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Table 1. Characteristics of patients with gefitinib-induced interstitial lung disease (N=6)

Number  Age Sex Smoking history Histologic type EGFR Mutation  Onset (days)  CT findings Current status
I 73 M Current ADC* ND ** 10 T2 Non-survivor
2 84 F Former ADC Wwild 16 AlP Non-survivor
3 68 F Never ADC wild 15 AIP Non-survivor
4 60 M Never ADC ND 35 AP Survivor
5 67 F Never ADC Deletion 44 Non specific Survivor
6 57 M Former ADC L858R 51 AEP Survivor

*ADC: adenocarcinoma
**ND: not detected
***AIP: Acute Interstitial Pneumonia

*xx* AEP: Acute Eosinophilic Preumonia
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Figure. 1
Serum K16 levels in patients with gefitinib—induced interstitial lung disease, Serum levels of KL—6 in
survivors did not increase, Serum levels of KL.-6 in non—survivors increased without responding to
treatment,
Table2. Association between the NSCLC patient characteristics and the response to EGFR-TKI

therapy (N =70)
Variables Total KL-6 500 KL-6 <500 Povalue
n=70 n=35 n=35
Age
<60 32 16 16
60 38 19 19 >0.9%
Sex
Male 42 22 20 0. 808
Female 28 13 15
Histologic type
ADC 58 29 29
scC 9 4 5 >0. 999*
ASC 3 2 1
Disease stage
B 8 4 4
v 45 25 20 >0. 999*+
Recurrence after surgery 17 6 i
Performance Status
<2 55 26 29 0. 561
22 15 9 6
Smoking history
Never 30 15 15
Former 21 8 13 >0. 999*#*
Current 19 12 7
No. of prior chemotherapy regimens
<2 45 23 22 0. 999
=2 25 12 13
Serum CEA level
Normal 16 8 8
High 54 27 27 >0. 999
Serum CYFRA2I-1 level
Normal 17 9 8 0. 77
High 48 22 26
Abbreviations: ADC,  adenocarcinoma; SCC.  squamous cell carcinoma; ASC,  adenosquamous cell
carcinoma,

* Adenocarcinoma versus other histology (squamnous cell carcinoma and adenosquamous cell carcinoma).
** [1IB versus others

*** Never versus others

P<0. 05 (Fisher's exact test)
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Figure. 2

The overall survival and progression—free survival of the 70 patients with advanced NSCLC treated with
EGFR—TKI in relation to the serum KL —6 (A and B) levels, Differences between the two groups were
evaluated using the log—rank test,
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Figure. 3

The ratios of the serum KL—6 levels obtained 2 weeks (A) and 4 weeks (B) after the stéirtwd‘f EGFR—TKI

to the pretreatment serum KL—6 level,

The response to EGFR — TKI was evaluated in the 70 patients

with advanced NSCLC, Twenty—five, 9. and 36 patients were categorized into partial response

Differences among the three

(PR). stable disease (SD), and progressive disease (PD). respectively,
groups were evaluated with the Kruskal Wallis test,
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Figure. 4

The overall survival of the 70 patients with advanced NSCLC treated with EGFR— TKI in comparison
to the ratios of the serum KL —6 levels obtained 2 weeks (A) and 4 weeks (B) after the start of EGFR
—TKI to the pretreatment serum KL —6 level, After we set the cut—off value for this ratio as described
in the Results section, the studied patients were divided into those with high (=1, 2, highKL—6
ratio group) and those with low (< 1, 2, normal KL —6 ratio group) serum KL.—6 ratios, Differences
between the two groups were evaluated using the log —rank test,

Table3. Association between the characteristics of NSCLC patients who were treated with EGFR-TKI and
circulating KL-6 levels (N = 70)

