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Efficacy and toxicity of systemic chemotherapy for

advanced lung cancer associated with interstitial pneumonia

A. Miyamoto, S. Hanada, H. Uruga, H. Takaya, H. Sugimoto,
N. Morokawa, A. Kurosaki, T. Fujii, K. Kishi

Department of Respiratory Medicine, Respiratory Center, Department of Pathology, Department of Diagnostic Radiology,
Toranomon Hospital, Tokyo, Japan

[Introduction] Lung cancer frequently occurs in patients with interstitial pneumonia. However, there
are few reports about treatment for advanced lung cancer associated with interstitial pneumonia (al.C-IP).
The aim of this study is to evaluated efficacy and toxicity of systemic chemotherapy for the patients of
alLC-IP. [Subject and Method] Between January 2003 and September 2009, 22 consecutive patients (19
males, 3 females, with a median age of 68 yrs) who had aLC-IP received systemic chemotherapy. We
reviewed serum markers for IP (KL-6, SP-D), the objective response, overall survival and side effects of
chemotherapy in these patients. Objective tumor responses were assessed according to Response Evaluation
Criteria in Solid Tumor. [Results] Histologic type was adenocarcinoma in 8, squamous cell carcinoma in
8, small cell carcinoma in 2, large cell neuroendocrine carcinoma in 2, and non—small cell carcinoma in 2
patients, respectively. The mean value of KL.-6 was 801 U/mL (normal range: <500 U/mL), SP-D was 184
ng/mL (normal range: <110 ng/mL). Nineteen patients (86.4 %) received carboplatin—based regimens as the
first line treatment. The response rate was 27.3 %, and median overall survival was 328 days and one-year
survival rate was 40.7%. After the treatment of lung cancer, acute exacerbation of interstitial pneumonia
(IP-AEx) developed in 7 patients (31.8 %), and five of them were died of respiratory failure caused by IP-
AEx (mortality rate: 71.4 %). [Conclusion] Systemic chemotherapy was effective for patients with aLC-1P,

but the risk of developing IP-AEx was high.
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RS MERRVE VE T 2% (Idiopathic interstitial pneumonias:
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BOFER DO 10%REL ED D). £, MEORE
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HEITHA 1IPs A OF it (advanced lung cancer associated
with interstitial pneumonia: alP~LC) DIEHIZIS\T
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IP-AEx DA /e E et Uic. i oA R
RECIST(Response Evaluation Criteria in Solid Tumor)
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DFF x| HIEL TTH 2.
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PERNE BB, 3 fl, Fl gL Eid 68 5%
Thot-. £FINBEREL 4 L, Brinkman index X
220-2,400, FHRAHE 1,000 ThH -7z

MVEVERI R OWIE, MG 761, BERZ
B EITCH -T2, FiF L UIP 56, NSIP/unclassified
FZ1BITH -T2 BEIIHCT LUIP/F — 134,
non-UIP /84 — 201 % 2 Uz, RV MR 2 D 2%
FRIZ 1 FIOBEIES R E, 2100 FRETH -
7.

TR W it 988 O B PR 73 B 1 stagelTIA B 3 5, 11Ib
W ospl, TVHE 76, WERTER 46T, MO
RO/ R LR A 8 B, ARARARAR RN 43 WA
(LCNEC)/ /IMillaififE (SCLO) & 1 i Ch o /-

Jifi g O TR T AL RIE B 21 61, (b U
FIERN LI IT IV, LA o 5 b,
QU ZAT - T HEBFNT 176, 3WRIBREAT > 12 iE
BT 1L, 4 IBRELUBIZTIHICh o7, 2IETE
P28 LU A (1-8 L ¥ A )DL IE N Ehi X
i,

LRI LT 7 F O LERIED 1961, H
HITEHEH 3 NS AT oA 7= (Tablel).  FE/NHIARME At
(NSCLOIZH 4 5 L P A I CBDCA(H VR T 5
FUWPTX(/X7 VX B A)BRIFITRGEL, B
T F R DO T 4/8 51 (50%) DSNDP( R & 77 F
VW EYTVUA(VDS) Th o,

Tablel: 1 IR{LSFHRIEL VA

CBDCA: carboplatin, PTX: paclitaxel, NDP: nedaplatin, VDS:
vindesine, VNR: vinorelbine, DTX: docetaxel, VP16: etoposide,
NSCLC: non-small-cell lung cancer, SCLC: small cell lung cancer,
LCNEC: large cell neuroendocrine carcinoma

NSCLC &t1845)
<JcEEEM> 1741
CBDCA+PTX ol
NDP = VDS 445)
CBDCA+VNR 1451
VNR 1451
PTX 1451
DTX 1451
<ALERREHREE > 1451
weekly CBDCA+PTX+RTx 66Gy
145
SCLC/LCNEC 44
CBDCA+VP16 4
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MST: median survival time, 1yr SR: one-year survival rate

Table2: AMEHEE L SIE LB (AERE) & LA ToHENE) 0, BB ET
Bl — b — PR B RERE O sk, AEBETII%FVC SHEICEM T, SP-D

HEETHoT.

