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ABSTRACT —— Objective. Epidermal growth factor receptor tyrosine kinase inhibitor (EGFR-TKI) is a key drug
in the treatment of EGFR mutation-positive advanced non-small cell lung cancer (NSCLC). Gefitinib treatment is
often associated with skin and mucosal toxicities, and liver dysfunction. There have been few reports on the effi-
cacy and safety of gefitinib in elderly patients with EGFR mutation-positive advanced NSCLC. Methods. We retro-
spectively assessed the efficacy and safety of gefitinib in 52 patients with EGFR mutation-positive advanced
NSCLC who were 70 years of age or older and who were treated with gefitinib (250 mg, once daily). In addition,
we compared the efficacy and safety in patients who were 70 to 79 years of age with that in patients who were 80
years of age or older. Results. The study population included 52 patients (35 [67%] were females and 13 [25%] were
performance status of =2). All of the patients had adenocarcinoma. The median age was 75 years (range, 70-89
years) and 15 patients (29%) were 80 years of age or older. The response rate was 73.1% (95% confidence interval,
59.0 to 84.4%) and the disease control rate was 904% (95% confidence interval, 79.0 to 96.8%). The median
progression-free survival time was 10.7 months (range, 0 to 36 months) and the median survival time was 23.1
months (range, 0 to 66 months). The common adverse events were skin toxicities (51%), liver dysfunction (33%),
and diarrhea (25%). Two patients (4%) died of gefitinib-related interstitial lung disease. The dose of gefitinib was
reduced in 16 patients (31%) and gefitinib treatment was discontinued in 11 patients (21%) due to toxicities, mainly
skin rashes and liver dysfunction. The response rates, survival rates, the incidence of adverse events, and the
rates of dose reduction or gefitinib discontinuation did not differ between the two age groups. Conclusion. Gefit-
inib treatment is effective for elderly patients with EGFR mutation-positive advanced NSCLC; however, approxi-
mately half of the patients required a dose reduction or the discontinuation of gefitinib treatment due to toxicities.
It is important for elderly patients to be treated with a suitable dose of gefitinib.
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BHIE % Table 1 1IS/R3. 356 (67%), PS2
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i (70~89 %) T 80 &lh EAS15 61 (29%) TH - 7.
HOHEZA L7203 3560 (67%) T, wEiliLEA 21 41
(40%) Tikdb %<, WRIMAEZ 86 (15%), HERIE %
561 (10%), WFHERERE%Z 4681 (8%), Ml#EEE%E 2
Bl (4%), LEEZ 26 (4%), BEHEEREZ 2 6] (41%)
RO 7z, EMEN 2E G BB EED 2 r o 7.

Z25h#%1% 73.1% (95% confidence interval (CI) : 59.0~
84.4%), IRBHIEFIX 904% (95%CI : 79.0~96.8%) T
(Table 2), S AL LI e fifid 107 » H (0~36 +
H), AAfFmE v gefiix 231 ~ H (0~66 » H) TH -7z
(Figure 1A, 1B).
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Table 1. The Patient Characteristics

Total 70-79 years >80 years p-value
Number of patients 52 37 15
Sex
Male 17 13 4
Female 35 24 11 0.75
Age, years (range) 75 (70-89)
Performance status (0/1/2/3/4) 16/23/6/6/1 12/18/3/4/0 4/5/3/2/1 0.16
Smoking status
Non-smoker 32 24 8
Smoker 20 13 7 0.53
Stage
A 2 1 1
B 5 4 1
I\% 45 32 13 >0.99
Histologic type
Adenocarcinoma 52 37 15
EGFR mutation status
Exon 19 deletion 28 22 6
Exon 21 L858R 23 13 9
Exon 18 G719A 1 1 0 0.21
Previous chemotherapy (0/1/2) 31/18/3 19/16/2 12/2/1 0.07
Table 2. The Response Rate
Total 70-79 years >80 years p-value
(n=52) (n=237) (n=15)
Complete response 1 1 0
Partial response 37 29 8
Stable disease 9 5 4
Progressive disease 1 0 1
Not evaluate 4 2 2
Response rate 73.1% 81.1% 53.3% 0.08
(59.0-84.4%) (64.8-92.0%) (26.6-78.7%)
Disease control rate 90.4% 94.6% 80.0% 0.14
(79.0-96.8%) (81.8-99.3%) (51.9-95.7%)

