Yousem 5 ¥ X Tazelaar & ¢ (3B
7 <7 (theumatoid arthritis: RA) 35 X (N8 58fh 48 / 1%
R 9% (polymyositis/dermatomyositis: PM/DM} 125
FAMHEMEROTHERERL V5. -
i 1% Bouros & 7 % & B ¥ B (L iE (progressive
systemic sclerosis; PSS) (2B 1F 5 M &M 45 T
NSIP DN S C, FRICODWTIRABE L) B
CLAMIROEITORBEIZLVIKET S L 28]
FHLTWAD, ZOLIITIP-CVD BT A NSIP D
BEPTFREARTZHS P TEL V. SR L,
SARHHOIG AR FAT L7 67 BIOBERSE 4
6 H 1Al 42 OMBREL B T L, NSIP % APz
REB LU FHEE P & DB L2 MET L7,

HEREHE

AEHUE 1980 F X D 1999 F oz 4Bz & U
EAEb TN £ 22 i RNEEE T AR A R L, T
BROHENRETH - 72 BIER I R4 AL B
67 B, WEMLEE © I & BN EEmED
THEEIGRLA-MBHTH S, LEOHFIE
RA 14 1, sjogren syndrome (Sjs) 7 f, PM/DM 12
B, PSS 74, systemic lupus erythematosus (SLE)
2, mixed connective tissue disease (MCTD) 1 |
T, INLDEAFIZHBWT, Ry o E
B OBEBTRE L UFHRERBRET L, 85
ZIP 117 BlE DD FfRZT o2 @, 4m
OARET TIPS MIE H AT H & L, W
T B 1X Katzenstein & O8I GE - 700,
#EtRITF &

2EMEOFRHEFOREICHE, studem 1 BER U
VRE LMW 70, RO E L Kaplan-
Meier £ % V>, log-rank BRGE & AT - 72, S 5124
i, 17, B & RIE S % B AY T cox proportional
hazards regression &7V 12 & AT H {7577,

w R

1. FRIEMASESO N

[P-CVD DX RAEF| DML WIZ 26 A (60%) 4°
NSIP, 17 %l (40%) %% UIP T, bronchiolitis obliterans
organizing pneumonia (BOOP) D BRI 380 & 1
Ao 72 (Table 1), — 7 P42 B\ Tid 76 51 (65%)
2% UIP, 22 B (19%) #% NSIP, 13 ] (11%) #%
BOOP, % L T 6l (5%) %% desquamative interstitial
pneumonia / respiratory bronchiolitis associated with
interstitial lung disease (DIP/RB-ILD) T - /7.

Tablel  Pathological diagnosis of IP-CVD or 11P

IP-CVD Hp
Overall RA  PM/DM_ Sis PSS SLE  MCTD
UIP 17 5 2 5 4 1 0 76

NSIP 26 9 10 2 3 1 1 22

ANV N Y
¥ T AMBIEBMER MEHDE

2. BEBEEBSLUBKBRERR

BARITROE LD % Table 2 1275, IP-CVD 12 B
VT3 UIP # (UIP-CVD) |3 NSIP #f (NSIP-CVD)
WILLERBISHB TH o 7225, FOMOGIHE 248
EiiAohhhot, T4 0% LOWEFRTAF
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A FEFICL 2EFEFEIN TV TP BV
T i NSIP B (NSIP-1IP) Ti% UIP # (UIP-IIP) (2}t
LAEEIIEETLYNEC, UPIP ZBEEYS
{, AFa4 FORSHABILPo72. DWTH
BRE OB F R % Table 3127”7, IP-CVD Tt
NSIP-CVD & UIP-CVD @I OIEHIZ BT
LEFAS N o F2hs, TP 2B T I, NSIP-1IP
X UIP-IIP |2k L FEIZ LDH #5 18, FVC B
THFBEIEAEZRL T, :
SN S AR TR KL T, IP-CVD TR
MR- EZALORA G o200, EHEEPO
1) > ERS B AT NSIP-CVD (235 T UIP-CVD {21
LAECEEEZRL, =707 7 — J5EI3EME
L7z, %72 CD4y/8 ik UIP-CVD T NSIP-CVD
W LA FIZEE LT L/ P Tld NSIP-IIP i TP-
CVD [El4, UIP-IIP (2L LEEIZ ) > 3 ERGHAS L
RLTwi—F, w707 7—Y45EETLT
Wiz, TR E T UIP-IIP (235 T NSIP-IIP 42
HLUEZECBEML T (Table 4).