AEE£(n=7) N#(n=15) piE
B~ —h—
KL-6 (umL) 594  (534-825) 878 (357-1968) 0.467
SP-D (uolty 243.1 (146.9-594) 138.3 (38.7-408.4) 0.048
it aeiR A
VC (L) 2.83 (1.34-3-31) 3.33 (1.57-4.40) 0.157
%VC (%) 69.0 (37.0-91.2) 86.5 (66.0-120) 0.118
FVvC (L) 2.53 (1.34-2.94) 3.27 (1.43-4.44) 0.070
%FVC (%) 69.0 (37.0-754) 86.5 (66.0-124) 0.047
FEV1.0 L 2.29 (1.25-2.66) 2.56 (1.03-3.40) 0.322
FEV1.0% (%) 84.9 (78.6-93.0) 78.3 (59.0-97.7) 0.158
Pa02 (torr) 79.5 (67.0-112) 80.0 (57.0-102) 0.763

| IRIBWEDRIRDOTRINFRIT27.3%(6/22) T, G
AICIENSCLC 28 27.8%(5/18), SCLC ¥ L O'LCNEC
7825.0%(1/4) T - 7=, 1 IRIGEICI T DW=

kv — L ER (PR+SD) 1L 63.6%(14/22) T o 7. 2K

IR D ZE I RIT0%(0/17), FEh=a v b — LR
23.5%(4/17) C, 2RIAEFLLE CPRAE & - EH
X7 oiz.

Kaplan—Meire 512 & % 417 ##1 & Figure. L IR
ALFHAR R B 328 B, 14EAHFRIT40.7% Tho
7.

TBIRARRE T O IP-AEx BRI F1X31.8% (7/22) T
HY, BERILTLA%GINDICDIE -T2, F DOFRIERF

Mann-Whitney U& T

X1 IR & 20, 2WIBEE B 36, 3KIGHKE
PARES 260C, 1 IRIGEBICIBET 5 & IP-AEx DF
JERIL0.1% ThH o7z,

IP-AEx % FJE U 7= BE (AR BE 70 O RV 2
SYEE, MRRRZENC LA UIPS S B, Ei{RZEnC &
HUIPARE — 26T, Wi h IPF/UIP Th -
7-. AEBETHI & ABx & FIE L2 72 BE(NFE15651)
DO tEELHIREIEERE, B b~— I —REDK T
A—H =T 5 &, %FVCILAER CHE T
WHBIIKME TH Y, SP-DIZAEH THERICAEHEE
& L7z (Table2). % dfh, VC,FEV1.0, KL-6, PaO: il
BEEERRNST.
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Table3: AE 8 7 il O BB PEIT 96 QBRI 3 2 1878 & §ini.
mPSL: methyl predonisolone, CsA: Cyclosporin A

OREE
mPSL/ VL Rk 2151
mPSL/SILREE+CsA 4451
PSL 30mg/day 115
OB - ER
AMEECLYRT 545
AMEBEELYEELESR 2451

OLMIBERED BT E TOHIM(N=5)
8-256H. hRI{E72H

AEBEIZ K 3 2 REOFEMITImPSL 27 & A
R 231 A 8 i (mPSL: methyl predonisolone,lg/day
3days / cycle) 26, mPSL AT 1A K UL RFE L
Cyclosporin A(CsA) i FIR1£7254 4, PSL 30mg/day
BERIHTH -7, AEBEORIFIL, 76 %55
(71.4%) B 1P-AEX T K AR A2 TR L, 2658
IP-ABx 2 H I U C, (LFRIEOFITHHETH
D IP-AEXx DR EZRD Moo, Z D20 DA
[T TH -T2, IP-AEXIZ L AR A2 THLT L
72 5D AEX FAED B LT F COMMIL, 8-256 H,
HYLE 72 B Td - 7= (Table3).
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8P NSIP 12 io 3 % UCTD 2 d
MR TR IS 3 B M

THoeE WM ORA HAmR M HHE B4 PRWIRER W EE

R NSIP (non-specific interstitial pneumonia) {%, BIE, Fr3MERVEMMALO—HM L LTl
MLULEERBLEBEBEINTE TS, —F T, Kinder HITFBEMENSIPOL L D HE DHEHERT
# % UCTD (undifferentiated connective tissue disease) OZWIFEUEL M- L THE 0, HRMENSIPIT
UCTD D2 ChH 5 LB LT\ 5. 4], Kinder 5O UCTD ZHEMEL VT, HBROER
PENSIPIZ ] 5 UCTD DFEZ I G2 L, S 5T, BHAEMEL R 7= 9 EH (UCTD-NSIP) &
72 S7RVES] (Non-UCTD-NSIP) & OEEFRBIZ OV TS L. #3iE, %%é 4 NSIP 47
o1 2251 (47%) A3 UCTD O Wik A 7= L7=. %72, UCTD-NSIP ®J ZBALH Y
PERFE O FEE AR L (P<0.05), CD4/8 lbROIEKAHE (P<0.05) 2R L7=. ﬁﬁﬁif%%dﬁ"% filkre
WA, WRPTA, WEAEET RIS OWTHERZZR O -o 72, F#%IZUCTD-NSIP D F5 8
BAFTHY (log rank P<0.01), UCTD O ZWIILRFREIENSIP O L= TR EERTFTH 7=,

