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Defining Advanced Stage Disease

There are two types of staging in prostate cancer.  Clinical staging is when we diagnose prostate cancer 
in the office.  Early stage disease is T1 and T2: T1 is nonpalpable, but in T2, an abnormality can be felt. 
Early stage disease can be very well cured by definitive therapy, either radiation or surgery.  When a 
tumor actually grows in volume and takes up a large portion of the prostate, or spreads through the  
organ capsule as in T3, or spreads to contiguous organs such as the bladder or rectum as in T4, this 
constitutes advanced disease which often cannot be cured by one modality alone.  Advanced or high 
grade disease is also defined by the presence of Gleason sum of greater than or equal to eight, PSA 
level greater than 20, and a clinical stage of T3 or greater.  Patients with advanced disease are likely to 
have greater tumor volume, higher grade tumor, and an increased likelihood of regional spread.

Survival studies have shown that if you can treat the disease while still organ confined, over 90% of 
patients are alive between 10-15 years following radical prostatectomy.  If the disease penetrates the 
capsule, survival decreases; once it enters seminal vesicles or lymph nodes, survival drops markedly.

Other  diagnostic  tools  that  we  use  in  addition  to  the  physical  exam and  biopsy  for  detection  of 
advanced stage disease include CT scan and bone scan.  Current trends in high risk prostate cancer 
include fewer men presenting with locally advanced prostate cancer, and increasing use and recognition 
of other treatment modalities besides surgery and radiation.  Yet, there is no consensus regarding the 
optimal treatment for locally advanced prostate cancer, so treatment oftentimes is individualized.

Treatment Considerations for Advanced Stage Disease

Patients  classified  with  high  risk  locally  advanced  prostate  cancer  do  not  have  a  uniformly poor 
prognosis following surgery.  Radical prostatectomy with pelvic lymph node dissection removal can 
cure  some  men.   After  removing  the  prostate,  the  most  important  pathologic  criteria  predicting 
prognosis post-surgery include Gleason score; the surgical margin status; and how far the tumor spread 
locally, i.e., did it spread to the extracapsular areas, seminal vesicles, or lymph nodes.

For some high risk patients, integrating multiple therapy approaches, combining local and systemic 
disease therapy might be advantageous; without the use of secondary treatments, five-year biochemical 
relapse is higher than 60%.  Secondary treatments include radiation or hormone therapy.  Studies with 
early radiation therapy following prostatectomy have shown beneficial effects on delaying progression 
of cancer as well as lower rates of metastatic disease at five years.  Yet, practice must balance the side 
effects of radiation with the patient’s quality of life and patient wishes.
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Likewise,  hormonal  therapy  is  often  employed  following  surgical  treatment.   Giving  androgen 
deprivation or hormonal therapies early may improve survival.  Treatment is often individualized based 
on patient wishes as well as physician’s practice pattern.  Alternative methods of manipulation such as 
intermittent androgen ablation remain investigational.  A spectrum of adverse effects associated with 
hormone therapy can affect quality of life.

Primary treatment with radiation can treat prostate cancer as opposed to surgery.  Overall survival with 
radiation therapy alone after ten years is under 50%.  Hormonal therapy is typically started prior to 
initiation of radiation therapy and continued two years post-treatment for patients with high risk cancer.

Rising PSA After Primary Treatment

Following primary therapy, either radiation or surgery, PSA recurrence is assessed.  PSA recurrence or 
relapse  or  biochemical  recurrence  post-surgery  occurs  in  approximately  50,000  men  per  year. 
Management remains controversial as the course of disease is highly variable.

After surgery, PSA recurrence is defined as a PSA greater than or equal to 0.4 ng/mL at least eight  
weeks post-op with continued PSA rises.  Date of failure is backdated to the first date of the detectable 
PSA even though it might not be up to 0.4 ng/mL.  The definition of PSA recurrence after radiation 
therapy is more difficult to define; it is three consecutive PSA rises separated by three months between 
measurement after radiation therapy starting at least two years after starting radiation.  A new zero level 
does not often take place for 18 months after starting radiation.  PSA bounce occurs in some patients 
during which time PSA bounces or elevates from between one-and-a-half to three years post-treatment.

Nomograms can help with assessing the risk for biochemical  recurrence.   There are  a  total  of 14 
nomograms or models in existence; not all deal with PSA recurrence.

With PSA recurrence, the challenge for clinicians is to determine whether the recurrence is local in the 
prostate bed versus distant.  Usually imaging studies such as CT scans or bone scans are employed. 
Early or small metastatic sites can be difficult to detect; a bone scan cannot detect a metastatic site until 
PSA gets above 20.  PET scans as well as ProstaScint scans are still considered investigational.  MRI 
scanning can aid in identifying soft tissue recurrence in the pelvis but is still somewhat investigational.

Factors which favor local recurrence include low PSA, low clinical or pathologic T stage, long PSA 
doubling times, lower grade tumors, and long time from treatment.  These patients usually have a good 
response  after  salvage  radiation  given  to  the  prostate  bed.   Treatment  related  side  effects  include 
bowel/bladder  irritation,  bladder  neck  contractures,  and  erectile  dysfunction.   Biopsying  for  BCR 
would be considered with abnormal DRE in a post-surgery patient,  although most  patients  with a 
biochemical recurrence do not have a palpable abnormality upon exam.

Factors which favor distant metastatic disease include high grade disease, a PSA recurrence in less than 
two years, or a PSA doubling time of less than ten months.  Systemic therapy is usually indicated.

Systemic Therapies

Hormone therapy, or androgen deprivation therapy, is usually the first systemic therapy given for a 
rising PSA, usually given to patients with a distant spread of their disease.  It can be given also in 
combination with salvage radiation therapy for local recurrence.  The rationale for hormonal therapy is 
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that testosterone and its metabolites are responsible for growth of both normal and cancerous prostate 
tissue; various medications block production of testosterone or its action on cells, which ultimately 
prevents  prostate  cancer  from growing.   It  is  a  temporary  solution,  not  intended  to  be  curative.  
Orchiectomy or surgical castration is another method of hormone therapy.  Side effects of hormone 
therapy include risk of impotence, gynecomastia, depression, and weight gain, among other things.

Another systemic therapy is chemotherapy, using agents such as docetaxel or mitoxantrone.  Docetaxel 
is considered standard of care for hormone refractory prostate cancer; it has been shown to prolong 
progression-free survival,  and to  improve pain and quality of life.   Toxicity of docetaxel  includes 
myelosuppression, fatigue, and edema.

In summary,  rates  of  advanced or  high risk prostate  cancer  have decreased  as  we have improved 
diagnosis.  Advanced stage prostate cancer treatment is often individualized and often requires multiple 
methods  of  treatment.   Hormone therapy is  palliative  and  associated  with  side  effects.   Systemic 
chemotherapy is indicated when hormone therapy fails.
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