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FAMOUS MEN WITH PROSTATE CANCER



PROSTATE RISK CALCULATOR



Race/Ethnicity Male

All Races 156.0 per 100,000 men

White 149.5 per 100,000 men

Black 233.8 per 100,000 men

Asian/Pacific Islander 88.3 per 100,000 men

American Indian/Alaska Native 75.3 per 100,000 men

Hispanic 107.4 per 100,000 men

Incidence Rate by Race



SURVIVAL FROM DIAGNOSIS



Prostate Cancer 
Autopsy studies 

• 40 - 50  Y.O. - 1/3 risk of harboring small cancers 

• 60 - 70 Y.O. - 60% risk of Prostate cancer 

• Lifetime Risk of being diagnosed with prostate cancer is 1 in 7 

• Highest Risk - Westernized Nations 
Lowest  Risk - Asian Nations 

                      



DIAGNOSIS



DIAGNOSING PROSTATE CANCER

PSA
•Glycoprotein 

•Produced by prostate epithelial cells 

•Free or Complexed (bound to protein) = Total PSA 
                    CANCER       < 5%     F/T ratio 
                               BENIGN       >28%    F/T ratio 
                 



FOLLOWING THE PATIENT

PSA density - PSA / prostate volume (0.15 ng/ml)

PSA velocity - increase of 0.4 ng/ml for patients under 60 yrs old

PSA value - age related values

0.75 ng/ml for patients over 60 yrs old



AGE RELATED PSA

AGE (years) PSA cut-off (mg/ml)

50 - 59

60 - 69

70 + 

> 3.0

>4.0

>5.0

Note: For patients taking finasteride consider doubling the PSA results



DRE



ULTRASOUND



MRI



MRI - ULTRASOUND FUSION



STAGING



PROSTATE STAGING



STAGING  -  TNM





GRADING



GRADING



PROGRESSION TO MALIGNANCY

BENIGN 

HGPIN - HIGH GRADE PROSTATE INTRAEPITHELIAL 
HYPERPLASIA 

ASAP - ATYPICAL SMALL ACINAR PROLIFERATION 

ADENOCARCINOMA



PARTIN TABLES





Screening



American Urologic Society  
Prostate Cancer Screening Guidelines

• Beginning at age of 50, all men with a ten year life expectancy 
should be offered both PSA and DRE annually 

• Men in high risks groups, such as African-Americans or those with 
a family history should start at age 40



PLCO SCREENING TRIAL 
• ENROLLMENT - Men between 55 & 74 yrs. 

• STUDY- 1993 - 2001 enrollment 

• RANDOMIZED - Prostate cancer screening group vs control group 

• SCREENING GROUP - Annual PSA for 6 yrs. plus DRE for 4 yrs. 

• PSA - PSA over 4 ng/ml considered positive 

• SAMPLE SIZE - 76,693 men 

• DURATION OF FOLLOW-UP - 11.5 yrs,   2/3  followed for 10 yrs. 

• COMPLIANCE - 85% in the screening group.  Control group PSA screening 40% in 1st yr., 52% by yr. 6

PROSTATE, LUNG, COLORECTAL, OVARIAN



PLCO RESULTS

• Incidence of Prostate Cancer higher in screening group than control group 

• Trend of increased cancer detection in screening group remained steady between 
year 2 and 10 

• Rate ratio for prostate cancer in comparing both groups at 10 yrs. was 1.17 

• Most Cancers - stage 2, Gleason  6 at discovery 

• Advanced cancer detection - similar in both groups 

• At 7 years - incidence of death was similar in both groups 

• Overall mortality similar in both groups



ERSPC STUDY

• Enrollment - men between 55 and 69 years 

• PSA - cut off for a positive PSA between 2.5 and 4.0 ng/ml 

• Sample Size - 162,243 men 

• 82% of men in screening group received prostate cancer screening at least once. 
16% of all PSA tests were positive at F/U 

• Incidence rates of prostate cancer during a median of 9 years of F/U was:                               
screening group 8.2% & control group 4.8 %    

• Main difference between PLCO and ERSPC outcomes was the significant decrease in 
the risk of prostate cancer mortality in the screening vs control group           

European Randomized Study of Screening for Prostate Cancer



ERSPC (European Randomized Study of Screening for Prostate Cancer)   13 yr follow-up 
  
•Increase in the relative reduction of prostate cancer mortality in 9 & 11 yr follow-up 

•27% decrease in prostate cancer mortality among the screening cohort 

•Equaling 1 prostate cancer death avoided per 27 cancer diagnosis in 781 men  
screened

PSA Screening



PSA Screening Study  ---  Goteborg

20,000 nonrandomized patients  -  10,000 control / 10,000 screened 
Screening - every 2 yrs from 1995 to 12/31/12  ----  18 yr follow-up 
Prostate bx if PSA  >2.5

At 18 yrs 
1,396 men dx’d with Prostate Ca   --  79 died of prostate ca in screening group 
 936   men dx’d with Prostate Ca   -- 122 died  of prostate ca in the control group

Screen  --- incidence/ mortality    16%/0.98% 
Control --- incidence/ mortality     11%/1.5%

Conclusion 
Organized screening reduces Prostate Ca mortality but is associated with over diagnosis



•Ecology studies suggest that screening with PSA testing can reduce the risk for mortality due to 
prostate cancer. 

