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Introduction

• ASCO convened the Metastatic Prostate Cancer Expert Panel to 
review and update the 2004 recommendations for the initial 
hormonal management of androgen-sensitive, metastatic, 
recurrent, or progressive prostate cancer.

• The Expert Panel used an evidence-based strategy to form 
consensus on standard initial treatment options, anti-androgens 
as monotherapy, combined androgen blockade, androgen 
deprivation therapy (ADT), and intermittent androgen blockade.

• This Update addresses the palliation of prostate cancer using 
ADT when this form of therapy is considered the most 
appropriate initial treatment option.
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Guideline Methodology: 
Systematic Review

• The Expert Panel completed a review and analysis of data 
published since January 2003 to March 2006:

MEDLINE
Cochrane Database of Systematic Reviews
Physician Data Query Clinical Trials Database
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Background
• Prostate cancer (PCa) is the most common form of non-skin 

cancer in American men and the second leading cause of cancer 
death

• PCa can exist without death for up to a decade or more and many 
men with the disease die of other causes
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Background (cont’d)
• Surveillance or watchful waiting may appeal to men who can 

tolerate the knowledge of untreated cancer

• ADT palliation is the standard first-line treatment for patients with 
metastatic, recurrent or progressive disease. ADT palliation 
includes:

• Surgical or pharmacologic castration
• Anti-androgen therapy
• Combination of both

• Shared decision-making between patients and physicians is 
necessary for optimal use of ADT
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2006 Update Recommendation Questions

• For men with metastatic or recurrent androgen-sensitive prostate 
cancer, in whom ADT is considered the most appropriate initial 
intervention:

1. What are the standard initial treatment options?

2. Are anti-androgens as effective as other castration therapies?

3. Is combined androgen blockade better than castration alone?

4. Does early androgen deprivation therapy improve outcomes 
over deferred therapy?

5. Is intermittent androgen deprivation therapy better than 
continuous androgen deprivation therapy?
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What are the standard initial 
treatment options?

Recommended

Bilateral orchiectomy (surgical castration)
Medical castration w/LHRH agonists

Toxicities of castration include hypotestosteronemia, 
weight gain, mood lability, gynecomastia, fatigue, 
lassitude, cognitive changes, loss of libido

✗ Not Recommended DES
No longer commercially available in North America; 
associated with cardiovascular toxicities including 
myocardial infarction, stroke, and pulmonary 
embolism

Note: Long-term castrate levels of testosterone can induce osteopenia and hypercholesterolemia
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Standard initial treatment 
options (cont’d)
Initial Tx Option Benefits Harms

Bilateral 
Orchiectomy

•Rapid palliation
•Patient compliance
•Relative low costs

•Traumatic
•Nonreversible
•Toxicities
•Minor risk of surgical complications

Medical 
Castration 
w/LHRH 
agonist*

•Less emotionally taxing
•Potentially reversible
•Some toxicity-related 
symptoms resolve after 
cessation of therapy

•More expensive than orchiectomy
•Toxicities
•Patients may experience flare 
phenomenon (initial worsening of 
signs/symptoms)

• Oncologists should discuss treatment options with their patients

* Contraindicated as monotherapy in men with impending spinal cord compression, urinary 
obstruction, or pain due to the potential for exacerbating symptoms.
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Are anti-androgens as 
effective as other castration? 
therapies?Anti-Androgen Recommendation Vs. Medical/Surgical 

Castration

Nonsteroidal (NSAA)
[Agents: bicalutamide, 
flutamide, nilutamide]

NSAA monotherapy may 
be discussed as an 
alternative

Equivalent overall survival 
compared to orchiectomy
with less toxicity regarding 
loss of libido and physical 
capacity

Steroidal
[Agents: cyproterone

acetate, goserelin acetate]

Steroidal anti-androgen 
monotherapy should not
be offered

Inferior time to progression 
of disease compared to 
LHRH agonists

• Both forms of anti-androgens have been associated with hepatotoxicity
• Additional NSAA toxicities include gynecomastia and breast pain
• Cyproterone acetate is only available in Canada and Europe
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Is combined androgen blockade 
better than castration alone?
• Combined androgen blockade (CAB) should be considered

• Survival is greater with the addition of a non-steroidal anti-
androgen to medical or surgical castration (increased side effects 
may occur)

• Though survival benefits are not yet available bicalutamide CAB
should be considered

Commonly-used
Once-a-day dosing
Lowered gastrointestinal and ophthalmologic side effects than other NSAAs

✗ More expensive than other NSAAs though cheaper than newer systemic 
therapies

✗ May not be covered by health plans
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Does early ADT improve 
outcomes over deferred therapy?

