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Efficacy and Safety of Pemetrexed in Advanced Non-Small Cell Lung

Carcinoma
Gyu Jin Lee, M.D,, Mann Hong Jung, M D,, Tae Won Jang, M.D,, Chul Ho Ok, M.D,, Hyun Joo Jung, M D,

Department of Intemal Medicine, Kosin University College of Medicine, Busan, Korea

Background: Pemetrexed has been prescribed newly as a second line chemotherapy in advanced non-small cell
lung carcinoma (NSCLC). The aim of study was to determine the efficacy and toxicity of pemetrexed in advanced
NSCLC.

Methods: Patients with histologically or cytologically confirmed NSCLC were evaluated from June 2006 to December
2008. The patients had relapsed or progressed after prior chemotherapy treatment. They were treated with
intravenous pemetrexed 500 mg/m’ for 10 min on Day 1 of each 21-day cycle.

Results: A total of 89 patients were eligible for analysis, The response rate and disease control rate were 11%
and 66%, Non-squamous cell carcinoma histology was significantly associated with a superior response rate (p=
0.035) and disease control rate (p=0.009) than squamous cell carcinoma histology. The median survival time was
13 months and the median progression free survival time was 2.3 months, The median survival time of patients
with ECOG PS 0~1 was 13.2 months, whereas median survival time was 11.6 months for patients with PS 2
(p=0.002). The median progression free survival time of patients with PS 0~1 were 3.8 months, but 2.1 months
for patients with PS 2 (p=0.010). The median progression free survival time of smokers with non-squamous cell
carcinoma was 3.4 months, which was significant (p=0.014), Grade 3~4 neutropenia were seen in 7.9% patients,
Conclusion: Pemetrexed has efficacy in patients who had prior chemotherapy with advanced NSCLC and less
hematologic toxicity.
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Table 1, Patients characteristics (n=89)

Characteristics No, of patients (%)
Age (years) Median 63
Range 34 ~81
Gender Male 59 (66)
Female 30 (34)
Smoking Current 51 (57)
Never 26 (29)
Former 12 (13)
ECOG PS 0~1 44 (59)
2 45 (41)
Histology Adenocarcinoma 52 (58)
Squamous cell ca, 31 (35)
Others 6 (7)
No. of prior CTx 2nd 29 (39)
3rd or further 60 (67)
Stage B 17 (19)
\Y 72 (81)

No: number; ECOG PS: eastern cooperative oncology group
performance status; ca: carcinoma; CTx: chemotherapy.
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Table 2, Response after 3 cycles of pemetrexed in NSCLC

Response No. of patients (%)

Complete response (CR)

0
Partial response (PR) 10 (11)
Stable disease (SD) 49 (55)
Progressive disease (PD) 30 (34)
Overall response (CR+PR) 10 (11)

NSCLC: non-small cell lung carcinoma; No: number.

0.00

T LML MN OO
AN T T LONWOWOONNO

target lesion (%)

-50.00

Change from baseline in

-100.00

-150.00 -
Patients number

Figure 1, Waterfall plot of response on pemetrexed in ad-
vanced NSCLC. Waterfall plot illustrates patients' re-
sponse to pemetrexed, Bars represent measurement for
Response Evaluation Criteria for Solid Tumor-designated
target lesions, Bars below the dotted line represent pa-
tients with confirmed partial response,
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Figure 2, Median survival and median progression free survival (PFS) curve of patients with pemetrexed chemotherapy.
The median survival time was 13 months and the median progression free survival time was 2.3 months,
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Table 3, Univariate and multivariate analyses for progression-free survival

Univariate analysis Multivariate analysis

Characteristics PFS (months)
p-value Odds ratio (95% Cl)

Smoking Current +Former 405 0.238 0.419

Never 3.23 (0.071~2461)
Histology Squamous cell ca, 207 04 2.370

Non-squamous cell ca, 3.07 (0.867 ~6.482)
No. of prior CTx, 2nd line 438 0.282 0.631

3rd or further 3.54 (0.225~1.770)
Stage 1B 539 0142 0.929

v 354 (0277 ~3.124)
ECOG PS 0~1 462 0.016 0.451

2 3.05 0174~1179)
Gender Male 3.69 0.571 1934

Female 408 (0.500~7 489)

PFS: progression-free survival, CI: confidence interval; No: number; CTx: chemotherapy; Ca: carcinoma; ECOG PS: eastern coopera-

tive oncology group performance status.

1 —— PFS of smokers with squamous
cell car.: 2.4 months
2 ---- PFS of non-smokers with squamous

cell car.: 1.8 months

PFS of smokers with non-squamous

cell car.: 3.4 months

4 ---- PFS of non-smokers with non-squamous
cell car.: 2.2 months
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Figure 3, Progression free survival (PFS) curve of patients
divided according to smoking and histology subtype, The
median progression free survival time of smokers with
non-squamous cell carcinoma was 3.4 months, which
was significant,
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Table 4, Toxicities* of pemetrexed chemotherapy

Gr 2
n (%)

Gr 3
n (%)

Gr 4
n (%)

Gr 1
n (%)

Hematologic toxicity

Neutropenia 4 (45) 5(56) 5(B6) 1(1.1)
Anemia 222 667
Thrombocytopenia 1011
Non-hematologic toxicity
Diarrhea 1(1.1)
Rash 2 (22
Gr: grade,

*Toxicities were evaluated according WHO toxicity criteria,
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