Diagnosis of undifferentiated connective tissue disease (UCTD)
has a clinical importance in idiopathic

non-specific interstitial pneumonia (NSIP)

Kingo Chida, Masato Kono, Takafumi Suda, Yusuke Kaida, Yutaro Nakamura, Naoki Inui

Second Division, department of Internal Medicine, Hamamatsu University School of Medicine

Recently, idiopathic non—specific interstitial pneumonia (NSIP) has been considered a distinct disease
entity as one of the type of idiopathic interstitial pneumonias (IIPs). Kinder et al. reported that idiopathic NSIP
is the lung manifestation of undifferentiated connective tissue disease (UCTD) because most of idiopathic
NSIP patients fulfilled in the diagnosis for UCTD. In this study, we used the Kinder’ s UCTD diagnosis
criteria and examined the proportion of UCTD in idiopathic NSIP, and compare between the patients with
UCTD diagnosis criteria (UCTD-NSIP) and those without UCTD diagnosis criteria (Non-UCTD-NSIP).
As aresult, 47% of idiopathic NSIP patients fulfilled the UCTD criteria. UCTD-NSIP showed significantly
higher rates of lymphocytes, and significantly lower rates of CD4/8 in bronchoalveolar lavege (BAL) than
Non~UCTD-NSIP. Between UCTD-NSIP and Non-UCTD-NSIP, there was no significant difference in the
patient characteristics, the results of pulmonary function tests, radiological findings and histopathological
findings. Interestingly, the survival of UCTD-NSIP was significantly better than Non—NSIP~-UCTD, and
the diagnosis of UCTD showed independently good prognosis factor.
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L ®HIZ

3544 NSIP (non—specific interstitial pneumonia) {3
fﬁ{i BERSMERT MR 25 O — 7 & U CHlE LfJ)i
LEEmENTETWS?Y, —F T, Kinder 5 &
%)fé‘ﬁNSIP D% L NHORERBRTH D UCTD
(undifferentiated connective tissue disease) DLW EEE
i LT Y, BRMENSIPILUCTD O MiRZ T
HAHEEBLTWSY, LLARBS, UCTD DR
BEIARZEEIC W da v ARELR
TELT, i, RYICHHEMENSIP I Kinder 5O
RTUCTD DIIFZE T D1 E 9 MOV T bk
NHDHY. SbiT, HEMENSIPIZKIT 2 UCTD?
WL YE 2 i - TIE B O BRIEZEIC OV T HI 60

Lo TRV,

4[], Fhx 1%, Kinder & O UCTD 2 Wr AL 4 &
WC, BBROEFMENSIPIZIIT H UCTD OEE %
B HC L, &6IC, UCTD Wi % i 7o 3
(UCTD-NSIP) & 7z & 72 EH] (Non-UCTD-NSIP)
DEERBIZ OV T HERE L.

MERETE

BB R I BT, AMRHOIR RIS TR S
ﬂf:ﬁ%%’%‘fiNSIP’C, BIERN TA RERR A

25726760 5 B, Kinder 5 O UCTD i W 2k v
Wﬁ%ﬁiﬁ H D6IE H HP4TE H R LIE S v do
729, el P BB & R L 7o 6 B (&0, %77
TEVERR A8 /BRI B IR ) R BRAN L, B EHIIC
Bl AFERORIGRERE Lz, Thb%, UCTDE?
(4 5L Y & 3 7 O RE 4] (UCTD-NSIP) & 72 S 72 UME
il (Non—UCTD-NSIP) D 2 B2 431, &, BHEATR,
RHEHERTTR, TR SOV TL b AR T ¢
TN HERET LT,

A CES

Kinder & O UCTD 2l JE % Table 11279, %F
FEMENSIP 475> 5 %, UCTD-NSIP X221 (47%),
Non-UCTD-NSIP {325 5 (53%) Cd o7 (Table 2).

IRRAER R R
C VR AMERR RIS BT S THANTIREE  BESE A

Table 1. Kinder’ s diagnostic criteria for patients with unditferentiated
connective tissue disease

Symptoms associated with connective tissue disease;
At least one of the following symptoms

1. Raynaud’s phenomenon
2. Arthralgias / multiple joint swelling
3. Photosensitivity
4. Unintentional weight loss
5. Morning stiffhess
6. Dry mouth or dry eyes (sicca features)
7. Dysphagia
8. Recurrent unexplained fever
9. Gastroesophageal reflex

10.  Skin change (rash)

11.  Oral ulceration

12.  Nonandrogenic alopecia

13. Proximal muscie weakness

Evidence of systemic inflammation in the absence of infection;
Positive findings for at least one of the following