Table2 Clinical characteristics of patients with TIP or IP-CVD

1P-CVID [l

uP NSIP uiP NSIP

Number of patients 17 26 76 22
Sex male/female 7/10 12414 62/14*" /!
Age(years) 58.5£8.58 52.7+8.56' 62.2+7.26" 55.8£9.65"
Seoking Smoker (%) 6(35) 9(35) 64 (84)"F  10{45)"
Symptom  Dyspnea on effort (%) 7(41) 13 (50) 31 (40) 1882)"" "

Cough (%) 14 (82) 12 (46) 41 (54) 13 (59)
Sign Crackle (%) 16 (94) 18 (69) 74(97)°  21(85)

Clubbing (%) 2012) 4(15) 29 (38) 7{32)
Corticosteroid treatment (%) 13 (76) 18(69) 130710 12(54)°

w p<0.01 Compared with UIP patients with IP-CVD
t p<0.05 Compared with UIP patients with IP-CVD
1 p<0.01 Compared with NSIP patiants with iP-CVD
§ p<0.05 Compared with NSIP patients with P-CVD
1l p<0.01 Compared with UIP patients with IIP

Table3 Laboratory findings and pulmonary function test of IIP or IP-CVD

IP-CVD [T
uip NSIP U NSIP
WEBC (/mm3) 688242603 762812365 68271655 734443770
CRP {mg/dl) 0.82+1.12 1.3431.47 0.71x1.54 1.36+1.94
LDH (/1) 360+156 3061212 346122 422£197°
Pa0Z (Torr) 81.2+10.4 79.319.51 8232115 77.9x129
#aC02 (Torr) 41,6+9.59 38.7+3.66 40.0+3.93 39.14£3.41
FVC (9} 81.6+194 77.7120.3 86.1119.9 67.7+204"""
FEV1.D (%) 83.549.35 80.4+11.7 82.4+9.58 BO.5:13.4

*p<0.05 Compared with UIP patients with IP-CVD
1 p<0.05 Compared with NSIF patients with IP-CVD
1 p<0.05 Compared with UIP patients with IP

3. Fik ,

IP-CVD B L U IIPF R FNIZ BT A, NSIP & UIP
DEFIMM L RT (Figure 1, 2). IP-CVDIZBWT
BUIPENSIPO B ICEZIIRD o7z (p=
0.3863) (5 4EAETFE 89% vs. 83%, 10 EEFE 71%
vs., 47%). L L 1P (2B W Tid UIP i3 NSIP 121
LEEIZTFRAFRETH -2 (p=00215) (5 F4FF
F 65% vs. 77%, 10 FEHH 38% vs. 77%).  IP-
CVD & IIP DE TRMBB M TEFE L HET S
L UIP-CVD i3 UIP-IIP it LA EICFHRP R T
& o 72 (p=0.0282) A%, NSIP-CVD & NSIP-IIP D
i ERA LRS-/ (p=0.5528) (Figure 3,
4). Cox proportional hazards model {25V T b £l

[risk ratio 1. 385,95% confidence interval {CI)0.683
to 2.807, p=0.366], M5 (risk ratio 0, 716, 95%
CI 0.346 to 1.485,p = 0. 370) , B EE (risk tatio 0.900,
95% C1 0.560 to 1.447, p=0.664) TITHEIZEIL
dAashldho7z,

FERIZ 2T NSIP-CVD i, FHE A E B X TFA
Fo4 FEAOBERICI AT 262020 T
Hot, £72UIP-CVD I, WAL, AFTAF
RESE, PM ICA6E L 7 IHTERE, B X T PSS IZEf
L7=BAREN 1652 TH -7, —F NSIP-IIP T
i 5 AHIRRAE, 1| AASL R4, UIPIIP Tid 11
AHNEA S, 8 AR, 8 AATE b (kg L
TEE) Thol,

Survival rate %
100

UIP (CVD)

50 1 L 2R (CVD)

period

5 10 years

Fig. 1 Comparison of survival between UIP and NSIP patients with
interstitial pneumonia associated with collagen vascular diseases (IP-
CVD)}. No significant difference was noted between UIP and NSIP

