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[ Abstract ] Background and objective Platinum-based doublet chemotherapy is still the standard first-line treat-

ment for non-small cell lung cancer (NSCLC). Previous studies have demonstrated that pemetrexed combined with platinum

had promising efficacy and safety profile in NSCLC, especially in patients with nonsquamous NSCLC. This trial was conducted

to evaluate the efficacy and safety of pemetrexed made in China as first-line treatment. Methods The present study was a

randomized, controlled, multicenter clinical trial. Patients were randomly assigned (1:1) to receive cisplatin plus pemetrexed

chemotherapy (PC group) or gemcitabine plus cisplatin (GC group) every 3 weeks. The primary end point was progression

free survival (PFS) and the secondary end points included 1 year survival rate, objective response rate (ORR), survival with-

out grade 3/4 toxicity (SWT3/4) and safety profile. Results A total of 288 patients from 20 institutions across China were
enrolled into the study. Based on the Full Analyses Set (FAS), the PFS was 168 days (5.6 months) vs 140 days (4.7 months)
(P=0.16), one year survival rate was 50.0% vs 54.9% (P=0.47), ORR was 24.4% vs 14.2% (P=0.06) in the PC group and the
GC group, respectively; Survival without grade 3/4 toxicity was 11.3 months in GC group vs 8.1 months in PC group (P=0.23).
In terms of the safety, side effects were less observed on the PC group (81.95% vs 93.75%, P=0.003). The main side effects

included leukopenia, neutropenia, emesis, anemia, thrombopenia. Conclusion The both regimens have similar efficacy as the

treatment for advanced nonsquamous NSCLC, but pemetrexed plus cisplatin regimen has better safety profile and seems to

have longer PFS, which makes it a new option as the first line setting.

[ Keywords ] Lung neoplasm; Pemetrexed; Gemcitabine; Cisplatin; Chemotherapy
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Tab 1 Baseline Patient and Disease Characteristics for Patients received study treatment

Variable Pemetrexed/Cisplatin (n=144) Gemcitabine/Cisplatin (n=144) P

Age (yr) 0.99
Median (Range) 55(27-77) 56 (27-73)

Gender 0.24
Male 84 (58.3%) 73 (50.7%)
Female 60 (41.7%) 71 (49.3%)

PS status * 0.13
0 25 (17.4%) 34(23.8%)
1 111 (77.1%) 104 (72.7%)
2 8(5.5%) 5(3.5%)

Histology * 0.50
Adenocarcinoma 140 (97.2%) 142 (99.3%)
Large cell 3(2.1%) 1 (0.7%)
Mixed 1(0.7%) 0

Staging * 0.19
b 26 (18.1%) 17 (11.9%)
v 118 (81.9%) 126 (88.1%)

Adjuvant chemo history * 0.77
No 139 (96.5%) 137 (95.8%)
Yes 5 (3.5%) 6 (4.2%)

Radiotherapy history 0.99
No 136 (94.4%) 137 (95.1%)
Yes 8(5.6%) 7 (4.9%)

Surgical history 0.40
No 108 (75.0%) 115 (79.9%)
Yes 36 (25.0%) 29 (20.1%)

Concurrent disease 0.23
No 89 (61.8%) 78 (54.2%)
Yes 55 (38.2%) 66 (45.8%)

*Partial clinical data of a patient in GC group were missed. PS: performance status.
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Tab 2 Main adverse events in both groups

Aderse events Overall incidence (%) P Moderate or severe incidence (%) P
PC group GC group PC group GCgroup
Leukopenia 43.75 47.92 0.55 417 6.25 0.60
Neutropenia 44.44 40.97 0.63 13.19 15.28 0.74
Anaemia 23.61 33.33 0.09 1.39 3.47 0.45
Thrombocytopenia 7.64 18.75 0.001 1.39 9.03 0.01
Erythrocytopenia 11.81 17.36 0.24 0.00 2.08 0.25
Vomitting 3333 41.67 0.18 417 6.94 0.44
Nausea 32.64 37.50 0.46 1.39 2.78 0.68
Anorexia 15.28 16.67 0.87 1.39 0.69 099
Elevated ALT 4.86 7.64 0.47 1.39 0.69 0.99
Fatigue 7.64 5.56 0.64 0.69 0.69 0.99
Subgroup ‘--Jﬁ Vil
; .Gende.r.: M;.e i = s i
il PCgroup o FE:IE . : f:lmt 5
GCgroup = cassyy .- I|I :ljl ::1 “:,:
0.75 Stage: IIB " 0.59(0.31. L.13)
v . 0.0 ( 0.69, 1.18)
0.50 ECOG: 01 . 0.84,¢0.53. 1.08)
2 L 0.53 { 0.15. 1.86)
0.25 4 Total - 084 ( 0,66, 1.0T)
0.00 - | / 5 e N 015 1,00 6.70
] 200 400 600 800 HR
Time/day 2 RHREFHTESHFHRRE
B 1 mEARETHREFR BN ERFHZE Fig 2 PFS hazard ratios (PC over GC) in subgroups according to

Fig 1 The PFS curves of patients in both groups. PFS: Progression free baseline characteristics

survival; PC: Pemetrexed-+Cisplatin; GC: Gemcitabine+ Cisplatin.

A SWT3/4 BSWT4

1
1.00 + : PCgroup 1.00 PCgroup

y GC group GC group
0.75 0.75
0.50 050 |
0.25 0.25 - T T .:-|. ----------------
0.00 | 0.00

[I) 200 400 600 SOIO 6 26() 400 600 800

Time/day Time/day

B3 MARELESEEGEHRILR. A T3MESHERY B R4ESHETH,
Fig 3 The survival without toxicity (SWT) between groups. A: SWT grade 3/4; B: SWT grade 4.
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