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Prostate Cancer in
America

 Taking Health into Our Own Hands



Pca in Overview

• Highest incidence of male cancer in U.S.;
2nd greatest cause of death; declining
overall but increasing in minority
populations

• Source: American Cancer Society



The Prostate Net

 Survivor led non-profit corporation (1996)
 Multi-focal service matrix
 Focus:

 Education
 Intervention
 Research

 Deliver value



The Barrier in Male
Communications:

“The Denial of Death”

Everybody wants to go to Heaven,
but nobody wants to die!



Thank You!

WWW.THEPROSTATENET.ORG
1.888.477.6763
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Prostate Cancer in
America

 Patient<=>Doctor Communications:
Building Trust and Dialogue



What are the odds…

 Of dying after being physically attacked - 1:7,336,000
 Of being struck by lightning - 1:835,500
 Of dying in a plane/train/car accident - 1:6,279
 Of having a heart attack - 1:53
 Of dying from prostate cancer - 1:36
 Of getting prostate cancer - 1:6

 Source: The Book of Odds; American Cancer Society



Pathways to Cancer

 Awareness
 Access
 Environment
 Lifestyle
 Culture
 Genetics
 Every cancer is different



Defining Barriers to Men’s
Participation in Healthcare
 Clinical Barriers

 Awareness
 Access
 Financial

 Attitudinal Barriers
 Gender Role Stoicism
 Work Role Stoicism
 Distrust of the Health Care System
 Fatalism: “you’ve got to die of something.”
 Maladaptive Self-Reliance: “A ‘man’ takes care of his own

problems.”



Early Disease Detection Barriers

 U.S. vs European conflict on screening
 No consensus among U.S. agencies
 Lack of “Risk” determination
 Compared to Women:

 Men are less likely to utilize the health care system
 Men are less likely to carry health insurance
 More likely to delay seeking healthcare



Health Care Utilization,
Gender and Age

                      
No regular physician by age

Age       Men     Women
All         33%         19%
18-29     53%         33%    
30-44     38%         22%
    45-64     24%         13%

           65+       10%           6%
- Source: Commonwealth Fund  (2000)



Communicating the Problem

 Patient/Professional dialogue divergence
 Lack of clear-cut risk communications
 Risk of advanced stage first diagnosis
 Need for actionable patient information





Economic Effects on Society of
Male Health Disparity

 Lost time from work
 Diminished work productivity
 Former providers may become dependents
 Former taxpayers may become tax burdens
 Possible inability to maintain gainful

employment due to chronic illness



Effects on Spouses and Children

Following Widowhood or Disability of Husband:
 Loss of long term companion / bereavement
 Diminished family earnings
 The surviving spouse is at increased risk of dying over the

course of the next year
 Poverty is strongly associated with widowhood
 Older women typically have poor prospects for remarriage.
 In disability, there may be increased health care   expense in

the face of diminished earnings
 Children also may face financial repercussions



Create Heroes
 Meet James
 He came to a Health Fair
 On HIS BIRTHDAY!!
 To give himself The Gift

of Life!!

•Warren brought his son to a Pca
screening
•To educate him about being
responsible for his health



Why is all this needed?!Why is all this needed?!
To Eliminate the Suffering and Death fromTo Eliminate the Suffering and Death from
CancerCancer

“If You’re Not the Lead
Dog, the View Never
Changes”

- Mike Ditka



Thank You!

WWW.THEPROSTATENET.ORG
1.888.477.6763
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BREAKOUT Sessions

Patient/Family Members:
Remain Here

===============================
Medical Professionals:

Proceed to “Race Conference
Room”
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Determinants of African-
American Men’s Health:
The Impact On Women,
Children and Society

Jean J. E. Bonhomme M.D., M.P.H.
Assistant Professor,

Morehouse School of Medicine
President, National Black Men’s Health Network

jbonhomme@msm.edu, NBMHN.net



Opening On A Personal Note
 September 4-5th, 2002
 Initial Event
 Clinical Course
 Were There Warning Signs?
 This Is A Common Course of Events.
 Is Men’s Health an Issue of Concern

Only for Men?



Men’s Health: Effects on
Spouses and Children
Following Widowhood or Disability of Husband:
 Loss of long term companion / bereavement
 Burden of care
 Diminished family earnings
 The surviving spouse is at increased risk of dying

over the course of the next year.
 Older women typically have poor prospects for

remarriage.
 In disability, there may be increased health care

expense in the face of diminished earnings.
 Epigenetics - important new discoveries about the

impact of a father’s health on the health of children.



Demonstrable Economic Effects on
Society of Male Illness and Death
 Lost time from work
 Diminished work productivity
 Former providers may become dependents
 Former taxpayers may become tax burdens
 Possible inability to maintain gainful employment

due to chronic illness short of disability
 Poverty is strongly associated with widowhood
 Children also may face financial repercussions.



You Cannot Effectively
Weed Half A Garden

 Some people seem to see the health of the genders like
opposite ends of seesaw, believing that for one to rise,
the other must fall.

 The health status of adult males has often been
dismissed as irrelevant to the well-being of the family.

 However, the genders are so highly interrelated and
interact on so many levels that the overall health of
any family, community or nation depends upon a
positive balance between the genders.

 Men’s poor health status has demonstrable negative
effects on the health of the family as a whole.

 Men's health may be considered a vital but often
overlooked aspect of family and community health.



African-American men have
poor rates of participation
in preventive health care

Targeted Efforts Are
Needed to Re-Connect
African-American Men

to the Healthcare System



Men’s Lack of Participation
in the Healthcare System

 Men as a group are less likely to utilize the health
care system than women, a factor that accounts in
part for their lower average life expectancy.

 American men are less likely to carry health
insurance, less likely to have seen a physician in the
previous year, and more likely to delay seeking
healthcare than American women.

 Health care utilization rates appear especially  poor
among African-American and Latino men.



Out of Touch: American Men and the Healthcare
System.  Commonwealth Fund Men’s and
Women’s Health Survey Findings

 Sandman, David et al.  (2000)

 Louis Harris and Associates, Inc. were commissioned
by the Commonwealth Fund  to conduct a telephone
survey of 1,500 men and 2,850 women between May
and November 1998.

 According to the study author, the following points
are among the findings of the survey:



Health Care Utilization,
Gender and Age

Table I                       
No regular physician by age
Source: Commonwealth Fund  (2000)   

             Age       Men     Women
All          33%         19%
18-29     53%         33%    
30-44     38%         22%
45-64     24%         13%
65+        10%           6%



Health Care Utilization,
Gender and Age

Table II
No MD visit/past year by age
(Source: Commonwealth Fund  (2000)

   Age       Men     Women
 All         24%          8%
18-29     33%         7%
 30-44     30%        10%
 45-64     18%          7%
 65+          5%          7%



The Commonwealth Study (2000)

 Less than 18% of men stated that if they were
in pain or sick that they would seek medical
help promptly.

    24% of males stated that even if they were in
pain or sick, they would delay seeking health care
as long as possible.

    17% of males stated that even if they were in
pain or sick, they would delay going to a doctor
for a week or more.



Minority Male Participation
in the Healthcare System

 Minority Men ages 18-64 (Black and Hispanic) in all
income brackets (poor, near-poor, middle and high
income) were found to be twice as likely to have
had no physician contacts in the past year when
compared with minority women.

 The same report stated that Black and Latino men
were less likely to carry health insurance than their
female counterparts.

   Source: Department of Health and Human Services (1998)



Lack of  Physician Contact
Among Minority Males
(Graphics © Men’s Health Network 2000)



Percent Uninsured
Among Minority Males
(Graphics © Men’s Health Network 2000)



Men’s Lack of Involvement
In Preventive Care
A 2001 CDC study of ambulatory care use  by women

found that even after excluding pregnancy-related
visits:

“The rate of doctor visits for such
reasons as annual examinations and
preventive services was 100 percent
higher for women than for men.”



Top Ten Causes of Death -
Male : Female

1) Diseases of the Heart……….…….……...1.8 : 1
2) Cancer………..…………………………….1.4 : 1
3) Stroke / Cerebrovascular Disease……….1.1 : 1
4) COPD…………………………………….…1.4 : 1
5) Accidents / Adverse Effects………….. .…2.4 : 1
6) Pneumonia / Influenza………………….....1.5 : 1
7) Diabetes……………………………….........1.2 : 1
8) Suicide*………………………………..……4.3 : 1
9) Kidney Disease……………….………….…1.5 : 1
10) Chronic Liver Disease / Cirrhosis……..….2.3 : 1



Top Ten Causes of Death-
Black : White

1) Diseases of the Heart……….…….………1.5 : 1
2) Cancer………..……………………………...1.3 : 1
3) Stroke / Cerebrovascular Disease……...1.8 : 1
4) COPD*……………………..………………....0.8 : 1
5) Accidents / Adverse Effects………….....….1.2 : 1
6) Pneumonia / Influenza……………………...1.4 : 1
7) Diabetes………………………………..........2.4 : 1
8) Suicide*……………………………….……...0.5 : 1
9) Kidney Disease……………….……….…...2.5 : 1
10) Chronic Liver Disease / Cirrhosis.…….......1.1 : 1



Changes in Life Expectancy
by Gender Since 1920
(Graphics © Men’s Health Network 2000)



Excess Mortality
in Males by Age
(Graphics © Men’s Health Network 2000)



"Racial differences in central blood pressure
and vascular function in young men"

 Kevin S. Heffernan, Sae Young Jae, Kenneth R.
Wilund, Jeffrey A. Woods and Bo Fernhall, at the
University of Illinois, Urbana-Champaign. American
Journal of Physiology-Heart and Circulatory
Physiology, published by The American
Physiological Society (2008).

