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[ Abstract ] Background and objective Gefitinib and Pemetrexed are drugs used as second-line therapy for ad-
vanced non-small cell lung cancer (NSCLC), although studies comparing the two drugs are limited. The aim of this study is
to explore the effects, safety, and quality of life (QoL) of Gefitinib and Pemetrexed on patients with advanced non-squamous
NSCLC. Methods Forty-six advanced non-squamous NSCLC patients who failed to first-line therapy were randomly divided
into two groups with 23 patients each, one using oral Gefitinib (Gefitinib group) and the other using intravenous injection
Pemetrexed (Pemetrexed group). The effects, safety, and QoL were determined and analyzed. Results For the Pemetrexed
group, objective response rate (ORR) was 13.0% (3/23), disease control rate (DCR) was 30.4% (7/23), and median progres-
sion-free survival (mPFS) was 3.1 months. In the Gefitinib group, ORR was 17.3% (4/23), DCR was 39.1% (9/23), and mPFS
was 4.4 months. Compared with the Pemetrexed group, the ORR, DCR, and mPFS in the Gefitinib group exhibited no statisti-
cal significance (P>0.05). Furthermore, the most common toxicities in the Pemetrexed group were neutropenia (n=9, 39.13%)
and fatigue (n=8, 34.78%), whereas those in the in Gefitinib group were skin rash (n=8, 34.78%) and diarrhea (n=4, 17.39%).
Compared with baseline, the QoL improved in both groups but to different degrees. Likewise, emotional, functional well-
being, and QoL aspects specifically related to lung cancer were better improved in the Gefitinib group than in the Pemetrexed
group (P<0.05). Conclusion The effects of Pemetrexed and Gefitinib as second line therapy were similar, although with dif-
ferent AEs. Both drugs could improve the QoL, but Gefitinib showed better overall results than Pemetrexed.
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Fig 1 The basic clinical characteristics of patients in the two groups

Characteristics Pemetrexed (n=23) Gefitinib (n=23)
Gender

Male/Female 14/9 15/8
Age, yr, median (range) 61 (47-72) 62 (41-74)
Performance status

0/1/2 6/12/5 6/11/6
Smoking status

Current or ever-smoker/Never-smoker 12/1 13/10
Pathologic subtype

Adenocarcinoma 21 22

Large-cell carcinoma 1

Other 1 0
Initial stage

Ilb/IV 5/18 4/19
* 2 BABERTITRAILLR
Fig 2 Comparison of the efficacy of treatments in the two groups
Group n CR (%) SD (%) PD (%) ORR (%) DCR (%) mPFS (month)
Pemetrexed 23 0(0) 4(17.3) 16 (69.6) 3(13.0) 7 (30.4) 3.1
Gefitinib 23 1(4.3) 5(21.7) 14 (60.9) 4(17.3) 9(39.1) 44
Statistic u=0.4060 u=0.6199 t=1.4728
P >0.05 >0.05 >0.05

CR: complete response; PR: partial response; SD: stable disease; PD: progressive disease; ORR: objective response rate; mPFS: median

progression-free survival.
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Fig 1 Kaplan-Meier survival curve of progressive-free survival (PFS)
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Fig 3 Comparison of the toxicity of treatments in the two groups

Adverse event (G1-4/G3-4)

Pemetrexed (n=23) Gefitinib (n=23)

Hematologic toxicity
Anemia
Neutropenia
Thrombocytopenia

Non-hematologic toxicity
Fatigue
Anorexia
Nausea/vomiting
Constipation
Diarrhea
Stomatitis
Skin disorders

Elevated transaminas

Fever

4/0 1/0
941 2/0
2/0 0/0
81 1/0
5/1 2/0
3/0 2/0
2/0 0/0
0/0 441
1/0 11
1/0 8%/2
4/0 2/0
3/0 0/0

Compared with Gefitinib, #x?>=5.8545, P<0.05; “x*=6.0919, P<0.05; Compared with Pemetrexed, *x*=4.3810, P<0.05; *x*=6.0919, P<0.05.

x4 HAREEFREITS
Fig 4 Comparison of the quality of life in the two groups

Group n Time Physical well-  Social/family Emotional Functional Other facts Total
being well-being well-being well-being (lung cancer
additional)
Pemetrexed 23 Before therapy 18.42%3.71 14.641+2.62 13.94+3.83  12.29+3.72  23.84%+3.56 92.86+8.49
After therapy 21.17%4.49 17.26£3.97 17.02£4.13 14.58+3.96  26.49+3.48 105.41£7.53
t 2.265,5 2.641,6 2.622,5 2.022,9 2.459,3 2.241,5
P <0.05 <0.05 <0.05 <0.05 <0.05 <0.05
Gefitinib 23 Before therapy 20.21+4.53 15.04%5.05 15.17£4.94 13.13£4.25 23.77£7.61 96.76+11.54
After therapy 23.16%+4.91 18.42+4.73 18.42+4.28  16.85+579  27.83%5.42  109.14%£21.92
t 2.117,8 2.342,7 2.384,6 2.483,9 2.084,1 2.396,8
P <0.05 <0.05 <0.05 <0.05 <0.05 <0.05
Pemetrexed 23  D-value before therapy 5.52+3.83 5.3713.74 4.5613.97 5.24%+3.51 5.05+5.84 19.441+2.27
Gefitinib 23 D-value after therapy 6.93£2.56 6.991+4.72 6.941+3.85 7.58+4.26 8.6716.03 31.47%2.61
t 1.467,9 1.290,1 2.064,0 2.033,2 2.068,1
P >0.05 >0.05 <0.05 <0.05 <0.05 <0.05
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