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Table 1 Patients’ characteristics
Total Chemotherap
N 1,008 711
Age 71.8+ 7.49  70.4% 6.90
Gender male/female 910/98 648/63
Smoking history
yes/no/unknown 963/35/10 687/20/4
Smoking index (pack yrs) 56.0+ 31.1  55.5+ 30.3
Emphysema
yes/no/unknown 484/523/1 327/383/1
Performance status
0 258 227
1 486 379
2 155 85
3 73 16
4 36 4

Table 2 Clinical profiles for interstitial pneumonia

Total Chemotherapy

N 1,008 711
Clinical diagnosis of IIPs

IPF/non-I1PF/unknown 594/403/11  406/297/8
HRCT pattern

UIP pattern 404 275

Possible UIP pattern 333 245

Inconsistent with UIP pattern 271 191
History of acute exacerbation

yes/no/unknown 22/973/13 11/692/8
%FVC (%) 86.9+ 19.5  88.5+ 19.1
%DLco (%) 62.5+ 23.2  64.0% 22.5
KL-6  (U/mL) 947+ 994 923+ 983
SP-D  (ng/mL) 145+ 123 138+ 102
Treatment

None 946 680

PSL 34 16

PSL+IS 13 5

PFD 11 7

NAC 2 1

PFD+NAC 1 1

PFD+PSL 1 1

Note: %DLco: predicted diffusing capacity of the lung for monoxide; %FVC: predicted forced vital
capacity; HRCT: high-resolution computed tomography; 1IPs: idiopathic interstitial pneumonias; IPF:
idiopathic pulmonary fibrosis; IS: immunosuppressants; KL-6: Krebs von den Lungen-6; NAC: inhaled
N-acetylcysteine; PFD: pirfenidone; PSL; prednisolone; SP-D: surfactant protein-D; UIP: usual
interstitial pneumonia;
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Table 3 First line chemotherapies

Regimens n ORR AE rate (n) \Mortality rate (n)
<NSCLC>

Tri-weekly CBDCA+PTX 113 37.2 11.4 (13) 0
CBDCA+PEM 61 45.9 16.4 (10) 30.0 (3)
CBDCA+S-1 42 50.0 4.8 (2) 0
CBDCA+PTX+BEV 32 18.8 12.5 (4) 25.0 (D
CDDP+PEM 26 42.3 11.5 (3) 33.3 ()
DTX 26 65.4 34.6 (9) 55.6 (5)
CBDCA+nab-PTX 26 28.6 3.8 (1 0
CBDCA+PEM+BEV 23 56.5 13.0 (3) 33.3 (1)
Weekly CBDCA+PTX 22 31.8 4.5 (1) 0

PEM 18 72.2 22.2 (4) 0
CDDP+DTX 15 20.0 13.3 () 50.0 (1)
S-1 13 61.5 15.4 (2) 100 (2)
VNR 12 66.7 25.0 (3) 33.3 ()
CDDP+VNR 11 36.4 0 0
CBDCA+VP16 11 54.5 9.0(0) 0

Others 43 -- 11.6(5) 40.0(2)
Total 494 41.3 12.8 (63) 22.2 (14)
<SCLC>

CBDCA+VP16 161 35.4 3.1 (5 90.0 (4)
CDDP+VP16 34 29.4 5.9 (2 50.0 (1)
CDDP+CPT-11 10 20,0 O 0
CBDCA+CPT-11 6 33.3 16.7 (1 0

Others 6 - 16.7(1) 0

Total 217 34.1 4.1 (9 55.6 (5)

Note: AE: acute exacerbation; BEV: bevacizumab; CBDCA: carboplatin; CDDP: cisplatin; CPT-11:
irinotecan; DTX: docetaxel; nab-PTX: nanoparticle albumin-bind paclitaxel; NSCLC: non small cell lung
cancer; ORR: objective response rate; PEM: pemetrexed; PTX: paclitaxel; SCLC: small cell lung cancer;
VNR; vinorelbine; VP-16: etoposide;
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Table 4 Second line chemotherapies