1. Antinuclear antigen
2. Rheumatoid factor
3. Anti-Scl 70 antibody
4. SS-AorSS-B
5. Jo-1 antibody

6. Sedimentation rate (> two times normal), C-reactive protein

JBEUR B IR 1E, UCTD-NSIP CiE, &% (50%),
Raynaud iEIR (42%), BAEER (24%) 7o & OBERER
&<, Non-UCTD-NSIP CiHiF & A ER.LNed o
7. 70, BOHIAKIZ, UCTD-NSIP TiX, Hikht
K (69%), U 7 ~=FHT (15%), PiSS-AHLE (16%),
#Joﬂ Bk (13%) 2 tEE 72V, Non-UCTD-NSIP
H PR 37%), Y 7~ F K-+ (18%), HLSS-A
ﬁﬁi (8%) NNt E R Li-. WBECRIT D 4FE, M
B, WREEFEE, BLESUR, ERRAEIR, SRR, 1RIE
NEIZ WIS HEH FA B TR O Rho T2,
UCTD-NSIP D5 A, ik, JEMUEE N LW %
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Table 2. Baseline characteristics

FEIEPE NSIP (281 5 UCTD 2 OBRMERCHET » %

UCTD-NSIP Non-UCTD-NSIP P value

No. of cases, n 22 25
Age, years 57 (24 - 7)* 58 (38 —83) n.s.
Sex, male/female 8/14 14 /11 n.s.
Smoking history, Current/Ex/Never 3/7/12 10/6/9 n.s.
Observation periods, months 46 (5 - 206) 49 (5 - 166) n.s.
Symptoms

Cough, % 73 60 n.s.

Dyspnea on effort, % 15 20 n.s.
Physical findings

Fine crackles, % 77 76 n.s.

Crabbing finger, % 9 5 n.s.
Treatment

No medication, % 23 20 n.s.

PSL alone, % 45 52 ns

PSL +1ISA, % 32 28 ns.

*, median (range)

PSL, prednisolone; ISA, immunosuppressive agent; n.s., not significant

Table 3. Laboratory findings, pulmonary function tests and bronchoalveolar lavage findings

UCTD-NSIP Non-UCTD-NSIP P value
Laboratory findings
LDH, IU/L 333 £ 149 293 + 104 n.s.
CPK, IU/L 252 + 415 94 = 50 n.s.
CRP. mg/dL 0.87+ 1.00 0.60+1.55 1.s.
Sedimentation rate, mm/hr 38+7 22+ 16 n.s.
KL-6, U/mL 1690 + 1194 1792 + 1410 ns.
SP-D, ng/mL 261 £203 263+ 132 1.S.
Pa0O, on room air, Torr 78 £ 13 78 + 14 n.s.
Pulmonary function tests
FVC, % predicted 61+ 15 7022 n.s.
DLco, % predicted 60+ 17 72+28 n.s
Bronchoalveolar lavage (BAL)
Total cell count, x 10°/mL 2.62 + 1.86 2.32+£2.07 n.s.
Macrophages, % 61.6+30.0 84.1+9.7 ns
Lymphocytes, % 28.9+29.1 114+98 <0.05
Neutrophils, % 32+40 21+28 n.s.
CD4/8 ratio 1.03£1.2 249 +2.83 <0.05

Mean + SD

n.s., not significant

7~ L7z (Table 2).

BT S0) DAL, WOBHERE C b HERT27)
HEEIBD M- 72725, UCTD-NSIPOH A, #
IR CPR S DIEBINZ <, %FVCR%DLeo A

2

I OEF DL\ WMEm N R Sl (Table 3). K&
A BES (Bronchoalveolar lavage; BAL) T R i,
UCTD-NSIPIZEB T U U RS EOREREHEE

8. CD4/8 LLZ DA B0 {KfE A 7B 7= (Table 3).
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Table 4. HRCT findings

UCTD-NSIP Non-UCTD-NSIP P value

Distribution (upper/lower/diffuse), %o 0/
Ground-glass opacity, %

Consolidation, %

Reticular opacity , %

Bronchovascular bundle thickening, %
Interlobular septal thickening, %

Traction bronchiectasis, %

Honeycombing, %

Cysts, %

Lymph nodes swelling, %

Pleural effusion, %

83 /17 0/65/35 n.s.
100 100 n.s.
67 40 n.s.
78 75 n.s.
62 35 n.s.
22 45 n.s.
94 95 n.s.
0 10 n.Ss.
6 10 n.s.
17 15 n.s.
0 0 n.s

n.s., not significant

Table 5. Histopathological findings

UCTD-NSIP Non-UCTD-NSIP P value

Cellular NSIP / Fibrotic NSIP, n 2720 2/22 ns.
Alveolar wall inflammation 20+04 1.9+ 0.6 .s.
Intra-alveolar macrophages 0.8+04 0.8£0.8 1.S.
Organizing pneumonia 0.8+0.8 0.6x0.7 n.s.
Germinal center 0.7+12 03+05 n.s.
Fibrosis 2.2+40.6 22408 n.s.
Fibroblastic foci 0305 0.5+0.7 ns.
Honey combing 03+0.8 0.8+03 ns.
Pleural lesion 03+0.9 03+09 n.s.
Mean £ SD

n.s., not significant

HRCT Ff f.% Table 4 {2777, JRED AL
ORI TR CHREFIIAE EZEIZ RV,
UCTD-NSIP T3 Consolidation 05 & 3 ifL & O
JE 3242 <, Non-UCTD-NSIP "Ci3/NE s o s
=2 Honeycombing 23 %V M A % 7Rk L7z