Rk, PS3, JEBMEH TR GH% 14 HHIWCSIEL, &
WO E AR Y 7T A E R L7,
AEHRICI VT 74 F =T OREEEELIZDIE 16
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ok S e JRE T, BP9 B, 2 $ 1 AR
231 B, 182 2 ki G5-232 B Ch - 7z, PRI, K)H
VDY 9 B (grade 2 A8 B, grade 1 231 1), HFHEAERS
8B (grade 3 A2 HI, grade 2556 ), F ¥ A2
B (grade 2 232 B1), KilBEREMEAS 1 #1 (grade 2) TH -
7z ABNIHEHOHENI X %), Ik BEN,  SEHI VRN
EA34 ) (grade 5 A3 2 B, grade 1 A2 Bl), JFFEhHER: &
A3 340 (grade 3232 %, grade 2251 #1), RJEIMED2

5] (grade 2 251 %, gradel 251 %), WAberFMEHI2
) (grade 2 252 %) THho72. =3B, IFEEREREIZL D
Fk L7z 360E, WiEhid T a5 = AL LiHEDS
R X7z, 2 #id EGFR-TKI {6 Dk sl g <, 1
BlERE s (grade 3) D720 2 » HTHIEE 757z,
70~79 ik & 80 LA L CHRAIR L A HE R L 2 I L
7z, WiEERCAEMGR PS ICHEEX RO ) o 72 (Table
1. 80 %Ll EOZRER)FIL 53.3% & RO TH - 727473,
WA CHEZEZ RO b -7z (Table2). 70~79 i &
80 & L I o M B A A7 W B Fh e 1X 107 - H & 14.0 ~
H (p=027), HEALFWIRPhIefiEi 238 »~ H & 231 » H (p=
059) THEAZ RO LD - 72 (Figure 2A, 2B). AEH
SOBEDMAM CTAHEAELRD %M > 72 (Table 3).
70~79 % & 80 MU EDHHRBFRIZK DX 74 F =7 D
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A: Progression-free survival (PFS) time as estimated by the Kaplan-Meier method. The

median PFS time was 10.7 months (range, 0-36 months). B: Overall survival time as estimated by
the Kaplan-Meier method. The median survival time was 23.1 months (range, 0-66 months).

Table 3. Adverse Events

Total 70-79 years >80 years
(n=52) (n=37) (n=15)
All Gr. 3-5 All Gr. 3-5 All Gr. 3-5
(%) (%) (%) (%) (%) (%)
Skin rash 49 0 57 0 40 0
Paronychia 2 0 3 0 0 0
Diarrhea 25 0 30 0 20 0
Liver dysfunction 33 4 32 5 40 0
Pulmonary toxicity 8 4 8 4 0 0
Stomatitis 4 0 5 0 0 0
Nausea 7 0 8 3 7 0
Anorexia 2 0 3 0 0 0
WEE 11 B (30%) & 56 (33%) (p=0.80), HkiE 10 SR I AEAE I ) v gl 12.3 o H, EAF B v geqi 33.8 &

Bl (27%) & 161 (7%) (p=0.14) THEEZBD D>
7z.
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Figure 2. A: Progression-free survival (PFS) time according to age. The PFS time did not differ
between the patients of 70 to 79 years of age and the patients of 80 years of age or older (p=
0.27). B: Overall survival time according to age. The overall survival time of the patients of 70 to
79 years of age and that of the patients of 80 years of age or older did not differ to a statistically

significant extent (p = 0.59).
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