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WFZER RO EE (330) : Malignant pleural mesothelioma (MPM) is difficult to diagnose at
an early stage. The present study attempted to identify tumor—associated antigen, which
is applicable for surrogate biomarkers of diagnosis or for antigen—targeted therapy for
MPM.

Bulk cytotoxic T lymphocytes (CTL) were induced successfully by co—culture of
lymphocytes and the autologous MPM cell line L324MSO. Then, CTL clone was established
by the limiting dilution method. CTL clone showed cytotoxic activity against L324MSO,
but not autologous PHA blast or K562 in an HLA- restricted manner. Using the CTL clone,
an antigen—coding gene has been screened using the ¢DNA expression cloning technique.

On the other hand, tumor—associated antigens were also identified by using antibody
derived from tumor—infiltrating B lymphocytes in MPM. Immunoscreening of the cDNA
libraries was carried out by serological identification of antigens by a recombinant
expression cloning method (SEREX), and 2 antigens were identified as MPM-associated
antigens (Gene—X and thrombospondin-2 (THBS-2)). Antibodies against Gene—X and THBS-2
in the sera were measured by ELISA method. A total of 124 sera were investigated; 97
patients were finally diagnosed with MPM and 27 were diagnosed as non—malignant diseases
(NM). The serum antibody—titer against THBS-2 was significantly higher in MPM patients
than in NM (P<0. 01), but there was no difference in the serum antibody-titer against Gene—X.

The serum antibody—titer against THBS—2 was a useful non—invasive marker in the diagnosis



of MPM. Furthermore, the suppression of Gene—X and THBS—-2 expression by transfection with

small interfering RNA resulted in suppression of the cell cycle associated gene and

apoptosis associated gene, and the growth inhibition of MPM cell lines. These results

may indicate that Gene—X and THBS—2 are may be a useful candidate as a target for specific

immunotherapy.
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