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stimulation seen with LHRH analogues
by blocking pituitary receptors and
thus they are not associated with a
surge in testosterone i.e. a flare. This
results in a more rapid achievement of
the castrate state. More rapid return of
testosterone with intermittent
application is potentially an additional
benefit. Currently they need to be
administered by monthly injection.

Hormone-refractory disease
In most cases, advanced prostate
cancers treated with any form of
androgen deprivation eventually begin
to progress, a phenomenon known as
hormone-refractory or androgen-
independent disease. An increase in
PSA level after initially successful
androgen deprivation almost
inevitably indicates impending clinical
progression. 

This group is, however, quite
heterogeneous, including men with
PSA rises only and no demonstrable
metastases, and men who have many
bone and visceral metastases, pain
and poor functional status; survival
can range from only a few months to
four years. Historically, therapy had
little impact beyond modest palliation;
however, treatments that may delay
the progression of symptoms, as well
as prolong survival, are becoming
available.

Docetaxel, a chemotherapy agent
which is a member of the taxoid family,
induces apoptosis in cells through
microtubule depolymerisation. It has
been tested in a randomised trial
against mitoxantrone and prednisone
in men with androgen-independent
prostate cancer. 

The results of this study (TAX-327)16

showed docetaxel, given in a three-
week schedule, to be superior to
mitoxantrone/prednisone in terms of
decreasing disease progression, PSA
response and improving pain. In
addition, docetaxol significantly
improved survival from a median of
16.4 months for mitoxantrone/prednisone
to 18.9 months for three-weekly
docetaxel, which correlates to a 24%
relative reduction in death.

The side effects associated with
docetaxel include neutropaenia, skin
reactions and gastrointestinal
problems. In the trial described, the
incidence of these side effects was
higher in the group receiving
docetaxel than in the group receiving
the mitoxantrone/prednisone
combination.

Novel therapies such as endothelin A
inhibitors, and a compound known as

abiraterone, are in development, but
none has been approved for clinical
use yet by regulatory authorities.

CONCLUSION 
Prostate cancer continues to touch
the lives of large numbers of men of
middle age and beyond, as well as
their families. As a result of concerted
efforts, both nationally and internationally,
the evidence base for diagnosis and
treatment of prostate cancer is steadily
improving and with it the outlook for
the very many individuals affected.15 
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Prostate cancer is currently diagnosed in more than   
34,000 men every year and claims more than 10,000
lives per annum in the UK. Recently, prostate specific
antigen (PSA) population screening has been evaluated
in two major randomised, controlled studies. Even though
the more mature European study confirmed that PSA
screening is capable of reducing prostate cancer
mortality, anxieties still persist, particularly surrounding
the issue of overdiagnosis of clinically insignificant cancer,
which may never be destined to result in morbidity or
mortality. 

The very recent identification of 29 genetic variants that 
predispose towards prostate cancer offers another, more
targeted, opportunity to reduce the death toll of this
increasingly prevalent disease. It also raises the possibility
of the identification of a sub-group of men who are
especially susceptible to prostate cancer.

Once prostate cancer has been detected, usually on the  
basis of a transrectal ultrasound-guided biopsy of the
gland, and secondary spread of the disease excluded, the
patient and his family are faced with the difficult decision
about which treatment option to select. In lower-risk
cases a programme of active surveillance may be
sufficient. In fitter men, with more clinically significant
disease, eradication of the cancer by surgical removal of
the gland is often involved, indeed this is the only
treatment which has been proven in a randomised
controlled trial to reduce both the rate of metastases and
mortality compared with watchful waiting.

Metastatic prostate cancer is associated with high
mortality – approximately 70% within 5 years. Androgen
deprivation, which has become the mainstay of
treatment, effectively reduces intraprostatic DHT
concentration by more than 80%, resulting in reduced
androgen receptor stimulation and increased prostate
cancer apoptosis. LHRH analogues, such as goserelin
acetate, buserelin and leuprolide, are highly potent LHRH
agonists. After administration, there is a transient initial
increase in LH secretion, and hence in testosterone
secretion; this is followed by desensitisation, resulting in a
fall in LH and testosterone secretion. A potential side
effect is tumour flare, which 8–32% of patients experience
as a result of the initial transient increase in testosterone.

In most cases, advanced prostate cancers treated 
with any form of androgen deprivation eventually begin
to progress, a phenomenon known as hormone-
refractory or androgen-independent disease. An increase
in PSA level after initially successful androgen deprivation
almost inevitably indicates impending clinical
progression. Docetaxel, given in a 3-week schedule, is
superior to mitoxantrone/prednisone in terms of
decreasing disease progression, PSA response and
improving pain. It also significantly improves survival.

Useful information 
Prostate UK 
www.prostateuk.org
The charity provides information for
healthcare professionals, patients with
prostate disease and their families