•Surgery, radiation therapy, & androgen - deprivation therapy can all improve survival outcomes 
among men with prostate cancer, but all of these treatments are associated with significant rates of 
adverse events. 

•In the PLCO trial, screening for prostate cancer failed to significantly improve the risk of prostate 
cancer mortality. However, this trial was limited by the high rate of crossover into screening for prostate 
cancer  among the control group. 

•The ERSPC trial found a significant 20% decrease in the risk of prostate cancer mortality associated 
with a PSA screening protocol. 

•Clinicians should discuss risks and benefits of screening for prostate cancer before screening begins 
(ie. not after the information from screening test is available).

SHOULD WE SCREEN FOR PROSTATE CANCER ?



WHAT’S NEW



OncotypeDX -  Personalized risk assessment, Bx based, 17 gene based 
                            GPS (Genomic Prostate Score)   

ConfirmMDx - Prostate tissue based to determine need for additional Bx. 
                      3 gene methylation 

Polaris - Post prostatectomy based to determine relative risk of recurrence or 
                   Prostate tissue based to evaluate for active surveillance, 46 gene based 

Decipher - Post prostatectomy based to determine need for additional treatment, 
                     pT2 with positive margins or pT3 disease,  22 gene based 

Prostate Cancer Genomic Test



4 K score Test

•Total PSA 

•Free PSA 

•Intact PSA - Proprietary, OPKO lab 

                             h - K2 (human Kallikrein protein) 

•Age, DRE, Prior Bx Status 
                            

% risk of having aggressive prostate cancer



Androgen Receptor  Splice Variant 7 - Taxanes in mCRPC

CTC (Circulating tumor cells) from men with castrate - resistant P. Ca examined using 
reverse- transcription polymerase chain rxn assay for androgen receptor splice variant 7

To determine relationship between AR-V7 status and response to treatment with 
Taxanes vs treatment with Enzalutamide or Abiraterone

Treatment with Taxanes resulted in a better response then Enzalutamide or Abiraterone 
in AR - V7 positive men. 

Outcomes similar in AR - V7 negative men

Antonarakis, ES  JAMA  2015; 1(5):582-591 --  Johns Hopkins

Taxanes; diterpenes produced by the plants of the genus Taxus(yews), use as chemotherapy, ie Taxotere



METASTATIC 
PROSTATE 
CANCER 

WHAT IS NEW



SEQUENCING



Treatment for 
Prostate Cancer 

Guidelines 



Treatment for Metastatic Prostate Cancer 
First Options

LHRH agonist (GnRH analog) 
   Lupron Depot, Eligard, Trelstar (triptorelin) 
    

Firmagon (GnRH antagonist)

With/without

Antiandrogen 
    Casodex (Bicalutamide)

or



Continuous vs Intermittent Hormonal therapy

Continuous :  Traditional 
                     Possibly slight survival advantage 

Intermittent : Increased quality of life 
                     No reduction of embolic or bone related 
adverse effects 

SWOG trial - 1134 patients, mean age 71.5 yrs



FDA Approved Treatment Options for Prostate Cancer

•Casodex (Bicalutamide) 
•Firmagon (Degarelix) 
•Jevtana (Cabazitaxel) 
•Lupron (Leuprolide Acetate) 
•Mitoxantrone Hydrochloride 
•Prednisone 
•Provenge (Sipuleucel-T) 
•Taxotere (Docetaxel) 
•Viadur (Leuprolide Acetate) 
•Xofigo (Radium-223 Dichloride) 
•Xtandi (Enzalutamide) 
•Zoladex (Goserelin Acetate) 
•Zytiga (Abiraterone Acetate)



Provenge (sipuleucel-T)                        Dendreon Corp.                     $93,000/R’t 
Zytiga (abiraterone acetate)                  Janssen Biotech, Inc.             $110,000/yr 
Xtandi (enzalutamide)                           Astellas Pharma US, Inc.       $110,000/yr 

     
Xofigo (radium Ra 223 dichloride)         Bayer HealthCare Pharmaceuticals 

                                                           6 sc injections ($ 12,500 - 34,500/injection) 
                                                                    Total cost $75,000 - $207,000

mCRPC  Treatment options 
newer options



PROVENGE 
Designed to induce an immune response targeted against PAP (prostatic acid phosphatase). 