SR PR T R % Table 512~ KETRIT 24 O

Wa R EEIC L T, 0MB3FETORAITITTH
TEBACEEM S 47z, Cellular NSIP & Fibrotic NSIP
DOFEECH PRI BV TR CREMFRIAEEEIT
R ohZe o774, UCTD-NSIP Cid Germinal center
7326 <, Non-UCTD-NSIP T ¥ Honeycombing 73 %
VM &R LTz,
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Figure 1. Survival curve

Table 6. Univariate cox proportional hazard models predicting survival in idiopathic NSIP

Hazard ratio 95% Cl1 P value
Age 0.614 0.279 - 1.209 0.164
Sex (female) 0.979 0.909—1.054 0.583
Non-UCTD diagnosis 3.225 1.357-13.98 0.0053
Smoking history (current) 1.569 0.539 - 1.001 0.556
Laboratory findings
LDH, IU/L 0.996 0.990 - 1.030 0.220
KL-6, U/mL 0.999 0.998 — 1.000 0.460
SP-D. ng/mL 0.989 0.958 — 1.005 0.274
Pulmonary function tests
FVC, % predictive 1.002 0.973 - 1.032 0.841
DLco, % predictive 1.030 0.991 - 1.072 0.123
BAL findings, %
Lymphocytes 0.917 0.786 - 0.987 0.0107
Neutrophils 0.941 0.692 —1.088 0.531
Eosinophil 0.982 0.722 - 1.202 0.880
CD4/8 ratio 0.962 0.668 — 1.200 0.774
Cl, confidence interval
FIZB LTI, wﬁDNﬁP&%@LTMMA Tdh o7 (Table 6). F7=, BALT Y /7 Bk EIT
UCTD-NSIP ® J5 73 AR TH o7 (Fig 1) NP REH0917 EAERTREFTH o, Fiin

@deQ.im%ﬁ%&L,QmmmA%~b% PERI, WERE, BVEMERR O~ — b —, itEReRA
FNERAWTTERRETEZT UL 25, BHESMR REBEELRTBERT LI bR hol. DI,
e, fix OREFOF TNon-UCTD-NSIP DZ 5, MBI, Non-UCTD-NSIP##, BALH Y 1/
PP — FH3225 CREICET A HEERTRET BoyEi & Ve 2 BT CH, Non-UCTD-NSIP
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Table 7. Multivariate cox proportional hazard models predicting survival in idiopathic NSIP

Hazard ratio 95% CI P value
Age 0.839 0213 -3.190 0.793
Sex (female) 0.970 0.843 — 1.098 0.636
Non-UCTD diagnosis 3.189 1.092 - 15.64 0.032
BAL findings, %
Lymphocytes 0.868 0.692-0.710 0.0107

Cl, confidence interval

LT P 3189 DI L TR RBREF T
# - 7= (Table 7).

£ B

1994 5|2 Katzenstein & {Z & - THIE X 7= NSIP
OFEAILY, 200290 ATS/ERS #:F] = > - A2
BO TR MR EER% O—FE & U CEENZE
LIEFE N, 200840 ATS project DIE 2 H#% T,
BE CIER R E MR A LTI RR &
LTHZOND L IR TETWSY, Ll
N6, NSIPZRTHEEBIEZEICDEY, BEFRZ
UL LEREAOEMIEELEZEZ 5N TN 5.

—7J5, NSIP & A C &R E & OBEILLIETIN S
BRI TS, BF, BRI T 2 EEZR5
AT RIINSIP CH D Z ERHL Moo T &
TWDZERYY, MR ELITROBIRRO% < 2N
NSIPTH oo e ERBEINTWAH Y. Fi,
R MENSIP O 9 HH10% (B, Raynaud iR,
PR 7 EORBIFBBEER A RO H Z £V, Bl
EHROBIESRN47-53% L @2 &9 Byt
NSIP D 9 53 ~ 10% 258 U BRI & F8AE 35
ZERELHEINTEY I, FERMENSIP O
CEL—TEBEHM I nwhEB Lo T
D, ABEITCTH, BEREMENSIP 6561F 65 (10%) A3
BB ICBIEE 2 3E L T\, & 512, Fujita b
&, FFREPENSIP & B R BIC AP L NSIP &
VRERERE, W, FERRREED SIERINEES D 2 L
b, FFVENSIP # 5 CaEEmMEEME L LTHE
ZAHEHEL L, Kinder b, HFRENSIPDOZL <
MNHCRERRTH D UCTD OB Wk EZ 7~ LT