 The study incorporated 55 men, 30 white and 25
African-American, primarily university seniors with
an average age of 23.

 Both groups were healthy with comparable
measures of heart rate, cardiorespiratory fitness,
body mass index, body fat, blood lipids and
glucose levels.



Hypertension Develops Early,
Silently, In African-American Men
 ScienceDaily (Nov. 25, 2008)
 Young, healthy African-American men have higher

blood pressure in the blood vessels near the heart
and their blood vessels are stiffer than their white
counterparts.

 This difference holds even when no difference is
found between the two groups when blood pressure
is measured on the arm.

 African American men appear to be developing
hypertension earlier and with few outward signs.



Hypertension well deserves
the name ‘Silent Killer‘
 African-American men have higher levels of

hypertension than white men.
 Hypertension is known as the silent killer because it

can develop without the individual knowing it.
 According to the U.S. Centers for Disease Control

and Prevention, hypertension is a major risk factor
for heart disease, stroke, heart failure, and kidney
disease.

 In 2002, hypertension was listed as a primary or
contributing cause of death for 277,000 Americans.



African-American men showed signs of
earlier blood vessel damage that could
lead to high blood pressure
 Thicker carotid arteries,
 Stiffer arteries, with less change in diameter

of the arteries when the heart beats,
 “Vascular dysfunction is present at a young age

in apparently healthy African American men,"
“comparable to values often reported in older
individuals or individuals with more advanced
hypertensive disease."

 The study did not explain why this happens to
African-American men who appear young and fit.
There may be environmental differences, such as
differences in diet, which were not part of this study.



Prostate Cancer in
African American Men
 One in six American men will be diagnosed with

prostate cancer in their lifetime.
 Rate of diagnosis is 50% higher for African American

men, and death rates are about twice as high.
 May be the single most diagnosed from of cancer in

the United States.
 Prostate cancer rates are eight to ten times less in

the far east.  Lifestyle?
 Risk factors: diet high in animal fat, family history
 Among African-Americans, does low Vitamin D3

play a role?



Depression in men:
communication,diagnosis and therapy
 Kilmartin, Christopher  Ph.D

Journal of Men’s Health and Gender, Volume 2
Number 1, pp. 95–99, March 2005

 Researchers note that men are socialized to
remain stoic, banish thoughts about problems
from consciousness, and dissociate themselves
from their emotions.

 For men, ‘‘acting out’’ may take the form of
chronic anger, self-destructiveness, drug use,
gambling,womanizing, and workaholism, actually
behavioral expressions of underlying depression.

 Twice as many women as men are diagnosed
with major depression, but men commit suicide
four times more often than women, as well as
abuse alcohol and other drugs at least twice as often.



Centre for the Study of
Living Standards (Canada, 2005)
 There were 1,097 Canadians killed in their

workplace. 1069 were male workers while the
remaining 28 were female workers

 The gender trend is clear; the average rate
of workplace deaths in Canada in 2005 was
30 times higher for men than women.

 In other words, 97 per cent of the people killed
on the job were men.

 The study also reports, the rate of workplace death
is rising for men and falling for women.



2005 - U.S. Bureau of Labor Statistics
Annual census of fatalities in the workplace.

 Includes data on fatal work-related injuries by
industry, gender, age and especially by occupation.

 Does not count combat deaths in its survey; if
included, the military would have clearly qualified as
America's most dangerous job in 2005.

 Traffic accidents caused fatalities for more workers
than any other activity: 2,480 deaths, more than 43
percent of all fatal workplace occurrences.

 Violent acts contributed to 14 percent of all on-the-job
fatalities, e.g. policemen and sheriff's patrol officers
murdered on the job.

 The most dangerous industry in terms of total killed
was construction, where 1,186 workers died. About
32 percent suffered fatal falls of a story or more.



Occupational  Death Rate
per 100,000 – United States
1)   118.4   -Fishers and fishing workers
2)    92.9    -Logging workers
3)    66.9    -Aircraft pilots
4)    55.6    -Structural iron and steel workers
5)    43.8    -Refuse and recyclable material collectors
6)    41.1    -Farmers and ranchers
7)    32.7    -Electrical power line installers/repairers
8)    29.1    -Driver/sales workers and truck drivers
9)    23.2    -Miscellaneous agricultural workers
10)  22.7    -Construction laborers



America's most dangerous jobs

 Fishers – in 2005 had nearly 30 times the death rate
of the average worker.

 Fishers often go to sea in hazardous weather
conditions, working with dangerous power tools, e.g.
large winches, hoists, heavy nets and cages, often on
slippery wet or icy decks in heavy seas.

 Loggers, the second most endangered group, must
handle tremendous weights in the form of irregularly
shaped tree trunks that can be very difficult to control.

 Both fishers and loggers may sustain injuries in
remote areas far from medical help, and may
therefore succumb to injuries that might not otherwise
have been fatal.



Nonfatal Injuries - Disability
 It is vital to remember that job fatalities are only the

tip of the iceberg in defining the picture of on the job
hazards.  Many non-fatal events can result in
significant long-term or lifelong impairment of function
and /or quality of life.

 Major non-fatal impairments may include:
 Sensory Disability
 Physical Disability
 Mental Disability
 Self-care Disability
 Go-Outside-Home Disability
 Employment Disability



Hazardous Workplace Exposures

 Mechanical Stressors
 Vibration, Lifting, Repetitive Motion

 Radiation
 Ionizing and Non-Ionizing

 Thermal Stressors (Heat and Cold)
 Other Hazardous Exposures

 Chemical (Solvents, Carcinogens, Teratogens)
 Asbestos
 Mineral Dust
 Animal, Vegetable and  Microbial

Textbook of Clinical Occupational and Environmental Medicine. Rosenstock, Cullen.
WB Saunders Co. 1994



Possible Military Exposures
(Likely Paternal)

 Persistent infections / foreign pathogens
 Multiple vaccinations in a short time frame
 Malaria prevention drugs
 Exposure to toxic substances (chemical warfare

agents, fuels, munitions, herbicides)
 Anti-nerve gas agents
 Abrupt environmental changes (heat, cold)
 Events that induce Post-Traumatic Stress Disorder



Men’s Health Has a
Major Impact on Women,
Children and Society

Men’s Health Has Never Been
Just An Issue For Men



The Relationship Between Men’s Health
And The Health Of Women and Children

 Economic well-being following marital
termination: a comparison of widowed and
divorced women.  Morgan LA (1989)
 Both cross-sectional and longitudinal data

suggest that the end of marriage is correlated
with higher poverty rates.

 Findings show that 40% of widows            and
over 1/4 of divorced women fall           into
poverty for at least some time during  the first
5 years after the end of marriage.



Men’s Health and Poverty

Fiscal implications: Medicaid, food stamps,
housing assistance, etc., etc.

More than one-half the elderly widows
now living in poverty were not poor
before the death of their husbands.

Meeting the Needs of Older Women: A Diverse and Growing Population,
The Many Faces of Aging, U.S. Administration on Aging



Heart disease mortality following
widowhood:  some results from the
OPCS Longitudinal Study.

 Jones DR (Office of Population Censuses and
Surveys. 1987)

 As in many earlier studies, some increases in death
rates shortly after widowhood are observed.

 In this study, for deaths from all causes these
increases are more marked in widows than in
widowers with, for example, a two-fold increase in
mortality from all causes in the first month after
widowhood.



Does the health of fathers
affect the health of children?

 There is justifiable emphasis on prenatal care for
women to ensure healthy babies.

 However, does the physical and mental health of
fathers also affect children?

 Peters PW (1993) Risk assessment of drug use in
pregnancy: prevention of birth defects. From
oogenesis and spermatogenesis to at least the first
years of life the developing organism is susceptible to
harmful effects of chemical agents, including drugs.



Influence of paternal age, smoking, and alcohol
consumption on congenital anomalies.

 Savitz DA. Schwingl PJ. Keels MA (1991)
 Older fathers were associated with increased risk of

facial defects, water on the brain, abnormal heart
valves, urinary blockage, and blood vessel tumors.

 Father's cigarette smoking was more common among
children with cleft lip (with or without cleft palate), water
on the brain, holes between the chambers of the heart,
and urinary system blockage.

 Father’s alcohol use was most positively related  to the
offspring's risk of holes between the main chambers of
the heart.



