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C Y TO TO X IC  DR UG S as f irst  treatm ent
in  bone m etastases

Not hormonoresponsive tumors
Lymphangitic pulmonary metastases
Liver metastases compromised hepatic function
Need of a rapid response
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Reduction of bone m etastases
related  pain  as a new  m arker
of tum or response
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Bone metastases

Visceral metastases
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C yto to xic  c he m o the ra p y fo r
 ho rm o ne -re sista n tADVANC ED

PRO STATE C ANC ER
Yagoda A, PetrylaK D

Cancer, 1993 Feb 1; 71(3 Suppl.): 1098-109

hormone-refractory prostate cancer unresponsive to cytotoxic agents.

documentation of response complicated by a lack of established criteria
to judge activity in a disease in which few patients had measurable soft 
tissue lesions
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Comparison of  Baseline Caracteristics of  
Patients Randomly assigned to the Tra ils

SWO G 9 91 6  a nd  TAX32 7
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E fficacy outcom es from  the
TAX  327 tr ia l 
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Kaplan-Meier Estimates of the Probability of 
Overall Survival in the Three Groups

Tannock I et al. N Engl J Med 2004;351:1502-1512
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Future for the 
P rostate C ancer  w ith

Treatm ent of

BO NE  M ETA STASES 

Classic cytotoxic agents

Vaccines

Radiolabeled moAb

Targeted agents
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Satraplatin
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 tria l SPARC

pts

Satraplatin + prednisone

Placebo + prednisone



Atrasentan

Endothelin-A receptor (ETAR) antagonist

Endothelin-1 (ET-1) is implicated in the development of the
osteoblastic bone lesions that characterize metastatic
disease.

SWOG S0421 trial, a randomized, placebo-controlled
phase III trial designed to compare docetaxel, prednisone,
and atrasentan with docetaxel plus prednisone alone in
men with advanced HRPC.
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Calcitriol

ASCENT trial
randomized, double-blinded, placebo-controlled trial evaluating
the combination of docetaxel with the proprietary high-dose
calcitriol formulation DN-101
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Antiproliferative and proapoptotic effects in prostate cancer



Bevacizumab
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Thalidom ide

Thalidomide is a putative angiogenesis inhibitor. It inhibits
angiogenesis and reduces VEGF levels

Bevacizumab, a humanized monoclonal antibody that targets
VEGF

The National Cancer Institute is currently conducting a phase II
study of a four-drug combination consisting of docetaxel, 
prednisone, thalidomide, and bevacizumab in men with
chemotherapy-naive progressive HRPC, and the CALGB is
coordinating a phase III, double-blinded, placebo-controlled trial of 
docetaxel plus prednisone with or without bevacizumab
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Inhibitor of PDGF-receptor signalling pathway implicated in
tumor angiogenesis and bone formation.

Administered with zolendronic acid and paclitaxel in an
experimental model of bone metastases of human prostate
cancer

Combination with docetaxel

Gleevec
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PSA, prostatic acid phosphatase, 
and prostate membrane antigens 
have been used as targets for
developing immunotherapy.
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Synergistic action  of
C Y TO TO X IC  DR UG S and BISPH O SPH O NAT ES
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In the clinic, chemotherapy and bisphosphonates are not
given in any particular sequence, and tratment intervals
vary; preclinical data indicate that to achieve maximum
effects from the combination of treatments, the sequence
and the timing of drug administration have an important role
and could determine the efficacy of the therapy, both in 
advanced disease and in the adjuvant setting.

conclusions
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