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Fig. 1. ADCC activities of anti-HM1. 24 mAb against ARH77 cells by human PBMC
Humanized anti-HM1.24 mAb

Mouse anti-HM1.24 mAb
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Immunotherapy of multiple myeloma with monoclonal antibody

Masaaki Kosaka and, Shuji Ozaki
First Depertment of Internal Medicine, The University of Tokushima School of Medicine, Tokushima

SUMMARY

Multiple myeloma is so far an incurable malignancy because of marked resistance of
tumor cell to conventional chemotherapeutic agents even if myeloablative treatment has
been applied with hematopoietic stem cell transplantation. The challenge remains to de-
velop less toxic, but more effective, targeted therapies. We have generated a monoclonal
antibody (mAb), which detects a human plasma cell specific antigen, HM 1.24, to develop a
new immunotherapy for multiple myeloma. This mAb has been shown to inhibit the prolif-
eration of human myeloma cells implanted into severe combined immunodeficiency mice by
antibody-dependent cell-mediated cytotoxicity (ADCC) and/or complement-dependent
cytotoxicity (CDC).
patients, the murine mAb was humanized through genetic engineering methods to amelio-

Subsequently, for the clinical application to treatment of myeloma

rate the host humoral response and to mediate ADCC against myeloma cells in the presence
of human effector cells, CD 16" NK cells. Using the humanized anti-HM 1.24 mAb, but not
the murine mAb, the peripheral blood mononuclear cells (PBMCs) from myeloma patients
exhibited ADCC activity as efficiently as those of healthy donors. These results promise
that humanized anti-HM 1.24 has potential as a new therapeutic strategy in refractory

multiple myeloma.
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