Consists of autologous peripheral blood mononuclear cells, including antigen-presenting cells (APC) 
that have been activated ex vivo with a recombinant antigen. 

NOTE: The antigen PAP is found on  > 95% of prostate tumors. 

Used in Castrate - Resistant metastatic patients. 

Well tolerated. Adverse events <15%. 
     Chills, fatigue, fever, back pain, nausea, joint aches, headaches 

Improvement in median survival in mildly symptomatic CRPC pt’s is 4.1 mos. (21.7 to 25.8 mos.) 

Three cycles of treatment costs about $105,000. 



ZYTIGA Abiraterone

Used for metastatic castrate -resistant prostate cancer  

Dose 1,000 mg orally qd + prednisone 5 mg bid. 

A CYP 17 inhibitor. Hepatotoxic. 

Caution in pt’s with cardiovascular disease, liver disease,adrenocortical insufficiency, 
hypertension, hypokalemia 

Median survival increase between 3.9 to 4.6 mos.  

Cost    $110,000/yr



Xifigo (radium Ra 223 Dichloride)

•alpha radioactive emitter 

•11.4 day half-life (more commonRa 226 - 1601 yr half-life) 

•For only bone metastasis 

•Extends life 30% (14.9 mos. vs 11.3 mos. in controls) 

•6 SC injections 

•Can be used in concert with other agents 

•Can lower blood cells 

•generally well tolerated 

•cost $12,500/inj (billed at $34,500) = Total cost $75,000 (bill $207,000)



What is new?

Docetaxel (Taxotere) + Hormonal therapy 

•STAMPEDE (Systemic Therapy in Advancing or Metastatic Prostate cancer: 
Evaluation and Drug Efficacy) - United Kingdom  

•Early metastatic prostatic cancer, and High risk nonmetastatic disease 

•25% Life survival improvement = 10 mos. more life 
     2 of 3 risk factors:   Stage T3/4,  PSA>40,  Gleason=>8 

•Hormone naive patients 

•6 cycles of Taxotere 

•31% grade 3-5 adverse events







Treatment for Metastatic Prostate Cancer 
When to Treat

No need to treat

Treat when - Progressive disease ie. increasing PSA (how high?)  
                         Patient having symptoms



Prostate Cancer Prevention
•Dietary fat reduction 

•Vitamins D & E 

•Selenium 

•Statins, Metformin 

•Intake of Soy, Green tea, Lycopene (tomato rich products) 

•5 alpha Reductase (Proscar/Finasteride,  Avodart/Dutasteride) 

•Avoid Pesticide exposure, Agent Orange 

•Non-steroidal anti-inflamatories . Cyclo-oxypenase (COX)



PCPT Prostate Cancer Prevention Trial

•Study Group- men over 55, PSA under 3 ng/ml, normal  DRE 

•Allocation - Placebo vs Finasteride 5 mgm daily 

•Enrollment - 18,882 American men, 7 year intervention 

•Plan - Annual DRE & PSA. Biopsy at year 7 

•Exclusion - “for cause” biopsies if abnormal DRE or significant PSA rise (PSA rise of 2.3 to factor 
in  finasteride adjustment) 

RESULTS 

PCPT  stopped prematurely 

        Placebo group cancer 24.4% 

        Finasteride group cancer 18.4% 



Testosterone



Testosterone Replacement

Benefits 
•Quality of life 
•Sexual function - libido, mood 
•Increase muscle mass 
•Increase bone mineral density 
•Cognitive ability - not shown  

Risks 
•Dyslipidemia 
•Polycythemia 
•Liver dysfunction (?)



Testosterone Replacement in Older Men

•Document hypogonadism - Free + Total Testosterone, SHBG (Sex hormone binding      
   globulin) - morning sample, fasting 

•Testosterone levels reduced during acute illness, up to several months. 

•If no symptoms - no need to treat 

•Erectile dysfunction in the absence of other symptoms is not a symptom of  
   hypogonadism 

•Gonadotropins (FSH & LH) can distinguish primary vs secondary hypogonadism 

•Weight reduction - testosterone levels can double in morbidly obese patients after 
   bariatric surgery 



Testosterone Replacement Contraindications

•Prostate cancer - prostate nodule, increasing/elevated PSA 

•Breast cancer 

•Polycythemia 

•Untreated sleep apnea 

•Severe lower urinary symptoms 

•Poorly controlled CHF 

•Aggressive behavior



Testosterone - CV Risks

To date- No long term, prospective studies to determine safety 

Recent study 
509 men - median age 54, follow-up 10 yrs 
     284 on testosterone (80 injection, 204 transdermal) 
     225 off testosterone 

Results 
     19 deaths  -  9 (3.2%) on testosterone 
                        10 (4.4%) not on testosterone   
Conclusion  
      No change in mortality 
                                                                                                                             Eieseberg, Herden, Lipshutz 

       



Testosterone Replacement

•Topical Gels - daily dosing, steady state, variable absorption, avoid children &   
females, expensive (nongenerics $500/mo.) 