BY, FFIEENSIPIZUCTD OMiRZE CTh 5 L1EE
LTW%?Y

ARETCrE, FFRMENSIP ORI Kinder & D
UCTD 2 Wik 4 7= L=, Kinder H DD 88%
LD PRVIRNEE TH - 7208, BIMENSIP D
2 B —EBIZUCTD DRI EL M-I 525
7z, Kinder & OWETIE, SHICARBIM AR
15370 B EPEREN T T D bl Tl
0, WRPERIERN EHEE THRO O D S ERAR
Biat &3> ThY, FRICEEL QW5 aielk
MWEZ Ltz F72, Non-UCTD-NSIP (2t L,
UCTD-NSIP & J5 A ifi#RE M A 1 TRV M &2 R L C
WZIZ b 20 67, UCTD-NSIPD 3B BIZT
% B4 2728 L, UCTD-NSIP D iAEGMED BRI T
O LEFBT AR CHT. &6, TR
TRHTIZ BT S UCTD B2 Wi I3 MST U 7= TR E R
FERLEDN, FFRUENSIPO T EE IO TO
WMETDRIY, XL MFRLETHL L5
Zbhiz.

UCTD OHE&IE, 19804212 LeRoy H 1T L » THA
I, BIEHICEE L ERCREAT RN S D
Wb 20vb 63U, BEA O BIFR O 2 W 2L 1 & 3%
T SRVWRRE ENTWS. Mosca H1XUCTD O
Wra, (1) BEEIOBER A FE L T3 BEd
LIERERT D, ) PG, 3) Dl b
3ELEORBEM T EERZLTOLDHERY, BUR
TIXUCTD OB BHESCRWEE EIZ >D T4 =
U ZIE LTIV R, F72, Kinder HD
UCTD Wit 1, a0 EZ ORI 20
T ER, ARIERCRP 7 &R B JGE~ —  —
MEENTND R ERREEHERAEZZ LT0D &
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UCTD 2 Wi ZE¥E & 7228, B 38 PENSIP O Hh ¢
72 < & B BEHRICEE LU ERCREN A AT D
FEFIDBFIEEICFE L, FN0 OEMITA EIZ T
BIFCHLE VI EFEITBIIEDERE L.
L%, FEFPENSIP & UCTD OBEENRH L N1 5
7o, UCTD OSBRSS W e i L, Al
MERBREN T 2 ENEEND.
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Long-term Efficacy of Cyclosporine A and Low-Dose Prednisolone in
Fibrosing Interstitial Pneumonia Diagnosed

by Surgical Lung Biopsy:Prospective Study

Shigeo Hiroshige, Kazuya Ichikado, Yuko Yasuda, Tomoya Kuda,
Naoko Arakawa, Mitsuko Honda, Kodai Kawamura, Yasuhiro Gushima,

Hiroyuki Muranaka, Norihiro Iwamoto, Kazunori Iwatani, Masakazu Yoshioka, and Moritaka Suga

Division of Respiratory Medicine,Saiseikai Kumainoto Hospital

PURPOSE: We reported that the combination therapy of cyclosporine A (CsA) and low—dose
prednisolone (PSL) was effective in patients with fibrosing nonspecific interstitial pneumonia (f-NSIP) and
may be a potential therapy to differentiate cases of usual interstitial pneumonia(UIP) from pathologically
indistinguishable fibrosing interstitial pneumonia. We conducted a prospective evaluation to examine
the long—term efficacy of CsA and low—dose PSL in patients with a biopsy-proven fibrosing interstitial
pneumonia and to evaluate whether the response to this therapy would be a biomarker to differentiate cases
of UIP from pathologically indistinguishable UIP/f-NSIP.

METHODS: Two independent expert pathologist prospectively evaluated the pathologic lung specimens
obtained from 20 patients suspected interstitial pneumonia by surgical lung biopsy. Of 20 patients there were
eleven men and nine women(60.9 19 .8years).Their pathological diagnoses were divided into two patterns
between the two pathologists:eight patients with concordant diagnosis of £-NSIP and twelve patients with
discordant diagnosis of UTP/f-NSIP .All patients were treated by CsA and low—dose PSL (10mg/day) for
31.1213.0 months.

RESULTS: Eights patients with concordant diagnosis of {~NSIP showed significant improvement of
%predicted vital capacity(p<0.05),while twelve patients with discordant diagnosis of UIP/f-NSIP did not.
according to response criteria of the ATS/ERS consensus statement,87.5% of concordant cases improved
and unchanged,but 66.7% cases of discordant ones showed worsened.

CONCLUSION: The combination therapy of CsA and low—dose PSL was effective in long-term
follow up patients with fibrotic NSIP and may be a potential therapy to differentiate cases of UIP from

pathologically indistinguishable fibrosing intersititial pneumonia.
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2002 583 Ehu7z ATS/ERS consensus statement [
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PEAf 7% (usual interstitial pneumonia: UIP) ¢ HRCT i}
R 29 256100, 538 M E (Idiopathic
pulmonary fibrosis: IPF) DERIKEZ WS Al fE & s Sh
oo ) —T, EMBINEIGET ROBAICIE, 4
B AER 2 S DAL L Sh, &51T, W
HPTRIZT T, BMR-EE-FHEE2RALE
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diagnosis)IC LV, ZMFEE L&D D & Z LR
THEN TS, LALeN S, CRPdiagnosis & FRE
EDEINATH DO ERIERLIT 2L, KOG T
(3, IRRBOGHERRR A BB LTZ L CORKNSLE
Wb &EZbND.

