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Current Status and Future Direction of Japan’s Clinical Trial for
Malignant Pleural Mesothelioma
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Abstract The feasibility and efficacy of trimodality therapy for malignant pleural mesothelioma
(MPM) are still controversial mainly due to the lack of clinical evidence. Although three major clinical trials
on this therapy have been recently reported from North America and Europe, it remains unclear whether
results in Caucasian populations may be directly applicable to Asian populations. In this context, as a
project of the “Comprehensive approach on asbestos-related diseases” supported by the “Special Coordina-
tion Fund for Promoting Science and Technology of MEXT, Japan”, a prospective multi-institutional study
has been planned to evaluate the feasibility of induction chemotherapy using pemetrexed plus cisplatin, fol-
lowed by extrapleural pneumonectomy (EPP) and postoperative hemithoracic radiation in patients with
resectable MPM. Primary endpoints are macroscopic complete resection rate by EPP and treatment-related
mortality for trimodality therapy. The study was initiated in May 2008 and patient enrollment was finished
in November 2010.
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Exploratory Study on the Detection of Markers for Diagnosing Early-Stage
Malignant Mesothelioma
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Seiki HASEGAWA® and Takashi NAKANO™!
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*2Second Department of Surgery, School of Medicine, University of Occupational and Environmental Health, Kitakyushu, Japan
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Abstract Malignant mesothelioma (MM) is a highly aggressive, incurable neoplasm associated with
asbestos exposure. Early detection of MM is not easy and radiolegical surveillance is imperfect. The use of
blood-based biomarkers might solve this difficulty and allow detection of MM at an early stage when com-
bined treatment involving surgery, chemotherapy and radiotherapy might be effective. In the research
project entitled “Comprehensive approach on asbestos-related diseases” supported by the “Special Coordi-
nation Funds for Promoting Science and Technology (H18-1-3-3-1)”, we conducted an exploratory study on
the detection of markers for diagnosing early-stage MM. :

In this study, we have shown that serum soluble mesothelin-related peptide (SMRP) is a highly specific
and moderately sensitive biomarker for diagnosing MM. SMRP levels in pleural effusion were elevated not
only in advanced-stage malignant pleural mesothelioma (MPM), but also in early-stage disease. SMRP in
pleural effusion can be an MPM-specific biomarker with greater sensitivity than in serum, especially for the
early stage of the disease. Circulating tumor cells (CTCs) and circulating endothelial cells (CECs) were con-
sidered to be useful surrogate markers of disease progression in MPM, although the lack of sensitivity for
early-stage disease remains to be improved. Cytological analysis with gene expression profiling has been
more effective in detecting early-stage MPM with pleural effusion.

In conclusion, blood or effusion-based biomarkers, possibly in combination with other new modalities,
such as a thoracoscopy combined with the advanced imaging systems consisting of autofluorescence imaging
(AFY) and narrow band imaging (NBI), will show some promise for curing MPM if the disease is detected
at an early stage.

Key words: malignant mesothelioma (BHEAFEE) , early stage (BBHH) , biomarkers (34 F~—n—),
soluble mesothelin-related peptide (FJ%EIx v 5V vEEER)
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