Paternal Age and Risk of
Schizophrenia in Adult Offspring

 Brown, Alan S. M.D.; Schaefer, Catherine A.
Ph.D.; Wyatt, Richard J. M.D. et al. (2002)

 Found a significant association between increasing
paternal age and risk of adult schizophrenia and
schizophrenia-type disorders.

 Conclusion: Advanced paternal age at the  time
of birth of the offspring may be a risk factor for
adult schizophrenia.



Paternal Military Experience and
Risk of Leukemia in Offspring

 Wen, wan-Qing; Shu, Xiao-Ou et al (2000)  Division
of Pediatric Epidemiology University of Minnesota,
Minneapolis

 Offspring of veterans who served in Vietnam or
Cambodia had a statistically significant increase
in Acute Myelogenous Leukemia (AML).

 Overall Odds Ratio 1.7 (95% CI 1.0, 2.9).
 Odds Ratio for children diagnosed before the

age of two 4.6 (95% CI 1.3, 16.1).
 Military service was not associated with an

increased risk of Acute Lymphocytic Leukemia.



Dad's hidden influence: a father’s legacy to a child’s
health may start before conception and last generations
Science News, March 29, 2008 by Tina Hesman Saey

 Babies of firefighters, painters, woodworkers, janitors,
and men exposed to solvents and other chemicals in
the workplace are more likely to be miscarried,
stillborn, or to develop cancer later in life, according
to a review in the February Basic & Clinical
Pharmacology & Toxicology.

 Offspring of fathers who smoke or are exposed at
work to polycyclic aromatic hydrocarbons are at
increased risk of brain tumors.

 Older fathers are more likely to have children with
autism, schizophrenia, and Down syndrome and to
have daughters who go on to develop breast cancer.



Dad's hidden influence: a father’s legacy to a child’s
health may start before conception and last generations
Science News, March 29, 2008 by Tina Hesman Saey

 Men younger than 20 and older than 30 make more
abnormal sperm than men in their 20s. These
damaged sperm could create an unhealthy embryo
or lead to birth defects or illness in offspring.

 Older dads: higher risk of children with rare mutations
that cause dwarfism or a premature aging disease
called Hutchinson-Gilford progeria syndrome.

 Wen and his colleagues examined birth records for
more than 2.6 million babies born between 1995 and
2000 to married, first-time, 20-something mothers in
the United States.
 Babies of teenage fathers, but not middle-age

men, had an elevated risk of still birth, low birth
weight, and other birth problems. The study was
published online 6 February 2008 in Human
Reproduction.



Dad’s Hidden Influence:
'PREPOSTEROUS INHERITANCE’
 Forty years ago, Gladys Friedler exposed female rats

to morphine before pregnancy to study whether they
could pass tolerance to narcotics on to offspring.

 Babies of exposed mothers were born much smaller
than average, but later also went on to give birth to
tiny babies, even though never exposed to the drug.

 When Friedler also gave male rats morphine before
they bred, "To my total disbelief and bewilderment,
paternal exposure also affected progeny." Studies
showing paternal effects were roundly dismissed, as
the idea that males could hand down a trait without
passing along a mutation was deemed preposterous.



Dad’s Hidden Influence:
Epigenetic Inheritance
 In recent decades, scientists have discovered that the

way genes are packaged and regulated can be
changed without changing the genes themselves
through chemical modifications to DNA and proteins.

 Such modifications are called epigenetic changes.
 Anne Ferguson-Smith, a developmental geneticist at

Cambridge University in England states "There's a
chromosomal memory. “Chromosomes remember
whether they came from the mother or the father."

 Epigenetic modifications act as a tape recorder on the
molecular level, keeping a record of events in parents'
lives and then handing them down to the next
generation and beyond.



Dad’s Hidden Influence:
Epigenetic Inheritance
 Neurotoxicology and Teratology (2006 Study):
 Male mice exposed to cocaine through inhalation in

long daily sessions when mated with non-exposed
females had pups that had trouble learning and
remembering where to find food in simple mazes.
These learning and memory problems were
especially severe for female offspring.

 No obvious DNA damage was found in cocaine-
exposed males' sperm, but altered levels were
found of two enzymes involved in the methylation of
DNA in sperm-producing tissue in the father mice.



“Maternal and Child Health?”
Why Not Parental and Child Health?
 Far from being unimportant in human reproduction

to the health of children and in the prevention of the
development of birth defects, learning disorders
in children, and a wide spectrum of diseases in
adulthood, it is likely that the male parent shares
experiences with descendants for generations to
come through epigenetic modifications to DNA.

 According to researchers, further research could
give new insights into how these epigenetic
alterations impact early development and could
lead to adult disease in humans.



Paternal Psychiatric Disorders and
Children’s Psychosocial Development
 Ramchandani PG, Psychogiou L. The Lancet,

Early Online Publication, 5 May 2009
 These authors reviewed research literature on

the association between fathers' mental health
and children's psychosocial development.

 4% of fathers vs. 10% of mothers rated high on the
Edinburgh post natal depression scale.

 Controlling for maternal depression, paternal post
natal depression was significantly associated with
psychiatric disorders in children seven years later.

 Many other psychiatric diagnoses were considered.



The Importance of Father Love:
History and Contemporary Evidence
 Rohner and Veneziano. Review of General

Psychology. December 2001
 Before the 1960s and 1970s, behavioral scientists

usually considered fathers relatively unimportant to
healthy child development and often believed that
fathers have no biological aptitude for childcare.

 Findings of significant effects of maternal behavior
in studies that excluded fathers tended to reinforce
their belief that fathers weren't very important.

 "The evidence seems clear that mothers are more
effective parents when fathers are both supportive
partners and nurturing parents,"

 “Children are major beneficiaries when they are
raised by warm, loving mothers and fathers."



Direct Exposure of Spouse and
Children to Disease Agents

 HIV / AIDS:  1:160 African-American Women  in the
U.S. is HIV positive, and a significant proportion of
these cases is from heterosexual transmission.
(CDC states that 1:50 African-American men in the
U.S. is HIV positive.)

 Other Sexually Transmitted Infections (HPV, HSV,
chlamydia, syphilis, GC, etc)

 Diseases spread by other routes (e.g., T.B.)
 Smoking  (habits and secondhand smoke)
 Alcohol (Al-Anon), Substance Use (Nar-Anon)



Defining Barriers to
African American Men’s
Participation in Healthcare

Many Factors Contribute to
Keeping African American Men

Out of Healthcare



Defining Barriers to Men’s
Participation in Healthcare

 Attitudinal Barriers
 Gender Role Stoicism
 Work Role Stoicism
 Distrust of the Health Care System,

e.g. Tuskegee Syphilis Trials
 Fatalism: “you’ve got to die of something.”
 Maladaptive Self-Reliance: “A ‘man’ takes care

of his own problems.”



Additional Barriers To Men’s
Participation in Healthcare

 Informational Barriers
 Lack of information on men’s health

 Health Care System Barriers
 Schedule Conflicts - work hours may

eclipse health care availability hours.
 Lack of male-targeted health programs
 Economic barriers, e.g., men as a gender

are less likely to carry health insurance.



Gender Role Stoicism and
Work Role Stoicism

 Men tend to have stoic attitudes towards pain and
fear by virtue of:
 Gender role training -stoic attitudes are often

culturally prized among males, e.g.:
 not running from danger
 not resting when fatigued
 not “giving in” to pain

 Work role training
 men are disproportionately represented in labor

jobs which require high tolerance for discomfort.



Many boys have been trained from childhood to
ignore and minimize the signals of their bodies

 When a boy skins his knee at age 8, he gets told
“brave boys don’t cry.” When he is 50 and having
chest pain, he may say “it’s only indigestion.”

 Males are often taught from childhood that
if you just ignore something painful, it will go
away with time.  With childhood’s minor ailments
and injuries, that is often true.

 However, in middle age, mild symptoms may
indicate early progressive disease states that
may quickly go from manageable to incurable.



Braithwaite and Taylor:
Health Issues in the Black Community
 Excessive, exaggerated, unhealthy stoicism may

affect African-American men and (other minority
men) out of proportion to other men.

 Over 95% of workers in the ten most hazardous jobs
are men, and over 90% of occupational deaths are
among men.

 Men of minority groups are disproportionately
represented in manual labor jobs that are physically
painful and hazardous.

 Traditionally, some dirty, dangerous jobs were
actually referred to as “Negro work.”



Distrust of the Health Care System

 Distrust of the health care system exists in many
demographic groups, especially racial minorities
and veterans in my experience.

 The Tuskegee Syphilis Trials (1932-1972):
399 African-American men were told that they were
being treated, but their illness was only followed
and the natural history recorded.  Half died.

 There has also been military medical
experimentation.

 Distrust is often a self-fulfilling prophesy because
in delaying seeking health care because of distrust
or past negative experiences with the health care
system, the individual is more likely to present in
an advanced state of disease.



