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Older Age May Associate with Better Therapeutic Effect of Gefitinib
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Abstract.

Purpose: More than 50% non-small cell lung cancer (NSCLC) is diagnosed at an advanced
stage. Platinum-based doublets chemotherapy is the standard treatment of advanced stage
NSCLC patients with good performance status. Side effects of chemotherapy are too toxic and
not suitable for some unfit patients, such as poor performance status or elderly. Targeted ther-
apy with EGFR-TKI, such as gefitinib, was tolerable and effective for these patients. We con-
ducted a retrospective analysis of the NSCLC who received gefitinib from 2002 to 2007 in our
hospital to study the relationship between age and response to gefitinib.

Materials and Methods: This study was designed as a retrospective observational study
(2002/09 - 2007/09) at Taichung Veterans General Hospital. All patients have cytologically or
histologically proven NSCLC and received gefitinib 250mg twice day at first day then 250mg
once daily at consecutive days until disease progression, death or intolerance to side effects.
Chest CT scan was performed every two ~ three months for evaluation. Response to gefitinib
was assessed according to the response evaluation criteria in solid tumors (RECIST).

Results: Between Sep 2002 and Sep 2007, 550 patients were included. With the exclusion of 15
patients who had incomplete evaluation, 535 patients were enrolled for data analysis. 214 pa-
tients had response to gefitinib (ORR: 40%). After stepwise logistics model of our study, gefit-
inib offered better to response to patients with good performance status (=2), female gender,
adenocarcinoma, non-smokers, and elderly(=55y/0). Our data showed a trend of increasing
response with increasing age. The odds ratio of age is 1.045 with per year increase. We divided
per 10 years with a group for further evaluation. Although p-value had no significantly varia-
tions between per 10-years group, response rate still showed an up-trend line with age. In our
study, there is a trend of increasing response to gefitinib with increasing age, especially in the
first line treatment setting.

Conclusions: In our study, age increase seemed to be increasing effect of gefitinib in non-small
cell lung cancer patients. Further studies are needed to confirm the benefit of gefinitib to eld-
erly.
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Table 1. Patient characteristics

Variable Overall First Line Second Line Third Line
N=535 N=203 N=153 N=179 p-value
Gender 0.0239
Male 297 (55.5%) 124 (61.1%) 88 (57.5%) 85 (47.5%)
Female 238 (44.5%) 79 (38.9%) 65 (42.5%) 94 (52.5%)
Age
<0.0001
Mean 63 66 63 61
Range 20—91 20—91 24—91 3383
Performance Status
0.4647
0 33 (6.2%) 14 (6.9%) 13 (8.5%) 6 (3.4%)
1 202 (37.8%) 69 (34.0%) 61 (39.9%) 72 (40.2%)
2 116 (21.7%) 44 (21.7%) 33 (21.6%) 39 (21.8%)
3 117 (21.9%) 50 (24.6%) 31 (20.3%) 36 (20.1%)
4 67 (12.5%) 26 (12.8%) 15 (9.8%) 26 (14.5%)
Cancer Stage
0.3825
I,1I 12 (2.2%) 4 (2.0%) 6 (3.9%) 2 (1.1%)
ITa 14 (2.6%) 6 (3.0%) 2 (1.3%) 6 (3.4%)
b 55 (10.3%) 18 (8.9%) 20 (13.1%) 17 (9.5%)
v 454 (84.9%) 175 (86.2%) 125 (81.7%) 154 (86.0%)
Histology
0.0026
Non-Adeno 102 (19.1%) 52 (25.6%) 29 (19.0%) 21 (11.7%)
Adeno 433 (80.9%) 151 (74.4%) 124 (81.0%) 158 (88.3%)
Smoking history
0.1109
Smoker 230 (43.0%) 96 (47.3%) 68 (44.4%) 66 (36.9%)

Non-Smoker

305 (57.0%)

107 (52.7%)

85 (55.6%)

113 (63.1%)
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Table 2. Association between response and age-overall

Age Group Response Rate Odds Ratio 95% C.I. p-value
<40 (N=20) 20.0% 1
40~50 (N=71) 28.2% 1.569 (0.467~5.269) 0.4664
50~60 (N=110) 32.7% 1.946 (0.607~6.234) 0.2630
60~70 (N=141) 35.5% 2.198 (0.697~6.932) 0.1791
70~80 (N=143) 35.7% 2.217 (0.704~6.988) 0.1739
80 or order (N=50) 34.0% 2.061 (0.595~7.136) 0.2539
55 or younger (N=159) 27.0% 1
Higher than 55 (N=376) 36.0% 1.511 (1.004~2.273) 0.0476
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Table 3. Distribution of response by age and therapy line

G. C. Chang et al./JCOS 24(2008) 362-371

Age Group First Line Second Line Third Line
n/N (%) n/N (%) n/N (%)

<40 1/8 (12.5 %) 1/9 (11.1 %) 2/3 (66.7 %)
40~50 6/20 (30.0 %) 5/19 (26.3 %) 9/32 (28.1 %)
50~60 9/27 (33.3 %) 15/33 (45.5 %) 15/50 (24.0 %)
60~70 26/52 (50.0 %) 14/42 (33.3%) 10/47 (21.3%)
70~80 28/64 (43.8 %) 10/37 (27.0 %) 13/42 (31.0 %)

80 or order 12/32 (37.5 %) 3/13 (23.1 %) 2/5 (40.0 %)

55 or younger 12/45 (26.7 %) 14/47 (29.8 %) 17/67 (25.4 %)
Higher than 55 70/158 (44.3 %) 34/106 (32.1 %) 31/112 (27.7 %)
Odds Ratio 2.187 1.113 1.126
95% C.1. (1.053~4.546) (0.528~2.348) (0.565~2.241)
p-value 0.00360 0.7784 0.7362
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Table 4. Multi-logistics model on best overall response-overall

Variable Odds Ratio 95% C.I. p-value
Performance status ((0,1)/(2,3,4)) 2.231 (1.520~3.276) <0.0001
Smoking (Non-smoker/Smoker) 2.096 (1.385~3.171) 0.0005
Treatment stage

(First / Third) 2.260 (1.419~3.600) 0.0006
(Second / Third) 1.308 (0.794~2.156) 0.2922
Histology (Adeno/Non- Adeno) 2.530 (1.409~4.546) 0.0019
Age (higher than 55/ 55 or younger) 1.706 (1.101~2.644) 0.0167
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Table 5. Multi-logistics model on best overall response —first line

Variable Odds Ratio 95% C.1. p-Value
Age (higher than 55/ 55 or younger) 3.143 (1.418~6.964) 0.0048
Performance status ( (0,1)/(2,3,4)) 2.304 (1.224~4.335) 0.0097
Histology (Adeno/Non- adeno) 2.284 (1.052~4.959) 0.0367
Sex (Female/male) 2.450 (1.012~5.930) 0.0470
Smoking (Non-smoker/Smoker) 1.289 (0.548~3.033) 0.5610
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