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Hematological malignancy has come to be curable by
pharmacotherapy. Actually, many patients with leukemia and
malignant lymphoma appreciate long term survival. Despite of
recent development of novel drugs, however, multiple myeloma
is still incurable because the patients occasionally develop
extramedullary diseases and become refractory to any
therapeutic regimens. Two decades ago, I started thalidomide
therapy for myeloma patients. After transient response, most
patients relapsed sooner or later.

We have challenged to clarify the molecular mechanisms of
malignant characteristics of myeloma such as extramedullary
lesion and chemo-resistance. For example, we found ectopic
expression of epithelial mesenchymal transition (EMT) genes or
reprogramming genes (so called Yamanaka genes) in myeloma
cells. These results suggested that myeloma cells trans-
differentiated into cells having solid tumor phenotypes. This
may relate to the malignant characteristics of myeloma.

In collaboration with outside laboratories, we have also
screened various chemical libraries to discover novel myeloma
drugs. For example, teratogenicity is always problematical in
thalidomide therapy. After extensive screening, we have isolated
a novel phthalimide-derivative, TCII, which exerts potent anti-
myeloma effects without binding to a thalidomide-induced
teratogenic molecule, cereblon. Our findings will be extended
not only to myeloma but to solid tumors. We are dreaming cure
of all malignant diseases by pharmacotherapy.
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