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ABSTRACT —— Objective. We analyzed the clinical features and outcomes of malignant pleural mesothelioma pa-
tients treated with pemetrexed. Method. From February 2007 to December 2009, 34 patients enrolled with the
Nagasaki Thoracic Oncology Group were treated with pemetrexed. Results. Of the 34 patients, 28 were men and 6
were women with a median age of 68 years old (range 53 to 81). Twenty-six patients (76.5%) had exposed to as-
bestos. The histological subtype was epithelioid in 16 patients, sarcomatoid in 10 patients, biphasic in 5 patients,
unknown in 3 patients. Twenty-five patients were chemotherapy-naive patients and 8 patients had received prior
chemotherapy. Thirty patients had received pemetrexed and cisplatin chemotherapy. Three patients had re-
ceived pemetrexed and carboplatin chemotherapy. One patient had received pemetrexed monotherapy. In pe-
metrexed (500 mg/m?2) and cisplatin (75 mg/m2) group, grade 3 or 4 leukocytopenia was recorded in 2 patients
(8.3%), grade 3 or 4 neutropenia was recorded in 5 patients (20.8%), grade 3 or 4 gastrointestinal toxicities were
recorded in 2 patients (8.3%). The response rate was 12.5%, the median survival was 14.4 months. Conclusion. In
this study clinical efficacy and toxicities of malignant pleural mesothelioma patients treated with pemetrexed and
cisplatin chemotherapy are comparable to previous prospective studies.
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Table 1. Therapeutic Regimen

Combination therapy number cycles (median)
CDDP (mg/m?/Pem (mg/m?
75/500 24 1-8 (3)
60/500 1 3
45/350 2 1
<30/500 3 24 (3)
CBDCA (AUC)/Pem (mg/m?)
5/500 1 4
4/500 2 4

Monotherapy
Pem (mg/m?
500 1 4

CDDP: cisplatin, Pem: pemetrexed, AUC: area under the blood
concentration time curve.
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Table 2. Response Rate of 24 Patients Treated with
CDDP (75 mg/m?)/Pem (500 mg/m?)

Table 3. Analysis of Prognostic Factors by Cox’s Propor-
tional Hazards Model

CR PR SD PD Total RR (%)
1st line 0 3 15 1 19 15.8
2nd line- 0 0 4 1 5 0
Total 0 3 19 2 24 125

CDDP: cisplatin, Pem: pemetrexed, CR: complete response,
PR: partial response, SD: stable disease, PD: progressive disease,
RR: response rate.
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Figure 1. Overall survival of 24 patients receiving peme-
trexed (500 mg/m?)/cisplatin (75 mg/m?). Kaplan-Meier
curves for overall survival. Tick marks indicate patients
for whom data were censored at the data cutoff point.
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Univariate Analysis

Variable HR 95%CI P-value
Age >68 1.442 0.454-4.578 0.5313
Gender male 0.465 0.098-2.207 0.3356
Asbestosis  yes 1.247 0.335-4.641 0.7418
Histology . 3534 1.105-11.293 00331
sarcomatoid + unknown
Stage III, IV 2.048 0.550-7.628 0.2849
Operation yes 0.719 0.194-2.662 0.6224

HR: hazard ratio, CI: confidence interval.
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Figure 2. Overall survival of 24 patients receiving peme-
trexed (500 mg/m?)/cisplatin (75 mg/m?) according to his-

tological subtypes; log-rank P =0.0235. epi+ bi, epithelioid
+ biphasic; sar + unk, sarcomatoid + unknown.
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Table 4. Poor Prognostic Factors of Malignant Mesotheli-
oma Patients in Multivariate analysis (Curran D, 1998)

Variable Number MST (months)

Performance Good (0) 78 10.7
status Poor (1-2) 126 72
WBC count High (>8.3) 101 6
(> 1000/p) Low (<823) 101 104
Gender Male 181 8.1

Female 23 117
Histologic Definite 139 9.8
diagnosis Possible 56 6
Sarcomatous Present 15 5
subtype Other subtype 169 8491

MST: median survival time, WBC: white blood cell.
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