Informational Barriers:
Lack of Public Awareness About
Men’s Health Issues and Problems

 How many people say PROSTRATE cancer?
Yet, prostate cancer is the most diagnosed non-skin
cancer among men and the second leading cancer
killer of men.

 At Men’s Health Network screenings, Women
sometimes come in asking for prostate exams!

 About 50% of men in a street survey could not say
what the prostate does or where it is located.

 There is massive public ignorance among both
genders on the health challenges facing men.



Fatalism / Low Self-Efficacy:
Another Attitudinal Barrier

 “What’s the difference?  You’ve got to die of
something someday anyway.  That’s life.”

 Many people who have had negative experiences
such as poverty tend to feel that nothing they can do
will make any difference in the outcome.

 Self-Efficacy (Albert Bandura, Ph.D.):  Does the
person believe that they can actually perform the
healthy behavior, such as change diet, stop smoking,
stop using drugs, quit drinking, etc.?



A Healthcare System Barrier:
Lack Of Male-Targeted Programs
 Faculty women at Morehouse School of Medicine

discussed that as girls, they were seen by the
pediatrician, but as soon as they became women
they were referred directly to the gynecologist.

 Female-targeted medical specialties (OB/GYN and
women's health) may help habituate women into
regular contact with physicians early in life.

 The lack of comparable male-targeted specialties and
health care programs may hinder:
 Men's ability to identify as participants in health care.

They see nothing in healthcare with a male face on it.
 Men’s health issues are often fragmented across

different specialties.  When a man perceives and
acknowledges a problem, where does he go?



Increasing African-
American Men’s
Participation in
Preventive Healthcare

Some Lessons Learned
and Past Successes



Factors Contributing To Higher
Turnouts Of Men Include:
 Engaging entire families to bring men in and help

them understand health regimens (e.g. taking
medications properly).

 Taking time to explain and promote understanding
of disease processes and management.

 Emphasizing that the male individual is a whole
person, “not just a prostate.”

 Use of multiple media formats – television,
newspapers, radio, flyers to advertise the event.

 Treatment of healthcare as a group event similar
going to a ball game.

 The peer to peer approach – using familiar faces.



Providing Healthcare in Ways
Conducive to Male Participation
 Health fairs were held on weekend days that

would not conflict with most men’s working hours.
 Men’s Health Network in the U.S. has pioneered

bringing basic health screenings to the workplace,
often during lunch hours and other convenient times.

 Bringing screenings to men in places where men
normally gather; e.g. barbershops, sporting events

 Innovative gender-specific programs targeting  males
are needed to help keep young males engaged in
health care after the pediatric age.



Women Often Serve as the
“Health Police” in the Family
 WebMD- Kenneth Goldberg MD, Dallas Tx
 Finds that men do best when they have

motivated partners
 Women are usually more experienced and

knowledgeable in health matters
 Best approaches: tactful, non-blaming, and tailored

to a man’s personality, e.g.:
 If he values his appearance, you can comment

on his “spare tire” to motivate him to diet.
 Appeals to responsibility, taking care of family.
 Reduce his fear: early diagnosis = best outcomes.
 Challenge him to take control:  “Your blood

pressure was high.  What are you going to do
about it?”



Building Men’s Interest In Health
On The Desire For Performance
 In Western culture, a great deal of emphasis is

placed on male achievement and productivity.

 Steroids and HGH use to build muscle and enhance
performance is common among pro athletes.
Consider the success of Viagra and Propecia.

 Men taking charge of their health can help them
attain, maintain, or regain their greatest potential
productivity, vitality, strength, speed, endurance,
virility, stamina, concentration, attractiveness, and
all the things that make men “feel like men.”



Care Must Be Taken Not To
Belittle Men In Trying To Improve
Men’s Participation In Healthcare
 Men’s inattention to health matters does not in

any way reflect a lack of intelligence.
 Men can take astonishing care of their cars.

( Ken Goldberg MD)  If the engine makes a faint
odd noise or burns a little oil, men are right on it.

 Even well-educated and accomplished men may
neglect their health and ignore signs of illness,
sometimes as part of their drive for achievement.

 The real issue is cultural role expectations.
Teach men to consider their bodies more important.

 Health care providers need to listen carefully to men
who may be inexperienced at discussing health.



Bringing Health Screening
to the Workplace
 Men’s Health Network has also pioneered health

screening projects in the workplace in the U.S.
 Men’s Health Network has conducted screenings in

legislative settings to help convince lawmakers and
their staff of the value and importance of screenings.
 e.g., Georgia State Capitol Building

 Screenings in conventional work settings as well.
 This overcomes several barriers to men’s health

simultaneously:
 Work hours that conflict with health care

availability hours
 Lack of programs that target men
 Lack of information and awareness



Health Care Reform Timeline:
 2010
 Source: direct from http://www.aetna.com/health-reform-

connection/reform-explained/health-care-reform-timeline.html
 New Programs

The temporary retiree reinsurance program takes effect, but specific
criteria apply and funding is limited.
National risk pool launched, and small business tax credit.
Medicare members who reach the "donut hole" receive a $250 rebate.

 Insurance Reforms
No lifetime dollar limits on essential benefits.
Allowed restricted yearly limits on the dollar value of certain benefits.
No coverage rescissions/cancellations except for fraud or intentional
misrepresentation.
No cost-sharing obligations for preventive services in network.
Dependent coverage, if provided, required up to age 26.
Enhanced internal and external appeal processes and requirements.
No pre-existing condition exclusions for enrollees (under 19 years of
age).



Health Care Reform Timeline:
 2011
 Insurance Reforms
 New uniform coverage documents and standard definitions developed

(applicable in 2012).
Must meet minimum medical loss ratios.
Rate review requirements will be effective.

 Medical Reforms
Medicare Advantage cost-sharing limits take effect.
Medicare beneficiaries who reach the "donut hole" get a 50 percent
discount on brand-name drugs.
Primary care doctors and general surgeons practicing in underserved
areas, such as inner cities and rural communities, get a 10 percent
Medicare bonus.
Medicare Advantage plans begin restructuring of payments and freeze
2011 payments at 2010 levels.



Health Care Reform Timeline:
 2011  (Continued)
 Other

The voluntary long-term care insurance program starts. The program
provides a cash benefit to help those with disabilities stay in their
homes or pay nursing home costs. Benefits start five years after paying
the coverage fee.

Increased funding for community health centers to provide care for
many low-income and uninsured people.

Costs for over-the-counter drugs not prescribed by a doctor excluded
from being reimbursed through an HSA or FSA.

Employers may report the value of health care benefits on employee
W2 tax statements (optional for 2011 tax year; mandatory thereafter).
Start of new annual fees on pharmaceutical manufacturing sector.



Health Care Reform Timeline:
 2012
 Health System Changes

Hospitals, doctors, and payers encouraged to join forces in
"accountable care organizations."

Hospitals with high rates of preventable readmissions facing
reduced Medicare payments.

Administrative simplification rules required under ACA begin to
phase in.



Health Care Reform Timeline:
 2013
 Taxes/Deductions

Individuals making $200,000 a year or couples making $250,000 would
have a higher Medicare payroll tax of 2.35 percent on earned income -
up from the current 1.45 percent. A new 3.8 percent tax on unearned
income, such as dividends and interest, also added.

Contributions to flexible spending accounts (FSAs) limited to $2,500 a
year - indexed for inflation. And the threshold for deducting medical
expenses on taxes goes from 7.5 percent to 10 percent of income.

Medical device manufacturers have a 2.9 percent sales tax on medical
devices, with exemptions for some, like eyeglasses, contact lenses and
hearing aids.

No more deduction for expenses allocable to Medicare Part D subsidy
for employers who maintain prescription drug plans for their Medicare
Part D-eligible retirees.



Health Care Reform Timeline:
 2014
 Health Insurance Exchange & Insurance Reforms

State individual and small group health insurance exchanges
operational.

 Guaranteed issue, guaranteed renewability, modified community rating
and minimum benefit standards ("essential benefits" plan) effective.

 No more lifetime or annual dollar limits for essential benefits.
 No more excessive waiting periods.
 No pre-existing condition exclusions.
 New health plan disclosure and transparency requirements.
 New uniform insurance rating reforms.
 Provider non-discrimination requirements.
 New taxes on health Insurers

Medicaid and Medicare Reform
Medicaid expanded to cover low-income individuals under age 65 up to
133 percent of the federal poverty level, Minimum medical loss ratio of
85 percent required for Medicare Advantage plans.



Health Care Reform Timeline:
Late-Breaking Reforms & Impact
 2018 - New tax ("Cadillax tax") on employer-

sponsored health plans that offer policies with
generous coverage levels.

 2020 - Donut hole coverage gap in Medicare
prescription benefit is fully phased out. Seniors
continue to pay the standard 25 percent of their
drug costs until they reach the threshold for
Medicare catastrophic coverage.

 With all these proposed changes, the overall
impact is almost impossible to predict.  However,
there are some specific areas that men’s health
advocates need to be concerned with.