Table4 Bronchoalveolar lavage fluid cell analysis of patients with IIP
or IP-CVD

S < R S E— patients with IP-CVD {p=0.3863}.
Number of patients 15 23 60 20
Total cell counts {x10%) 4.041:4.04 3.36+3.04 4691383 318+232"
Aivelar Macrophages (%) B7.8+10.4 76.3+21.0% 850170 61.01302""
Neutsophils {%) 4.09+8.52 3.5646.99 2331384  4.9119.06

Lymphocytes. (%) £.484£4.99 16.6+18.2" L2161 30823000
Ecsinophils (%) 1524379 3.10+8.16 1972220  3.0535.40
£D4/8 ratio 329+2.58 144+3.62" 2371206 14541.66°

*p<0.05 Compared with UIP patients with IP-CVD

1 p<0.01 Compared with UIP patients with IP-CvD

2 p<0.05 Compared with UIP patignts with IP

§p<0.01 Compared with UIP patlents with IP

— 130 —



HEE o ) 0 ) B4 A2 42

Survival rate %
100

NSIP (IIP)
sod 0 0 i

Fig. 2 Comparison of survival between UIP and NSIP patients with
idiopathic interstitial pneumonia (IIP}. UIP had a significant worse
prognosis than NSIP in [IP (p=0.0215).

Survival rate %

100

! -"".-.

%, UIP- IP-CVD
50 - '....!:
- Y- TP
4
........ N period
5 10 years

Fig. 3 Comparison of survival between UIP patients with interstitial
pneumonia associated with collagen vascular diseases (IP-CVD) and
idiopathic interstitial pneumonia {1IP) . Survival for UIP patients with
IP-CVD was significantly better than that with IIP {p=0.0282}.

Survival rate %
100 4

o4 L beeeiee
E NSIP- IP-CVD

..........

5 10 years

period

Fig. 4 Comparison of survival between NSIP patients with interstitial
pneumonia associated with collagen vascular diseases (IP-CVD) and
idiopathic interstitial pneumonia (IIP}. There was no significant
difference in survival for NSIP patients between IP-CVD and IIP

{p=0.5528).

£ B

SR & A X SR Bl A # A BEAT L 72 IP-CVD B
HOMBIRGORKEEE L U F% 4%, NSIP % .l
CHPRE DI E L FORME L /2. NSIP L IP-
CVDIZBWTROLALALNIHMBEHTH - 7.
FHIIBWTIE, P TIRTEROHEEED NSIP I
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IP-CVD 28T, ELRid b A% 4 2l R4
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RT3 OIS 709 S SN, ZheHo
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B WHEARL AR E fEAT L7z 22 BUH 18 AT NSIP
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ﬂbmﬁé}%%x%@“% LOTHY, NPIZBOTIE
% { DIEF UIP (65%) & 5 L NSIP (19%) 21k
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WKHLHFEELY Y 3kaEo Lgrashi, 2
NODFRRIZNPIZBIT LR E—HL Tz

L LA OFEIC2OWTIL, IP-CVD & 1IP
DR & D LALEAGRO S/ neilBwTid
PES DG 23D JR Y, NSIPIZ UIP 12 L?éi‘ﬁ‘ iz
FEVBRIITFTH 7255 IP-CVD TIIm#F ICEHEY
Bailhholz, F-UPEBLTFIP-CVD IZBITA
NSIP = Jbi 3 5 &, BUFIZEEED Lo 727,
HEDUIP & lb#eT 2 & IP-CVD 128114 UIP %
P 2B A UIP I LFEEISTFHRVBMTH o7,
fit> TIP-CVD 24811 5 NSIP & UIP DF iz 247
ANl BEAG—212F UP & IP-CVD I35
T UPOTEOHENEIFLNE, —~fIZUIP
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INODEBE—FETREER LT T,
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High Resolution Computed Tomography (- X %
Idiopathic Pulmonary Fibrosis & Asbestosis O MR 5T

R OEH R B JRE F—r BE ORH)

