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[ Abstract ] Background and objective Pemetrexed and epidermal growth factor receptor (EGFR)-tyrosine kinase
inhibitors (TKIs) were used in patients with EGFR mutation to determine their effects. This study analyzed the influence of
EGFR-TKIs on pemetrexed by observing the clinical efficacy and toxicity of pemetrexed following responses to EGFR-TKIs.
Methods Pulmonary adenocarcinoma patients were divided into EGFR-TKIs and no-EGFR-TKI groups according to the tar-
geted therapy. All patients received pemetrexed (500 mg/m”) as second (or higher)-line treatment. The Response Evaluation
Criteria in Solid Tumors (version 1.0) were used to evaluate the response to pemetrexed. Adverse events were classified based
on version 4.0 of the National Cancer Institute Common Toxicity Criteria. Results There were 57 patients in the EGFR-TKIs
group and 56 in the no-EGFR-TKIs group. The disease control rates (DCRs) were 77.2% and 67.9% (P=0.367). The progres-
sion free survival (PFS) periods were 5.95 and 3.55 months (P=0.535). The overall survival (OS) periods were 10.10 and 8.24
months (P=0.432). However, these values were not statistically significant. The common toxicities of pemetrexed were hemato-
logic and gastrointestinal (grades I and IT). Two patients in the EGFR-TKIs group discontinued pemetrexed because of severe
toxicities, which were not observed in the no-EGFR-TKISs group. Both groups had one patient who reduced dosage because of
myelosuppression (grade IV). There were five and nine patients in the EGFR-TKIs and no-EGFR-TKIs groups, respectively,
who delayed therapy not because of severe toxicities but due to subjective factors. Conclusion The DCRs, PES periods, and
OS periods of the patients administered with pemetrexed following EGFR-TKIs were better than those of the EGFR-TKIs

group, but the differences were not statistically significant. Therefore, sequential pemetrexed administration caused negligible
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toxicities and can be used in adenocarcinoma therapy following responses to EGFR-TKIs.

[ Keywords ] Lung neoplasms; Pemetrexed; Epidermal growth factor receptor-tyrosine kinase inhibitors
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Tab 1 Baseline characteristics of patients

Variable With EGFR-TKIs ~ Without EGFR-TKIs P
group group

Gender 0.300
Male 26 31
Female 31 25

Smoking 0.274
Yes 14 19
No 43 37

Response of chemotherapy 0.128
DCR 48 54
PD 6 2

Stage 0.124
llla 8 2
lllb 7 10
1\ 42 44

Operation 0.333
Yes 10 14
No 47 42

Pemetrexed 0.508
Platinum 39 35
No-Platinum 18 21

Age (58,31-77) 0.634
<65 42 39
=65 15 17

ECOG PS 0.354
0-1 54 54
2 3 2

Chemotherapy regimen 0.074
Platinum 51 56
No-platinum 3 0

Number of prior therapies 0.392
1 3 7
2 32 30
>2 22 19

Radiotherapy 0.901
Yes 21 20
No 36 36

EGFR-TKIs: epidermal growth factor receptor-tyrosine kinase inhibitors; DCR:
disease control rate; PD: progressive disease; PS: performance status.

il S ST R IR B G BRI, LR (TILEE ), 1=
Jy (UIEE ) 5 AREEmG Y7 4O R S 2 & . 5
[ 377 L AR [ 37 24 191 A8 3 DTV E 1 0
(10225 ol PSR TR S OV R Y PP 2R IS

=2 ENERIRM
Tab 2 Toxicities

Toxicity ~ With EGFR-TKIsgroup ~ Without EGFR-TKIs group P
Leucopenia 0.193
I 10 5
I 3 4
n 3 0
v 0 1
Thrombocytopenia 0.029
| 3 0
Il 0 4
1] 2 0
1\ 0 0
Anemia 0.020
| 9 0
Il 1 1
1 0 1
\Y 1 0
Abnormal gastrointestinal 0.415
| 5 9
Il 5 2
]l 1 2
1\ 0 0
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Fig 1 Overall survival (Kaplan-Meier curves) in with or without EGFR-TKIs

group
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Fig 2 Progression free survival (Kaplan-Meier curves) in with or without

EGFR-TKIs group
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