Health Care Reform: Expected
Impacts on Prostate Cancer
 Access to Prostate Cancer Screening is in jeopardy.
 Currently, 37 states require health insurance to cover

screening, but the Prevention Services Task Force
(AHRQ) does not recommend routine screening.
Health Care Reform follows their guidelines.

 At present, the 37 states will have to reimburse  the
federal government for screenings, which may force
them to drop it & discourage other states screening.

 Men must speak out, make sure we don’t get left out.
 Federal requirements for everyone to buy coverage

increases the pool of insurance funding, but the
constitutionality of this requirement is in question.



The Benefits of African-American
Men’s Health to the Community
 Reducing or controlling rising health care costs

through preventing costly, advanced disease.
 Reducing economic costs of preventable male

illness, including lost time from work, disability,
diminished income, and reduced work productivity.

 Improving African-American longevity figures and
health care outcomes compared with other ethnic
groups, regions and nations.

 Increased attention to African-American men’s health
ultimately holds the potential to bolster and uplift the
health status of both genders.

 Gender health is not either/or, It’s both or neither.



A Rising Tide Lifts All Boats
 A four-pronged approach is necessary to optimize

community health outcomes:

 children’s health
 women’s health
 men’s health
 minority health

 African-American men’s medical and psychiatric
health is an essential component of building a
complete and inclusive health care system and
achieving optimal overall health in our communities
and in the nation as a whole.
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Prostate Cancer in
America

 Taking Health into Our Own Hands:
Working the “Iron Triangle”



Healthcare Costs represent an
increasing % of GDP

- $650B more for Cancer Treatment



U.S. - World’s Best Medical Care?
 

- New York Times, 12 August 2007

• 37th in W.H.O. health system performance (France #1, Italy
#2)

• Last in overall quality: lack of coordination of care/access for
preventive and critically ill

• Only major industrialized country without universal health
coverage

• Life expectancies near the bottom of other industrialized
nations

• Worst Infant Mortality stats of any developed nation
• Sources: Commonwealth Fund, Centers for Disease Control, W.H.O.



National Healthcare Quality
Report - 2007

• “Preventive healthcare lags significantly
behind other gains in healthcare.”

• Access to care and information varied
widely between racial/ethnic groups and
by socio-economic status

• Source: www.ahrq.gov



American Cancer Society
Disparity Study - 2007

• Cancer patients with private insurance are
much more likely to be diagnosed early,
increasing their long-term survival

• Those uninsured patients or those with
Government insurance are more likely to be
diagnosed with advanced stage disease at
first treatment



 Business of Medicine
 The System often has

other issues:
 Equipment investment
 Revenue production
 Pharmaceutical alliances
 Pay-for-Performance

 Patients MUST become
their own advocates



The Benefits of Positive Men’s Health
to the Community

 Reducing or controlling rising health care costs through
preventing costly, advanced disease

 Reducing economic costs of preventable male illness,
including lost time from work, disability, diminished
income, and reduced work productivity

 Increased attention to men’s health ultimately holds the
potential to bolster and uplift the health status of both
genders

 Gender health is not either/or, It’s both or neither



The “Iron Triangle”

 Building Health Empowerment
 Community/Patient Interest Groups
 Government enabling agencies
 Congress



The Mandate

 “Health is an indirect measure of a
society’s collective democracy.”

 Rudolf Virchow
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– Sanofi-Aventis, Ortho-Biotech (JNJ), Algeta,

Takeda, Exelixis



Charles B. Huggins

“Despite regressions
of great magnitude,
it is obvious that
there are many
failures of endocrine
therapy to control
the disease.”

Nobel Lecture
December 13,

1966



“Castrate-Resistant” Prostate Cancer

• Progressive prostate cancer despite surgical or
medical castration

• Serum Testosterone (<50 ng/dL)



“Castrate-Resistant” Prostate
Cancer: The Face of Change

• Many changes have occurred in our
understanding of this disease
– Pathophysiology

• The evolution from “hormone-refractory” and
“androgen-independent”,  to “castrate-resistant”

– Therapeutic options
• Current Standards
• Multiple new paradigms on the rise



Pathophysiology: The Continued
Importance of the Androgen Receptor

and “Hormonal Signals”



Androgen Receptor Gene
Over-Expression in “Castrate-Refractory”

Prostate Cancer

Linja et al., Can Res 61:3550 2001



Tissue Androgen Levels in Benign
Prostate vs. Castrated Cancer Tissue

Mohler et al., Clin Cancer Res 10:440, 2004

Shaded=Benign/Non-castrate
Clear=Malignant/Castrate



Over-Expression of Enzymes in the Androgen
Synthesis Pathway in Metastatic Castrate-

Refractory Prostate Cancer Cells
Stanbrough et al. Cancer Res. 66:2815, 2006



Bottom Line

• Prostate cancer cells learn to up-regulate their AR
and make their own AR ligand which can work in
an autocrine and/or paracrine fashion

• Patients with CRPC now longer depend on the
testicles or adrenals for the key ligand regulating
prostate cancer growth



Next: The Androgen Receptor (AR)
Gene and Protein Structure

Brinkmann. Androgen Physiology: Receptor and Metabolic Disorders
http://www.endotext.org/male/male3/maleframe3.htm



Ligand-Independent AR Variants Derived
from Splicing of Cryptic Exons Are Recently

Described
Hu et al. Cancer Research 69:16-22, 2009



These AR Splice Variants are Readily
Detected in Human Tumors

Hu et al. Cancer Research 69:16-22, 2009

AR Splice
variants
predominate  in
CRPC
specimens





Conclusions
• Androgen receptor signaling remains a key

factor in prostate cancer growth despite
castrate serum levels of testosterone

• Some of the mechanisms of AR activation
may be ligand-independent



Therapeutic Options for CRPC Today
• Secondary Hormonal Manipulations

– Antiandrogen Withdrawal and Administration, Adrenal
Suppressives (ketoconazole), Corticosteroids (prednisone,
dexamethasone, etc.), Estrogens (DES, etc.), Abiraterone

• External Beam Radiation Therapy
• Intravenous Bone-seeking Radioisotopes

– Samarium-153 EDTMP, Strontium-89 (FDA approvals)
• Bone Targeted

– Zoledronate, Denosumab (FDA approval)
• Chemotherapy

– Mitoxantrone, docetaxel, estramustine, cabazitaxel (FDA
approvals)

• Immune Therapies
– Sipuleucel T (FDA approved)

• Experimental Therapies (Clinical Trials)



Despite Many New Promising Agents,
Docetaxel was, For Many Years, the
only FDA Approved Chemotherapy
shown to have a Survival Benefit in

CRPC



R
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do
m
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e

Mitoxantrone 12 mg/m2

Prednisone 10 mg q day
Q 21 days up to 10 cycles

Docetaxel 75 mg/m2

Prednisone 10 mg q day
Q 21 days up to 10 cycles

Docetaxel 30 mg/m2/wk
Prednisone 10 mg q day
5 on; 1 off x 6 cycles

N=1006

TAX 327

SWOG 9916
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Mitoxantrone 12 mg/m2

Prednisone 5 mg bid
Q 21 days

Docetaxel 60 mg/m2 d 2
Estramustine 280 mg d1-5*
Dexamethasone 20 mg, tid d 1 & 2

N=770

*Warfarin and aspirin

Phase III Docetaxel Studies in HRPC
Demonstrating Survival Benefit

Tannock et al.  N Engl J Med 2004:351;1502-1512;  Petrylak et al.  N Engl J Med 2004;351:1513-
1520.



New Agents in CRPC Clinical Trials (#1)
• Vaccines and immune stimulants

– PROSTVAC-VF-Tricom Vaccine (phase III in planning)
– Anti-CTLA4 (Ipilimumab phase IIIs underway pre- and post-

docetaxel)
• Angiogenesis inhibitors

– Lenalinomide (Revlimid phase III underway with doctaxel)
– VEGF TRAP (Aflibercept phase III with docetaxel)
– XL-184 (VEGF receptor + c-met inhibition; phase II trials

underway)
• Novel Anti-Tubular Agents

– Cabazitaxel (phase III announced positive 12/09 and FDA
approved  June 17, 2010!)

