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MOLECULAR-TARGETED THERAPY FOR PROSTATE CANCER
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Once, prostate cancer becomes hormone-refractory, there are only a few effective therapies such as
docetaxel-based chemotherapies. Several molecular targeted therapeutic drugs have been tested for
prostate cancer such as endothelin-A receptor antagonist, endothelial growth factor receptor or platelet
derived growth factor receptor inhibitor. Nuclear factor kappa B (NFxB) is a key molecule for the
growth of prostate cancer. Therefore, NFxB can be a good target for the therapy. In fact, a couple of
NFxB inhibitors have been clinically or pre-clinically tested. Among them, Bortezomib and
thalidomide showed little clinical efficacy as a single therapeutic agent. However, these drugs exerted
clinical benefits to some extent when used with other chemotherapeutic drugs. Dexamethasone is also
an NT'»B inhibitor. Its clinical efficacy 1s through suppressing the adrenal androgen level. Besides
adrenal androgen blockade, dexamethasone suppresses the growth of prostate cancer via NFxB
inactivation, and also via the inhibition of interleukin-6 production which is reportedly important for

the growth of prostate cancer. One of the clinical benefits of dexamethasone treatment is the

improvement in anemia.

(Hinyokika Kiyo 54 : 63-66, 2008)
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Table 1. Molecular-targeted agents against hormone-refractory prostate cancer

HH 4 TR 7 TR &%
Atrasentan Endothelin-A R PSA response (ZH 275, Tk E TOMMER
Gefitinib EGFR PSA response (FH <, FRRBIRIFE
Imatinib PDGFR PSA response (ZHE\V172%, docetaxel & DBFHZNEAIFETE 5
Candesartan Angiotensin IT R PSA response 13#935%
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Thalidomide NFxB
Bortezomib NFxB

Docetaxel & OffHTRhF185H
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Molecular mechanisms of NF-xB activa-
tion and its target genes.

Table 2. Agents inhibiting the NF-»B activity
HHl% NExB B DOHST
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Fig. 2. Representative case showing clinically
good response to dexamethasone. A:
Paraaortic metastatic lymph nodes (before
dexamethasone treatment). B: Shrink-
age of metastatic lymph nodes (3 months
after dexamethasone treatment).

cytoplasm
Fig. 3. Mode of action of NF-»B inhibitors.
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