• For patients with metastatic or progressive PCa:
– 17% decrease in relative risk (RR) for PCa-specific mortality 
– 15% increase in RR for non-PCa-specific mortality
– No overall survival advantage for immediate institution of ADT 

versus waiting until symptom onset for patients

• For patients with recurrent disease, clinical trials should be 
considered (if available)

• The Panel cannot make a strong recommendation for the early 
use of ADT

• Patients that decide to wait until symptoms develop before 
beginning ADT should have regular visits for monitoring
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Is intermittent ADT better than 
continuous ADT?
• Data are insufficient to support the use of intermittent androgen 

blockade outside of clinical trials

Ongoing Clinical Trials*
Clinical Prospective Trial Name Status

Timing of Androgen 
Deprivation (TOAD) Opened in 2004 Timing of androgen 

deprivation therapy after 
radical radiation Early vs. Late Androgen 

Ablation Trial (ELAAT) Opened in 2006 

Southwest Oncology Group 
(SWOG 9346) Open and accruing patients 

Intermittent versus 
continuous androgen therapy National Cancer Institute 

Canada (PR7) 
Reached accrual goals; 

first analysis in 2013

* All studies include quality of life as an outcome measure
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Summary
Treatment Option Recommended ✗ Not Recommended

Initial Treatment Options

Bilateral orchiectomy
or

Medical castration with 
LHRH agonists

DES

Anti-Androgens NSAA monotherapy may 
be discussed

Steroidal anti-androgens 
as monotherapy

Combined Androgen 
Blockade

CAB should be 
considered

Early Use of ADT Panel cannot make a 
strong recommendation

Intermittent Androgen 
Blockade

Data insufficient to 
support its use



©American Society of Clinical Oncology 2007

Additional ASCO Resources

• The full-text guideline as well as the following 
tools and resources are available at: 
http://www.asco.org/guidelines/asprostate

– Summary Slide Set
– Guideline Summary
– ASCO Patient Guide
– Revisions Table
– Treatment Algorithm

http://www.asco.org/guidelines/asprostate
http://www.plwc.org/portal/site/PLWC/menuitem.169f5d85214941ccfd748f68ee37a01d/?vgnextoid=33d241eca8daa010VgnVCM100000ed730ad1RCRD
http://www.asco.org/ASCO/Downloads/Cancer Policy and Clinical Affairs/Clinical Affairs (derivative products)/Andro-Sen Revisions Table.pdf
http://www.asco.org/ASCO/Downloads/Cancer Policy and Clinical Affairs/Clinical Affairs (derivative products)/Andro-Sen Treatment Algorithm.pdf
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ASCO Guidelines
It is  im portant to  rea lize  that m any m anagem ent questions have not been 
com prehensive ly addressed in  random ized tria ls and gu ide lines cannot a lways 
account fo r ind ividua l varia tion  am ong patien ts.  A  gu ide line  is  no t in tended to  
supp lant physician judgm ent w ith  respect to particu lar patients or specia l c lin ica l 
s itua tions and cannot be  considered inclusive  of a ll p roper m ethods of care or 
exclusive  o f o ther trea tm ents reasonab ly d irected a t ob ta in ing the  sam e resu lts.  
Accord ingly, ASC O  considers adherence to  th is gu ide line to  be  vo luntary, w ith  
the  u ltim ate  determ ination  regard ing its  app lica tion  to  be m ade by the physic ian 
in  ligh t of each patient’s ind ividua l c ircum stances.  In  add ition , the  gu ide line  
describes adm in istra tion of therap ies in c lin ical p ractice ; it cannot be assum ed to  
app ly to  in terventions perform ed in  the  context o f c lin ica l tria ls, g iven that c lin ica l 
stud ies are  designed to  test innovative  and nove l therap ies in  a d isease and 
setting for wh ich better therapy is needed.  Because gu ide line deve lopm ent 
invo lves a  review and synthesis of the  latest lite ra ture , a  practice  gu ide line  a lso  
serves to  identify im portant questions for fu rther research and those settings in  
wh ich  investiga tiona l therapy shou ld  be considered. 
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