– Cabazitaxel soon to be tested in “front-line” setting as
compared to docetaxel (Firstana trial)



New Agents in CRPC Clinical Trials (#2)

• Newer Androgen-Signaling Targeted Therapies
– Abiraterone , Cougar phase III post-docetaxel announced

positive (10/11/10 ESMO) and pre-docetaxel accrual
completed 5/10)….approved post-docetaxel  April 28, 2011

– TAK-700 phase IIIs underway pre- and post-docetaxel
– TOK-001 now in phase I/II trials
– AR blockade (MDV3100, ARN-509): MDV3100 phase III

underway pre- and post-taxane (Accrual done)
– Enzon 4176 (AR down-regulator)

• Newer Signal Transduction Inhibitors
– PI3 Kinase (Exelexis XL147,  Novartis BEZ235, Genentech

GDC-0941, Semafore SF 1126)
– p60src and other kinases (dasatinib phase III with doctaxel)



New Agents in CRPC Clinical Trials (#3)
• Bone targeted agents

– Isotopes: radium-223 (alpharadin phase III accrual complete)
– Isotopes: strontium-89 (phase III TRAPEZE completed

accrual with taxotere)
– RANK ligand: denusomab phase III accrual complete for

metastases prevention vs placebo (positive 12/10) and also vs
zoledronic acid for SREs (announced positive 2/10, now FDA
approved 11/10)

• Endothelin antagonists
-  ZD4054 (Three phase III trials, one with docetaxel and 2

without (M0 and M+): (M+ failed in phase III 9/10 and M0
failed 2/11)



New Agents in CRPC Clinical Trials (#4)
• “Stem cell” targeted agents

– Anti-Prostate stem cell antigen (PSCA),
– Sonic hedgehog  (IPI-926, others)

• Prostate specific surface targets
– Anti-PSMA (J591, 7E11, MLN2704, others)
– New generation of various aptamers and targeted

nanoparticles

• Chemotherapeutic resistance and apoptotic regulators
– Anti-Clusterin (OGX-011 or custirsen) phase IIIs in

process post-docetaxel, and “with docetaxel”



Selected Novel Therapeutics and
Concepts in for CRPC

• New hormonal therapies
– Abiraterone and MDV3100

• A new chemotherapy
– Cabazitaxel

• A new immunotherapy
– Sipuleucel-T

• A brief mention, “Stromal Targeted” therapies



Abiraterone: Potent Inhibitor of CYP17:
(17-20 Lyase and 17-Alpha Hydroxylase)



Maximal PSA Declines in Abiraterone
Post-Docetaxel

Reid et al. JCO 28:1489, 2010



COU-AA-301 Study Design

• Phase 3, multinational, multicenter, randomized, double-blind, placebo-controlled study
(147 sites in 13 countries; USA, Europe, Australia, Canada)

• Stratification according to:
– ECOG performance status (0-1 vs. 2)
– Worst pain over previous 24 hours (BPI short form; 0-3 [absent] vs. 4-10 [present])
– Prior chemotherapy (1 vs. 2)
– Type of progression (PSA only vs. radiographic progression with or without PSA progression)

Abiraterone 1000 mg daily
Prednisone 5 mg BID

N=797

Primary end point:
• OS (25% improvement; HR

0.8)

Secondary end points
(ITT):

• TTPP

• rPFS

• PSA response

Efficacy endpoints (ITT)

Placebo daily
Prednisone 5 mg BID

n=398

R
A
N
D
O
M
I
Z
E
D

2:1

• 1195 patients with
progressive, mCRPC

• Failed 1 or
2 chemotherapy
regimens, one of
which contained
docetaxel

Patients

Clinicaltrials.gov identifier: NCT00638690.
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COU-AA-301: Abiraterone Acetate Improves
Overall Survival in mCRPC

HR = 0.646 (0.54-0.77)  P < 0.0001

Placebo: 
10.9 months (95%CI: 10.2, 12.0)
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Days from Randomization

AA 797 728 631 475 204 25 0

Placebo 398 352 296 180 69 8 1

Abiraterone acetate: 
14.8 months (95%CI: 14.1, 15.4)

2 Prior Chemo OS: 1 Prior Chemo OS
14.0 mos AA vs 10.3 mos placebo                     15.4 mos AA vs 11.5 mos placebo



MDV3100: A New Anti-Androgen
Tran et al: Science 324:787-790, 2009



MDV3100 PSA Changes in Phase I Trial
Scher et al. ASCO GU, 2009, #151



PSA Declines with MDV3100
Pre- and Post-Docetaxel

Scher et al. Lancet 375:1437, 2010



Reminder
• AR targeted therapy effects PSA

disproportionately to tumor volume
– PSA gene has an androgen response element in

the promoter
• Discontinuation may be associated with

rapid re-growth



Cabazitaxel:
A New Tubulin-Targeting Agent

• New semi-synthetic taxane
– Selected to overcome the emergence of taxane

resistance¹,²
• Preclinical data¹,²

– As potent as docetaxel against sensitive cell lines
and tumor models

– Active against tumor cells/models resistant to
currently available taxanes

1. Attard G, Greystoke A, Kaye S, De Bono J. Pathol Biol (Paris). 2006;54(2):72-84.  2. Pivot X, Koralewski P,
Hidalgo JL, et al. Ann Oncol. 2008;19(9):1547-1552.  3. Mita AC, Denis LJ, Rowinsky EK, de bono JS et al. Clin Can

Res. 2009; Jan 15;15(2):723-30.



Primary endpoint = Overall Survival, Secondary endpoint = PFS,
response rate and safety, interim (futility) PFS based analysis after

225 events

TROPIC: Phase 3 Study:
146 Sites, 26 Countries

Sartor et al. GU ASCO 2010 #9

Randomization (1:1)
Stratified for Measurability of Disease and ECOG

PS

Randomization (1:1)
Stratified for Measurability of Disease and ECOG

PS

cabazitaxel 25 mg/m² q3w
+ Prednisone*

cabazitaxel 25 mg/m² q3w
+ Prednisone*

mitoxantrone 12 mg/m² q3w
+ Prednisone*

mitoxantrone 12 mg/m² q3w
+ Prednisone*

755 patients, Maximum treatment duration 10 cycles, planned 511 events to
detect 25% reduction in hazard ratio, 90% power, 2 sided 5% alpha level

* Or prednisolone – 10 mg given orally daily

Hormone Resistant Metastatic Prostate Cancer Patients Previously
Treated

With A Taxotere Containing Regimen

Hormone Resistant Metastatic Prostate Cancer Patients Previously
Treated

With A Taxotere Containing Regimen



Eligibility Criteria

• mCRPC patients with documented disease progression
– If measureable: RECIST progression
– If non-measurable : Documented rising PSA levels (at least

2 consecutive rises in PSA over a reference value taken at
least 1 week apart ) or appearance of new lesion

• Previous treatment with at least 225 mg/m2 docetaxel-
containing regimen (protocol amended)

• No previous treatment with mitoxantrone
• ECOG-PS: 0–2
• Normal organ function (CBC and serum chemistries)



MP (n=377) CBZP (n=378)

Age (years)
Median [range] 67 [47–89] 68 [46–92]
≥65 (%) 57.0 64.9

ECOG PS (%)
0, 1 91.2 92.6
2 8.8 7.4

PSA* (ng/mL)
Median [range] 127.5 [2–11220] 143.9 [2–7842]

Measurability of disease (%)
Measurable 54.1 53.2
Non-measurable 45.9 46.8

Disease site (%)
Bone 87.0 80.2
Lymph node 44.8 45.0
Visceral 24.9 24.9

Summary of Patient Characteristics



Pre-Protocol Treatments
MP (n=377) CBZP (n=378)

Chemotherapy (%)
1 regimen 71.1 68.8
2 regimens 21.0 24.9
≥3 regimens 8.0 6.3

Docetaxel-containing regimens
administered (% patients)

1 regimen 86.7 83.6
2 regimens 11.4 14.0
≥3 regimens 1.9 2.4

Total prior docetaxel dose (mg/m²)
Median      529.2       576.6

Months from last docetaxel dose to progression
Median              0.70              0.80



Primary Endpoint: Overall Survival
(ITT Analysis)

 MP 377 300 188 67 11 1

 CBZP 378 321 231 90 28 4
Number

at risk

Proportion
of OS (%)

80
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100

0 months 6 months 12 months 18 months 24 months 30 months

Median OS

0.59–0.8395% CI

<.0001P-value

0.70Hazard Ratio

CBZPMP

    12 .7
15.1

Sartor  et al. GU ASCO, 2010



154

Subgroup Overall Survival Analysis

Factor Hazard Ratio (95% CI)

All patients 0.69 (0.57 – 0.84)

ECOG status: 0,1 0.68 (0.57 – 0.82)

ECOG status: 2 0.81 (0.48 – 1.38)

Measurable disease: No 0.72 (0.55 – 0.93)

Measurable disease: Yes 0.68 (0.54 – 0.85)

No of prior chemo: 1 0.71 (0.54 – 0.93)

No of prior chemo: >=2 0.68 (0.54 – 0.86)

Age: < 65 0.81 (0.61 – 1.08)

Age: >=65 0.62 (0.50 – 0.78)

Country: Europe 0.68 (0.53 – 0.86)

Country: North America 0.59 (0.43 – 0.82)

Country: Other country 1.00 (0.65 – 1.54)

Pain: no 0.57 (0.43 – 0.77)

Pain: Yes 0.76 (0.59 – 0.98)

Rising PSA: No 0.87 (0.59 – 1.29)

Rising PSA: Yes 0.65 (0.53 – 0.82)

Hazard Ratio
0 1 2

Favors
CBZ



Subgroup Overall Survival Analysis
Category Factor Hazard Ratio (95% CI)

ITT population All Patients 0.69 (0.57 – 0.84)

Last taxotere to random < 6 months 0.78 (0.62 – 0.97)