Regimens n ORR AE rate (n) \Mortality rate (n)
<NSCLC>

DTX 94 5.3 21.3 (20) 40.0 (8)
S-1 22 0 9.1 (2 100 (@)
PEM 18 0 33.3 (6) 66.7 (4)
VNR 18 5.6 22.2 (4) 50.0 (2)
Tri-weekly CBDCA+PTX 15 26.7 6.7 (1) 0

Others 76 -- 13.1 (10) 30.0 (3)
Total 243 8.2 17.8 (43) 44.1 (19)
<SCLC>

AMR 39 20.5 23.1 (9) 22.2 (2)
Monthly CBDCA+PTX 23 13.0 8.7 (2 0

NGT 22 4.5 13.6 (3) 0
CBDCA+VP16 13 38.5 0 0

CPT-11 9 33.3 22.2 (2) 50.0 (1)
PTX 8 0 12.5 (1 100 (1)
Others 11 -- 27.2 (3) 0

Total 125 19.2  16.3 (20) 20.0 (4

Note: AE: acute exacerbation; AMR: amurubicine; CBDCA: carboplatin; CPT-11: irinotecan; DTX:
docetaxel; NGT: nogitecan; NSCLC: non small cell lung cancer; ORR: objective response rate; PTX:
paclitaxel; PEM: pemetrexed; SCLC: small cell lung cancer; VNR: vinorelbine; VP-16: etoposide.
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Table 5 Univariate and multivariate analysis with logistic regression model for predicting the risk
of acute exacerbation

Uni-variate (n=711) Multi-variate
n OR 95%C1 p-value n OR 95%C1 p-value
Gender female 63 ref. 39 ref.
Male 647 2.387 0.729-7.815 NS 360 2.224 0.503-9.825 NS
Age <=69 300 ref. 172 ref.
>=70 400 1.877 1.109-3.212  0.0192 227 1.483 0.748-2.941 NS
PS 0 227 ref. 134 ref.
1 378 0.832 0.469-1.476 NS 212 0.952 0.438-2.065 NS
>=2 105 2.059 1.06-3.977 0.0329 53 2.887 1.119-7.451  0.0284
Smoking <50 326 ref. --
>=50 353 1.008 0.613-1.66 NS -
IP diagnosis not IPF 296 ref. -
IPF 406 0.796 0.488-1.298 NS --

HRCT pattern inconsistent with UIP190 ref. -

uIp 275 1.009 0.545-1.869 NS -
Possible UIP 245 0.888 0.48-1.641 NS --
AE history absence 11 ref. --
Presence 691 <0.001 <0.001->999.9 NS -
Emphysema absence 383 ref. -
Presence 326 0.772 0.47-1.268 NS -
KL-6 <499 184 ref. 138 ref.
500-999 222 1.43 0.73-2.801 NS 149 1.097 0.495-2.431 NS
1000-1999 125 1.536 0.722-3.268 NS 88 1.29 0.534-3.117 NS
>=2000 35 1.878 0.635-5.552 NS 24 1.278 0.321-5.078 NS
SP-D <109 195 ref. --
110-149 73 1.985 0.874-4.508 NS -
150-249 80 1.974 0.888-4.389 NS -
>=250 52 2.342 0.969-5.656 NS --
Pa02 <80 157 ref. -
>=80 132 1.142 0.563-2.316 NS -
%FVC >=80 296 ref. -
50-79 138 1.006 0.525-1.926 NS -
<50 8 <0.001 <0.001->999.99NS -
%DIco >=80 55 ref. --
<80 184 1.646 0.600-4.512 NS -
Desaturation No 420 ref. 332 ref.
on exertion Yes 80 1.724 0.859-3.46 NS 67 1.326 0.584-3.011 NS
Treatment No 679 ref. --
for IP Yes 31 2.229 0.883-5.63 NS -
Hx of lung ca SCLC 216 ref. 109 ref.
NSCLC 494 3.362 1.64-6.892 0.0009 290 3.412 1.286-9.057  0.0137