IPF/UIP & B E LIRS D ETh o & b
5 51 23 [ R & 7¢ % fibrosing nonspecific interstitial
pneumonia(f-NSIP) (%, FERREY 72 S iMHIHl o Hf
HBIFIZ LV IPF/UIP & O FHOE O AEE ST
3. 2)

2007 FH & (I £-NSIP & UIP DRI A RIE & 72 %
A M M G 2 (1S E 311 PN £-NSIP 7 4 ] £~NSIP/
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PEZ RiE SR L, ROFARIEE FNSIP IS L
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MR EFHE
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ARY v A 2-3mg/kg/day ( HIE kT 7 90-150 ng/ml)
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ARDS/ALLIZ W & 72 B 0 & W EERVER SR B OO & D CTdh 5. PMX-DHP (i iE
ARDS OBV SISO EREY HiF T\ 5 &) IR A RIZ, ARDSFHEE, #HatETBoE
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TV, HIE, %A RICAEFHEOMITAMET LTS, AL, MBHCRER LI
B L PE A I B E 2 5F 9 5 PMX O 2V B & it Lz, FERUIIETERIENT B E 6 B, o BRI
REE M it 25 3 151, SRAIME RS 2 1), ANCABIE 1 i CA T 1A ROV ZAFIEHIC PMXTBIR 2TV,
— W72 P/F ratio, KL-6, IL-6, HMGB1 S5 O MEIZRO 7245, FERITIL L » H U2t o
WA T- Y oln. T E CHE S CVERZ ORI Lo & 2 A, EiFE, HEFEED
JAERAT A—FTHLMCTERM-T. LR -, HEMUmEE O BIEMEEIZ OV
TOPMXIEIEIC OV CIE, BREF D&M, SHEBHRER, MiREQCLEWFN AT A—F%d
S U biE Uiz L Clia & a2 Eii 2 WBEERH 5 L E L L.

Effect of Polymyxin B-immobilized Fiber Column (PMX)

Hemoperfusion Treatment on Aseptic Acute lung injury

Kume S, Abe T, and Setoguchi Y

Division of Respiratory Medicine, The first Department of internal Medicine ,Tokyo medical university

A polymyxin B immobilized fiber column (PMX) hemoperfusion has been successfully used for the
treatment of ARDS/ALI caused by endotoxemia. PMX therapy was also reported to provide better prognosis
on ARDS/ALI caused by low titer of LPS or Staphylococcus bacteremia. Based upon this knowledge, PMX
therapy began to be applied to acute exacerbations of interstitial pneumonia and drug-induced lung injury.
The therapeutic effects remains unclear. We also experienced six patients with either exacerbation of IPF or
drug induced lung injury who underwent PMX therapy after high dose of methylpredonisolone treatment,
resulting in poor prognosis. In this study, we tried to clarify factors becoming the difference between survivor
and non-survivor after PMX therapy, in comparison to reported cases in the same fashion. Investigation
with the focus on age, initial P/F ratio, KL-6 level, commencing time from admission, number of cycles
and duration of PMX therapy resulted in no significant difference between survivors and non-survivors. In
conclusion, this study suggested that prospective study should be needed in adjusted background of acute

lung injury.
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2-7HF[], PMXJRIEORTTEIEUL S B <20, 14
TILEIT- 72, AT B4 N E L2 A, Fifisid
61-76 F (V%688 F) Td »7=. P/F ratio {200 LA
FBR4NEBLLTR2ATH . FIEHTPMX
MEATRIT. 2351 B P/F ratio, KL-6, IL-6, HMGBI
ERE L. X OICPMXPRERTT - 7= IERUmE &
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PMX-DHP fii 17 §ii % 12 ¥ (F
IL-6, HMGBI1 ®Z4k (Fig.1)
PMX fi17 #%, P/F ratio & KL-6 3¢k # L 7= D (%
2HEH T d D DY, 161X 5 JE Bl FB 2 4E Bl T T,
HMGBUI3JEFIHF 24EG TR T L. Zh b4
K1, PMX-DHPRa{THHITH S AT v A N3