Last taxotere to random >=6 months 0.66 (0.46 – 0.96)

Total taxotere dose < 225 mg/m2 0.96 (0.46 – 2.03)

Total taxotere dose >= 225 to 450  mg/m2 0.61 (0.43 - 0.88)

Total taxotere dose >= 450 to 675 mg/m2 0.80 (0.56 – 1.16)

Total taxotere dose >= 675 to 900 mg/m2 0.73 – (0.46 – 1.13)

Total taxotere dose >= 900 mg/m2 0.49 (0.31 – 0.79)

Progression During last taxotere
treatment

0.67 (0.47 – 0.96)

Progression Within first 3 months
since last taxotere dose

0.69 (0.52 – 0.91)

Progression Between 4th & 6th month
since last taxotere dose

0.82 (0.48 – 1.40)

Progression More than 6 months since 0.73 (0.35 – 1.53)

Hazard
Ratio

0 1 2 3

Favors CBZ



Secondary Endpoints:
Response Rate and Time to Progression

MP (n=377) CBZP (n=378) Hazard ratio (95% CI) P-value

Tumor assessment

Response rate* (%) 4.4 14.4 – .0005

Median TTP (months) 5.4 8.8 0.61 (0.49–0.76) <.0001

PSA assessment
Response rate* (%) 17.8 39.2 – .0002

Median TTP (months) 3.1 6.4 0.75 (0.63–0.90) .001

Pain assessment
Response rate* (%) 7.8 9.2 – .6286

Median TTP (months)  NR 11.1 0.91 (0.69–1.19) .5192



1
5
7

MP (n=371) CBZP (n=371)
All grades

(%)
Grade ≥3

(%)
All grades

(%)
Grade ≥3

(%)

Any adverse event 88.4 39.4 95.7 57.4
Febrile neutropenia 1.3 1.3 7.5 7.5

Diarrhea 10.5 0.3 46.6 6.2
Fatigue 27.5 3 36.7 4.9

Back pain 12.1 3 16.2 3.8

Nausea 22.9 0.3 34.2 1.9

Vomiting 10.2 0 22.6 1.9

Hematuria 3.8 0.5 16.7 1.9

Abdominal pain 3.5 0 11.6 1.9

Most Frequent Treatment-Emergent
Adverse Events*



Hematological Results
MP (n=371) CBZP (n=371)

All grades
(%)

Grade ≥3
(%)

All grades
(%)

Grade ≥3
(%)

Hematology
Anemia 81.4 4.9 97.3 10.5

Leukopenia 92.5 42.3 95.7 68.2
Neutropenia* 87.6 58.0 93.5 81.7
Thrombocytopenia 43.1 1.6 47.4 4.0

*Prophylactic use of G-CSF was permitted except for cycle 1 of treatment at the discretion of the
investigator.

   58% grade ≥3 neutropenia in MP arm of the TROPIC study compares to
22% reported for the TAX 327 (first-line) study



Fatal Events—Update

MP (n=371) CBZP (n=371)

Total deaths during study 304 (81.9%) 270 (72.8%)

Due to progression 264 (71.2%) 218 (58.8%)

Due to AE 7 (1.9%) 18 (4.9%)

Due to AE (N America, n=235) 1 (0.8%) 1 (0.9%)

Due to AE (Europe, n=402) 6 (3.0%) 10 (4.9%)

Due to other reasons 15 (4.0%) 12 (3.2%)

Cause unknown
    (> 3 mo following last dose)

11 (3.0%) 20 (5.4%)



Cabazitaxel Conclusion

• An effective drug fulfilling an unmet need
with a safety profile that demands
meticulous attention to detail in particular
with careful management of neutropenia
and diarrhea

• It should be reserved for patients with
metastatic CRPC with progressive disease
post-docetaxel and a good performance
status and organ function



Immune Based Therapies:
A New FDA Approval



GM-CSF Induces the Greatest Anti-Tumor
Immunity in Cytokine Transduced Tumor Cells

 Dranoff et al, PNAS 90:3539, 1993
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Antigen Delivery Fusion Protein
Used to Stimulate Antigen Presenting Cells

(APCs) in Preparation of Sipuleucel-T

Prostatic Acid Phosphatase (PAP)

Granulocyte Macrophase
Colony Stimulating Factor

(GM-CSF)



Vaccination with Antigen (GM-CSF/PAP)
Loaded Antigen Presenting Cells (APCs)

Leukapheresis

Isolation of APC

Antigen-loaded
APCs

PAP-GM-CSF
“Antigen”

  Patient



Randomized Phase III Trial with
Sipuleucel-T (IMPACT or D9902B)

Kantoff et al. NEJM July 27, 2010

Primary endpoint: Overall Survival
Secondary endpoint: Time to Objective Disease Progression

Asymptomatic or
Minimally
Symptomatic
Metastatic
Castrate
Resistant
Prostate Cancer
(N=512)

Asymptomatic or
Minimally
Symptomatic
Metastatic
Castrate
Resistant
Prostate Cancer
(N=512)

Placebo
Q 2 weeks x
3

Placebo
Q 2 weeks x
3

Sipuleucel-T
Q 2 weeks x
3

Sipuleucel-T
Q 2 weeks x
3
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Physician
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and/or
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Protocol

Treated at
Physician
discretion
and/or
Salvage
Protocol

Treated at
Physician
discretion

Treated at
Physician
discretion



Sipuleucel T:  IMPACT Phase III
Trial Overall Survival

Kantoff et al. NEJM July 27, 2010
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P = 0.032 (Cox model)
HR = 0.775 [95% CI: 0.614, 0.979]
Median Survival Benefit = 4.1 Mos.

  Provenge (n = 341)
  Median Survival: 25.8 Mos.

Placebo (n = 171)
Median Survival: 21.7 Mos.



Stromal Targeted Therapy



Castrate-Refractory Prostate Cancer Is a
Heterogeneous Group of Diseases: Lessons

from a Rapid Autopsy Program

Shah RB, et al. Cancer Res. 2004;64:9209-9216.



Cancer Stem Cell Model



Heterogeneity and Stem Cells:
The Dual Challenge of Advanced

Prostate Cancer

• How do we target cancers that are heterogeneous in
both genotype and phenotype in the same patient?
– Targeting a stable stroma?

• How do we kill a stem cell in patients with
widespread cancer?
– Current hormones and chemotherapy do not do the trick
– The critical question in oncology today!

• Destruction of “ecologic” niches that support
cancer growth?????



Lessons from the Ivory Bill Woodpecker:
Habitat Destruction is the Key to Extinction



Stromal Targeted Therapy:
New Concept in Cancer Therapeutics

• Anti-angiogenesis inhibitors
– Thalidomide, lenalidomide, XL-184

• Bone + tumor targeting with endothelin antagonism
– ZD4054

• Bone + tumor targeting with anti-p60src
– Dasatinib

• Bone stromal targeted radiopharmaceuticals
– Strontium-89, Samarium-153 EDTMP, Radium-223



Docetaxel-pretreated
Baseline Week 12 Evidence of bone scan

resolution (partial or
complete)a

Yes

Maximum tumor
change, per mRECIST – 41%

Change in bone painb Improvement

Change in tALP
and PSA

Maximum change in
plasma CTx – 88%

Bone scans at baseline and
during therapy with XL184

Best change in
hemoglobin NE
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EORTC-AACR-NCI Symposium 2010



Where do we go from here?

• It takes 4 drugs to cure Hodgkin’s disease, one
of our most curable malignancies
– Clearly multiple drugs will be necessary to cure

mCRPC and  that is our greatest challenge today
• Multi-targeted therapy to strategic

environmental sites and the tumor too?
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How do we know what we think
we know?

• Studies performed in vitro are nearly worthless in
predicting human benefit
– Less than 1/1000 compounds that demonstrate in vitro

effectiveness ever make it to clinical trials
• Studies in most animal models typically do not

predict efficacy in humans with disease
– Angiostatin cured a lot of mice with cancer; made

Entremed investors (briefly) wealthy; and completely
failed in human trials

• Observational studies (epidemiologic studies)
have many potentially uncontrolled biases
– Beta carotene looked great as a cancer preventive agent

until the randomized trials were completed



How do we know what we think
we know?

• Case reports are interesting but are inherently
anecdotal

• Retrospective studies can be helpful but may
contain biases, incomplete followup, and changes
over time in inclusion criteria
– Many estrogen/progestin benefits in post-

menopausal women were “well accepted” until
the randomized trial results were published.