Total PR SD PD P-vatue (PR vs P-value
Variables SD+PD) (PR+SDvs
=70 n=25 =9 =36 PD)
Age(Years)
<60 32 9 4 19
>60 13 16 5 7 0. 317 0. 241
Sex
Male ) 8 5 29 . .
Female 28 17 4 7 <0. 001 <0. 001
Histologic type
ADC 58 22 7 29
SCC 9 3 1 5 0. 517+ 0. 754
ASC 3 1 0 2
Disease stage
B 8 1 3 4
v 45 17 3 25 0. 244 >0, 999+
Reccurence after surgery 17 7 3 7
Performance status
<2 55 22 9 24 .
>2 s 3 0 1 0. 226 0. 019
Smoking history
Never 30 18 4 8
Former 21 5 3 13 <0, 001*++* <0, 001**+*
Current 19 2 2 15
No. of prior chemotherapy regimens
<2 45 19 7 19 .
>2 - 2 6 5 17 0.193 0. 048
Serum KI-6 level (U/ml)
Medium 403 298 648. 5 0. 180 0. 039"
Range 1864201 200-9475 155-8300
. Serum CEA level (ng/ml)
Medium 24. 6 1. o 22.6 0. 394 0. 996
Range 1. 2-736. 4 1.0408.2 0. 81040. 4
. Serum CYFRA 21-1 level
' Medium 6, 1 3.5 5.1 0. 967 0. 477
Range 0. 9-58. 4 0.99. 9 1. 5-267. 5

ADC. adenocarcinoma; SCC, squamous cell carcinama; ASC.,  adenosquamous cell carcinoma,
* Adenocarcinorma versus other histology (squarmous cell carcinoma and adenosquamous cefl carcinoma),

** [IB versus others
**% Never versus others

P<0. 05 (Fisher's exact test or Mann-Whitney test)



Table4A. Cox’s proportional hazards model analysis of the overall survival in patients with NSCLC

Variables Hazards ratio 95% CI Unfavorable/Favorable P-value
Univariate analysis
Age (years) 1. 291 0. 710-2. 351 60 >/<60 0. 403
Sex 1. 680 0. 913-3. 289 Male/ Female 0. 095
Histology 1. 650 0. 812-3. 44 Others/ ADC 0. 166
Stage 1. 071 0. 476-2. 410 Others/IIIB 0. 869
Performance status 7. 289 3. 463-15. 346 2>/<2 <0. 0017
Smoking history 1. 539 0. 844-2. 807 Smoker / Never 0. 1598
Serum KL-6 level 3.336 1. 744-6. 380 High / Normal <0. 001"
Serum CEA level 1. 846 0. 8244. 136 High/Normal 0. 403
Serum CYFRA21-1 level 1.973 0. 9124. 271 High / Normal 0. 084
Multivariate analysis
Performance status 7. 163 3. 395-15. 113 2>/<2 <0. 001"
Serum KL-6 level 3. 285 1. 714-6. 295 High / Normal 0. 003"

Abbreviations: ADC.  adenocarcinoma
P<0. 05 (Cox's proportional-hazard regression model with a step-down procedure)

Table 4B. Cox’s proportional hazards model analysis of the progression-free survival in patients with

NSCLC
Variables Hazards ratio 95% CI Unfavorable/Favorable P-value
Univariate analysis
Age (years) 1. 069 0. 632-1. 808 60=>/<60 0. 805
Sex 2. 661 1. 506-4. 704 Male /Female 0. 001°
Histology 1. 563 0. 811-3. 012 Others/ ADC 0. 183
Stage 1. 391 0. 654-2. 958 Others / HIIB 0. 391
Performance status 1. 829 0. 965-3. 465 22/<2 0. 064
Smoking history 2. 059 1. 198-3. 538 Smoker / Never 0. 009"
Serum KL-6 level 2. 081 1. 205-3. 594 High /Normal 0. 009*
Serum CEA level 1. 513 0. 799-2. 866 High /Normal 0. 204
Serum CYFRA21-1 level 1. 244 0. 651-2. 375 High / Normal 0. 509
Multivariate analysis
Sex 2.01 0. 9594. 218 Male / Female 0. 065
Smoking history 1. 413 0. 692-2. 886 Smoker / Never 0. 342
Serum KL-6 level 2. 028 1. 148-3. 584 High / Normal 0. 015"

Abbreviations: ADC. adenocarcinoma

¥ P<0. 05 (Cox's proportional-hazard regression model with a step-down procedure)
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