IPF 80 5, Asbestosis 80 #liZ2%>T High Resolution Computed Tomography (HRCT) 1 RL7 [t
FHRE £ T o7, FOFEHR, Intralobular bronchioles, fibrotic consolidation % £ - bronchiolectasis,
honeycombing DT 7,13 1PF (2 & 1) 528 541 (p<0.0001), subpleural dot-like or branching opacities,
subpleural curvilinear lines, mosaic perfusion, parenchymal bands |3 asbestosis TH& B2l H L7z

(p<0.0001). HRCT 2 & 5 bronchiolar dilatation (¥ & bV IPF iZ, bronchiolar obstruction i+ £ )
asbestosis (258D N2, CHOLDOH R 2MAGHYAFIBINCERCHLLEZ LN,

COMPARATIVE STUDY OF IDIOPATHIC PULMONARY FIBROSIS AND
ASBESTOSIS BY HIGH RESOLUTION COMPUTED TOMOGRAPHY

Masanori Akira, Satoru Yamamoto, Yoshikazu Inoue, Mitsunori Sakatani

National Kinki-Chuo Hospital for Chest Diseases, Sakai, Osoka

Findings of high resolution computed tomography (HRCT) in idiopathic pulmonary fibrosis {[PF)
and asbestosis were retrospectively compared to find the difference between the diseases. Subpleural
dot-like or branching opacities, curvilinear lines, band like opacities, and mosaic perfusion were more
observed in asbestosis than in in IPF. Honeycombing, visible bronchioles, and bronchiolectasis within
consolidation were more observed in IPF. Subpleural bronchiolar dilatation was seen more in IPF,
whereas bronchial obstruction was seen more in asbestosis. Combination of these findings might be

usefui to distinguish these diseases.
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Idiopathic Pulmonary Fibrosis (IPF) @ & K |2 High
Resolution Computed Tomography (HRCT) DFTR 13
KirgZhwbonbdhTnws, LhHLEFHL
Asbestosis & Idiopathic Pulmonary Fibrosis (IPF) 3
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High-resolution CT assessment is predictive to patient prognosis
in acute respiratory distress syndrome

Ichikado K, Muranaka H, Iyonaga K, et al.

First Department of Internal Medicine, Kumamoto University School of Medicine

We have reported that high-resolution computed tomography (HRCT) findings correlated well with
the pathologic phasels“ of diffuse alveolar damage which is the pathologic hallmark of acute respiratory
distress syndrome (ARDS) and CT assessment was helpful in predicting patient prognosis in acute
interstitial pneumonia, which is an idiopathic form of ARDS (AJRCCM 2002). This study compared
HRCT findings between 18 survivors and 12 non-survivors of acute respiratory distress syndrome in
general and evaluated whether the HRCT findings were predictive of patients’ response to treatment.
The survivor and non-survivor groups with clinically diagnosed ARDS defined by published criteria
were similar in age, sex, disease duration, Lung Injury Score, Acute Physiology and Chronic Health
Evaluation 1l Score, and Sequential Organ Failure Assessment Score. Retrospective, subjective
evaluations of the CT scans were conducted by two independent observers without knowledge of patient
outcomes. CT findings were graded on a 1 to 6 scale corresponding to consecutive pathologic phases
as follows: areas of (1) normal attenuation, {2) ground-glass attenuvation, (3} consolidation, (4}
ground-glass attenuation associated with traction bronchiolectasis or bronchiectasis, {5) consolidation
associated with traction bronchiolectasis or bronchiectasis, and {6) honeycombing. A CT score was
obtained by quantifying the extent of each abnormality in three lung zones in each lung. The extent of
increased attenuation without traction bronchiectasis was more extensive in survivors than in non-
survivors {p=0.004). Th e extent of increased attenuation with traction bronchiectasis was less
extensive in survivors than in non-survivors {p=0.004). CT scores of survivors were significantly lower
than those of non-survivors (p=0.01). The multivariate logistic regression analysis showed that a CT
score was independently associated to mortality with a high odds ratio of 3.85 (p=0.01). A CT score
< 232 had an 78% positive and 73% negative predictive value for survival and showed increased the
number of days without ventilator use and low incidence of barotrauma within 28 days after the onset.
There was good interobserver agreement in the assessment of the computed tomography findings

(Kappa>0.7). HRCT can constitute a useful tool for the assessment of pathologic stages and of
response to treatment and may have the potential impact of novel therapeutic approaches in patients
with ARDS.
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