• Prospective clinical trials with defined entry
criteria and defined end points allow the best and
most reliable conclusions to be drawn (but
limitations exist here as well)



Types of Clinical Trials
• Treatment
• Prevention
• Screening and early detection
• Diagnostic
• Genetic testing



Who Benefits from Clinical Trials

• Patient
– Expedited access to new and potentially efficacious

agents
• Physician/University

– Academic enhancement via referrals, authorship,
and   presentations at symposia and meetings

– Financial rewards from contracts for trial accrual as
well as potentially from consulting

• Sponsor
– Data from Trials may support an NDA or expanded

use thereby providing enhanced prestige and profits



What percentage of cancer patients
enroll on therapeutic clinical trials

today?
• Clinical trial enrollment varies by site but overall in the

United States about 4% of patients with cancer enroll on a
clinical trial.
– NCI Designated Cancer Center

• 10-30%
– Academic Cancer Center

• 5-15%
– Community Cancer Center

• 2-10%
– Oncologist’s office

• <5%



Limitations of phase II clinical trials
• Many Phase II single institution studies contain biases

in terms of patient selection and performance status
– i.e. ProMACE-Cytabom trials at NCI intramural

program performed  better than CHOP in non-
Hodgkin’s lymphoma patients but randomized
trials failed to confirm benefit

– Retrospective analyses revealed major differences
in prognostic indices despite similar staging
• Patients that travel farther in general do better

• Phase II multi-institutional studies represent a
reasonable sampling of patients but long term toxicity
is typically unaddressed and populations may or may
not be representative



Limitations of phase III clinical trials
• Standards of care change and assigned groups may or

may not represent current best practices
– Current large randomized trial using placebo in post-

docetaxel mCRPC setting despite two FDA
approved agents

– Pharmaceuticals companies often want to maximize
chances for success and may choose comparative
arms that are not optimized

• Toxicities assessments are typically limited to trial
duration

• Inclusion and exclusion criteria limit trial participation
to selected subsets of patients and observations may or
may not be applicable to broader populations



What is risked in clinical trials
• Patients

– Lack of efficacy for “promising” agents
– Unsuspected toxicities, occasionally severe
– Delays in potentially effective treatments, if trials are

substituted for potentially efficacious alternatives
– More intensive testing than standard care which

means more time and possibly more expense
– Allocation or randomization to substandard therapies

instead of “promising” agents



What is risked in clinical trials
• Physician/Institution

– NCI cooperative groups pay poorly, a “charity effort”
– Authorship often goes to a select group of investigators; many

contributors are not recognized by authorship
– IRBs, regulatory issues, and proper followup can take

immense time and effort that add costs which are often not
reimbursed

• Regulatory issues impose a significant tax on institutions
– Separating insurance costs from trial-sponsored costs can be

logistically difficult yet improper cost allocation can lead to
“double billing” and potential fraud

– Investigators spend additional time and effort discussing trials
and informed consents with patients that may interfere with
busy practices and schedules

– Poor outcomes may mean loss of academic credibility
– Most academic setting are poorly organized for data safety

and monitoring of investigator initiated trials



What is risked in clinical trials
• Sponsor

– Unexpected toxicity can bring severe financial consequences
(Merck-Vioxx debacle, Amgen-Erythropoeitin issues)

– Larger trials and longer followup means larger financial risks
• Prevention trials pose particular risks as the trials must be

large (expensive) and followup long (expensive) and
because the population treated is healthy, toxicities must be
minimal

– Lack of efficacy, particularly in late stage trials, can mean
financial losses and poor returns on invested capital

– Wasted time, effort, and expense is a part of every failed trial
and a stigma is attached to those who implement such an effort

– For small companies,  a failed trial may be lethal



Removing Barriers by Diminishing
Risks in Clinical Trials

• Patient perspective
– Clearly understand potential risks/benefits of alternative

treatment options
– Clearly understand what is known about the natural history

of your disease: The riskiest choice of all may be to do
nothing!

– Clearly understand as much about experimental therapies as
possible yet realize that experimental therapies carry
unknown as well as known risks

– Clearly understand the costs and additional time demands of
experimental therapy

• Establish what services will and will not be covered by
insurance or other third party payers

– Seek independent advice and second opinions: conflicts of
interest for treating physicians are often not disclosed to
patients



Removing Barriers by Diminishing
Risks in Clinical Trials

• Physician/Institution
– Improve clinical trial contracting processed thereby

ensuring reimbursement for all provided services
• Ensure that contracted services with a clinical

trial sponsor does not result in payment for
services that will also be provided by insurance,
thereby diminishing “double billing” issues

– Ensure adequate resources are available to run your
trial



Removing Barriers by Diminishing
Risks in Clinical Trials

• Physician/Institution
– Activate trials that will enroll patients

• Non-accruing trials demand resources from a
regulatory and IRB perspective

• Trials which are of good quality may enhance
referrals and give opportunities for positive
publicity

– Define authorship opportunities “up front” and if a
physician participant is not an author, ask how that
physician will benefit by enrolling patients

– Design trials that diminish patient risk



Removing Barriers by Diminishing
Risks in Clinical Trials

• Physician/Institution perspective
– Minimize regulatory risks by hiring good regulatory

personnel and making sure that contracts for clinical trials
cover such services

– Establish an efficient regulatory process to diminish delays
and avoid legal complications

• That means hiring dedicated personnel to handle
“official” communication between the sponsor and IRB
and the PI

– Close trials that do not accrue
– Be realistic in your self-assessment of what trials can accrue

in your center
– Establish a priority system for which trials will be opened

and which trials will be closed
– Understand costs of trials to the best extent possible: A good

contracting office is essential!



Removing Barriers by Diminishing
Risks in Clinical Trials

 Physicians/Institutions:
 Understand patient risks and work to diminish them
 Open trials that provide opportunities for your patients as

well as opportunities for your institution
Good clinical trials with active agents typically have

no trouble accruing patients (Abiraterone, etc.)
 If literacy in your population is an issue, address it with

simplified low literacy informed consent processes
 Provide educational materials to all involved

• Clinical trial personnel and all investigators need fact
sheets

• Patients need “patient-centered” educational materials
that help to answer questions

• Promote educational opportunities for patients in the
community



Removing Barriers by Diminishing
Risks in Clinical Trials

• Biotech and Pharmaceutical Sponsors
– Proceed in a stepwise fashion: know your natural

history, know your dose, know your formulation, know
your toxicity, know your disease, know your
competition, and know the endpoints necessary for the
FDA to give approval for your NDA

• Living longer and/or living better are simple goals
that the FDA can endorse consistently

• Precedent plays a role: understand what has been
successful in your disease

– Keep the trials simple, prioritize your goals carefully
and do not attempt to accomplish more than necessary

– Hire good statisticians and listen to them



Removing Barriers by Diminishing
Risks in Clinical Trials

• Biotech and Pharmaceutical Sponsors
– Create your own network of sites and provide

incentives for sites based on both quality control and
accrual

– Use central laboratories and central pathology review if
these are critical to the study

– Use central IRBs whenever possible
– Audit sites early to identify quality control problems
– Avoid protocol amendments unless safety is an issue
– Short term studies pose less risk than long term studies



Special Challenges in Prevention
Trials

• The safety profile of the intervention must shown to be
very safe as studies will be conducted in healthy
populations
– Vioxx was considered a safe drug until evaluated in a

prevention study
• Long term followup is expensive and difficult
• Size of trials must be very large as the majority of patients

will not experience the endpoint
– High risk populations are preferred in order to diminish

sample size; Higher risk confers smaller sample size
• Intermediate endpoints are preferable yet not all are

surrogates for disease
– Colonic polyps represents a reasonable endpoint but

PSA elevation does not



A Case Study on Trial Accrual

• European phase II data on Alpharadin/radium-223
suggests improved survival in CRPC patients with
bone-metastasis

• Tulane University became the first USA site to open
a phase III trial with radium-223

• Enrollment was publicized via TV interviews,
newspaper, a press release, and the Tulane Cancer
Center Website



Case Study: Methods

• 58 consecutive phone call outcomes were
systematically analyzed

• Retrospective analysis of telephone inquiries
were analyzed in relationship to actual trial
accrual



Results
58 potential subjects,
from 13 states

Only 4 (7%) were
eligible and completed
medical history

3 patients (5%) were
successfully enrolled



Results from Case Study

• 5% of patient contacts translated into actual
trial enrollments

• Nearly 25% of potential subjects were
“Return Contact” failures

• Of inquires successfully contacted, nearly
15% were not related to study



Case Study: Conclusion

• As previously documented, many barriers to
clinical trial accrual currently exist

• One of the barriers to clinical trial accrual, not
previously well documented, is the considerable
uncompensated time and effort required from
highly trained personnel in the evaluation of
appropriate candidates for clinical trials
– Approximately 161 uncompensated hours were

used to contact and obtain appropriate
information from 43 callers



Barriers to Clinical Trials: IRBs
• Protection of human subjects enrolled in

trials exploring newer medical therapies is a
subject that all endorse

• Regardless, IRB matters can be a barrier to
clinical trials for a variety of reasons
– Expertise may or may not be present, timely or

untimely reviews, conflicts of interest may or
may not be disclosed



Summary

• Clinical trials represent the only reasonable
hope for medical progress in many diseases

• Clinical trials provide both risks and
benefits to all involved: patients, physicians,
institutions, and sponsors

• Understanding risks, and minimizing them
at each level, provides the best opportunity
to enhance clinical trial accrual

• Is it time to reform the current IRB process?
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