•Transdermal patches - steady state, irritation, expensive 

•Subcutaneous pellets - steady state, expensive 

•Nasal Gel - use 1 pump,each nostril, t.i.d, new product 

•Injections - every 2-3 weeks, least expensive



Defending Testosterone - Debunking the Myths

March 2014 - FDA issued warnings about Testosterone’s possible CV risks. Advised 
testosterone not to be used in “Age Related” symptoms  

Precautions derived from Vigen & colleagues, 2013 JAMA 
   8709 men from VA Health system. Evaluated strokes, MI, Death 
               25.7% of pts on testosterone 
               19.9% of controls 

Error: Number of adverse events divided by the number of patients was incorrect 
   Later JAMA published a 2nd correction of several data errors of 1,000 pts.  Revealed 
   the “all male” study population also comprised of women 

Abraham Morganthaler M.D., Professor of Urology, Harvard Medical School 

   



Test study group -  Abraham Morganthaler M.D.,  Harvard Medical School

•Low T levels are associated with increased mortality, atherosclerosis, CAD 

•Mortality is decreased in T-deficient men treated with Testosterone 

•Exercise capacity is increased testosterone treated vs placebo in men with CV disease 

•There is uniform improvement in CV risk factors with testosterone replacement vs        
    placebo (ie. body fat, waist circumference, insulin resistance) 

No large long term study has been preformed 

Morganthaler conclusion: Weight of evidence supports T replacement in hypogonadal 
men  
Plaintiff ‘s attorneys advertise for men on Testosterone replacement who have 
experienced CV issues 
 



Flibanserin (“female viagra”)

•Sold under the name Addyi 
•Used for premenopausal women - not used in postmenopausal  
•Drug class: antidepressant 
•Potential serious interaction with alcohol - hypotension, syncope 
•Most common side effects; dizziness, somnolence, nausea, fatigue 
•Reacts with CYP3A4 inhibitors 
•Need to be a certified prescriber to use - hypotension, syncope 
•Mechanism of action is unknown - Serotonin 1A agonist, Serotonin 2A antagonist 
•100 mg dose at bedtime 
•Tested in 2400 premenopausal women: increased satisfying events by 0.5-1/mo. 
•Does not improve sexual performance 
•Sprout Pharmaceutical - product of Boehringer-Ingelheim 
•“Even The Score” campaign 



FLORIDA SPECIALISTS IN UROLOGY 

STEVEN PALETSKY, M.D. 

THANK YOU FOR LISTENING 

QUESTIONS  





New Therapeutic Treatments



•Preformed in a urine collection after prostate message 

•Attempts to establish early prostate cancer 

•Useful in patients who have negative prior biopsies , with a high suspicion for cancer 

•Measures the PSA gene (a segment of noncoding mRNA from chromosome 9q21-22; overexpressed in 95% P Ca pts) 

•PSA3 cut off is 35  (54% sensitivity & 74% specificity) 

•Has not obtained wide spread acceptance by urologists 

•Long term place in the workup of prostate cancer is uncertain

PSA  3



PROSTATE BIOPSY



PROSTATE CANCER STAGING

•CAT - useful if PSA over 20 ng/ml 

•Bone scan - useful if PSA over 20 ng/ml 

•Endorectal MRI - useful for local tumor outside the prostate 

•Prostascint - no value for initial staging, possible use for metastatic lesions 

•Blood studies - acid phos, alkaline phos, CBC, CMP



IN  THE REAL WORLD

• ATTORNEYS  ARE ANXIOUS TO SUE FOR MISSED DIAGNOSIS 

• PATIENTS EXPECT TO BE EVALUATED NO MATTER HOW OLD THEY ARE 

              Are you giving up on me? 

              What kind of a doctor doesn’t check the PSA ? 

              My last doctor aways check it ! 

• PATIENTS DO NOT WANT CHANGE







ASCO/AUA - CHEMOPREVENTION OF PROSTATE CANCER



Active Surveillance vs Watchful Waiting

Active Surveillance  
    PSA      q 3-6 mos. 
     DRE      q3-6 mos. 
• Bx        6 mos., 1yr, then if PSA rises 

Watchful Waiting 
      PSA      q 3-6 mos. 
      DRE      q 3-6 mos. 
      Bx        Only if PSA rises 















PROSTATE CANCER DIAGNOSTIC PATHWAY



Decreasing Testosterone





PROSTATE CANCER PREVENTION



No Advantage to Screening

Problem: Study contamination by large number of patients 
from control group wanting to be screened