Abbreviations: AE: acute exacerbation; CI- confidence interval; %Dlco: predicted diffusing capacity of the lung for monoxide; %FVC: predicted forced vital capacity; HRCT: high-resolution computed tomography;

Hx: histology; interstitial pneumonia; KL-6: Krebs von den Lungen-6; NS: not significant; NSCLC: non small cell lung cancer; OR: odds ratio; Pa02 partial arterial pressure of oxygen; PS: performance status;

ref: reference; SCLC: small cell lung cancer; SP-D: surfactant protein-D; UIP: usual interstitial pneumonia;
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Table 6 Univariate and multivariate analysis with Cox regression hazard model for predicting survival

Uni-variate (n=711)

Multi-variate

n HR 95%C1 n HR 95%C1 p-value
Gender female 63 ref. 39 ref.
Male 646 1.364 1.011-1.841 0.042 359 1.322 0.899-1.964 NS
Age <=69 300 ref. 172 ref.
>=70 409 1.056 0.89-1.252 NS 226 0.932 0.735-1.182 NS
PS 0 227 ref. 134 ref.
1 378 1.54 1.269-1.869 <.0001 212 2.203 1.669-2.906 <.0001
>=2 104 3.321 2.541-4.34 <.0001 52 3.98 2.612-6.063 <.0001
Smoking <50 326 ref. --
>=50 352 1.009 0.849-1.2 NS -
IP diagnosis not IPF 295 ref. -
IPF 406 1.153 0.97-1.369 NS -
HRCT pattern inconsistent with UIP 190 ref. -
uIp 275 0.886 0.714-1.101 NS -
Possible UIP 244 1.095 NS --
AE history absence 11 ref. --
Presence 690 1.45 0.775-2.714 NS -
Emphysema absence 382 ref. -
Presence 326 1.108 0.935-1.313 NS -
KL-6 <500 184 ref. 138 ref
500-1000 221 1.305 1.04-1.638 0.0216 148 1.161 0.871-1.546 NS
1000-2000 125 1.447 1.11-1.885 0.0063 88 1.338 0.964-1.858 NS
>=2000 35 1.296 0.85-1.975 NS 24 1.377 0.804-2.361 NS
SP-D <110 195 ref. --
110-150 72 0.865 0.639-1.172 NS -
150-250 80 1.138 0.841-1.541 NS -
>=250 52 0.871 0.609-1.246 NS --
Pa02 <80 156 ref. -
>=80 132 0.967 0.732-1.278 NS -
%FVC >=80 296 ref. --
50-79 138 1.225 0.965-1.555 NS -
<50 8 1.642 0.675-3.996 NS -
%DIco >=80 55 ref. --
<80 184 1.178 0.83-1.67 NS -
Desaturaion  No 419 ref. 331 ref.
on exertion Yes 80 1.569 1.176-2.093 0.0022 67 1.092 0.766-1.558 NS
Treatment No 679 ref. --
for IP Yes 31 1.11 0.724-1.701 NS -
Hx of lung ca SCLC 216 ref. 109 ref.
NSCLC 493 1.011 0.84-1.219 NS 289 0.859 0.655-1.127 NS

Abbreviations: AE: acute exacerbation; Cl- confidence interval; %Dlco: predicted diffusing capacity of the lung for monoxide; %FVC: predicted forced vital capacity; HRCT: high-resolution computed tomography;

Hx: histology;

ref: reference; SCLC: small cell lung cancer; SP-D: surfactant protein-D; UIP: usual interstitial pneumonia;
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Table 7 Incidence of acute exacerbation during treatments with each chemotherapy regimens

Overall AE incidence mortality
First line chemotherapy Overall 711 72 10.1% 26.4%
NSCLC 494 63 12.8% 22.2%
SCLC 217 9 4_1% 55_6%
Second line chemotherapy Overall 368 63 17.3% 36.5%
NSCLC 243 43 17.8% 44 1%
SCLC 125 20 16.3% 20.0%
Third line or more chemotherapy Overall 158 25 15.8% --
NSCLC 108 19 17.6% --
SCLC 50 6 12.0% --
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