% P/F ratio, KL-6,

23, BEAIMERGREE (DI-ILD)2 6], ANCA Bg:H RSV (R GAY /N E R L i VA eI Ny ¢ Ml b 2 Ay B
(ANCA)WJL WTPMXBEIEERIT T2 (K], & fErcd - 7.
i, PMXPIEREITHIC AT v A KUV ARRE & i
1. HEPMXBREMTTAE G
PMXJE
o 1EH | 2EE pa
R ik RER RHED P/F o | (hn) gﬁfl
A
B 65 (Gefitinib) DAD 97 2 2 mPSL
By 70 P DAD 103 7 6 mPSL
REIME
it 61 (Gefitinib) DAD 163 6 0 mPSL
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ANCABSELE
B 68 B AHH 243 6 [ mPSL
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PMXHT PMXi% PMXET —
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1A PMX¥FRIERIT: O P/F ratio & L% KL-6 D21k 1B PMXJHEERTEOMIFEY IL-6, HMGB1 D2k
F2. CEREAS R L OB PMXOEIEETTER]
PMXETOD
Case  Age Sex Initial P/F  KL-8  Pretreatment B3 Dx a8 Prognosis Reference
1 7F 245 1600 PSL 23 DI-ILD 2 Died 2)
2 61 M 96 2000 PSL 23 DI-ILD 3 Alive
3 65 M 78 2500 PSL 10 DIHLD 1 Alive
4 0 M 50 4909 PSL 5 ADM 2 Alive 3)
5 55 F 64 1957 PSL 4 ANCA 6 Died 4)
6 58 M 225 1548 PSL 2 IPF 3 Alive
7 2 M 188 904 PSL 3 P 2 Died 5)
8 MM 134 2300 PSL 3 ANCA 2 Died
9 82 M 175 1300 PSL 3 PF 2 Died
10 68 M 186 481 PSL 3 IPF 2 Alive
11 71 M 195 2550 pSL 3 IPF 2 Alive
12 61 M 93 3700 pSL 11 IPF 5 Alive 6)
13 BF 180 1690 NAC 5 IPF 1 Alive
14 67 F 109 1030 PSL 13 1PF 1 Died
15 64 M 50 2420 PSL 4 1PF 1 Died
16 57 M 180 2610 pSL 10 1PF 2 Alive
17 79 M 246 1488 none 4 IPF 2 Alive
18 65 M 97 862 PSL 6 DI-ILD 2 Died Preparation
19 0 M 108 1540 PSL 13 P 2 Died
20 6t F 163 1290 PSL 4 DI-ILD 1 Died
21 3 F 68 7060 PSL 1 IPF 2 Died
22 68 M 243 415 PSL 9 ANCA 2 Died
23 % M 211 854 PSL 4 IPF 2 Died
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0/2 (0%)

0/6 (0%)

2/5 (40%)

10/23 (43%)

(EFEUBEMNSR - LE) THLDT,

SEFIZ IS B PMXFEITR OAAE, HATFEROSINT O

3+ 71 vs 69.7 + 88 p=0.391

23476 * 12444 vs 16444 & p=0.188
PMXETOH 76+63 vs 7677 p=0.993

Initial P/F 152.9 = 67.7 vs 137.9 £ 70.0 p=0.668

PMX)tE 47144 23+12 vs 23417 p=0.938

5.

Age

(survivors vs non-survivors: 10 vs 7)

W& TEMREERIC B 5 PMX BT HOAETFE, HFAETFEROERF O

66.3+71 vs 69372 p=0.329
Initial P/F 152 + 67.6 vs 142.3 £ 67.0 p=0.712

PMXETOH 76+63 vs 7.7£6.0 p=0.97
PMXHE{TEI B 23412 vs 21 +£13 p=0.67

(survivors vs non-survivors 10 vs 13)

FATEERIZ DWW TEWRH DO TAHAD L, Y
BT H I BB THER -T2 (F49)
(F5).

Z ¥

PMX S THE B O A 72T 30k 1 59%, HE T
ARG DI & 72> TOBIRZ Y 285 B TR
e EAT - 77

4E{R, initial P/F ratio, KL-6, ARDS/ALIZSIERE
2B PMX T £ To A3, PMXMEfTEIEIZ W
AR, FEAFRCR THLREH A EEITR
O, FOL ) BREFNPMXOYELPYFFTE S
DRAT D Z X TE oo, HEYESI Tl
PMX HifTiZ & 9 KL-6, HMGBI, IL-6 Z038E L7
FEFNH 120, FTRIIFBRTho7. —F, W
Xk kb, THOORTHEELLRNCE 2D LT
AFELEBILHY, —EOEMITTTI 2. &
23FEBI O IR TH B O THEFH 2 T O IR ER

2347.6 + 12445 vs 18102 + p=0.407

bHLEZLNDD, MRS OO T
MEEAH L, Jok, PMX-DHP#iEIE, PMX
~O LPS DWW % FARFE & UCE v tiE -1+ oWE
WZOW TR T — 2 I TRV ORER TH
4. LdL, PMX-DHP D 7 h~FMEROFH3E 0
HHNAHZ L, DR GEESINTWA. BUiE
#EARDS I W T, PMXIEERI®% CTEMEL SR
o HER & 7R3 CD16 MM BB ER DS A AFE Tl L,
FETRECIIBEM L 72 &0 9 3 (1) R PMX S B
HKEBREERH A LIREIREAL TV D L OoRE
(12)bH v, MikMfas OBRRIZE B Ui
FERUILIEPE AV IS E DT #%, PMXBEIED A& %
AT DIREOR N2 HT= 2 Db Liv.

£R
an

¥
FERC M AE M AR EE IC 5T 5 PMXRIED AL

PEIZOWTHEENS, TOREOSHEES H Y % SHH
BB K DERIRT — # O B0 b Ot T, W

- 172 -



