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Prostate Cancer used to be in the in the
News in a positive way...
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...but even in this era (before 2011),
the rate of screening was sub-optimal




...then the backlash against PSA and
prostate cancer overtreatment in 2011
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Prostate Cancer — 2008-2018

United States Preventative Services Task
Force (USPSTF) erodes recommendation for
screening for prostate cancer

2008-against screening men 70+

201 1-prostate screening with PSA= “D-
rating” (more harm than good)

Did not even recommend screening for high
risk groups
Unclear of the long-term impact



Will the USPSTF “D-rating” from 2011-2018
disproportinately affect Black men?
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Racial disparity and Prostate Cancer

e In U.S.

 Black men 1.5 times increased PC incidence

e Black men 2.5 times increased PC mortality

* Mechanism likely multi-factorial
* Biologic
e Access to care
e Cultural attitudes/behavior
* Dietary
e Other

Moul et al JAMA 1994; Morgan et al NEJM 1995; Powell et al Arch Esp
Urol 2011; McGinley, Tay, Moul: Nature Reviews Urology (in press)



Constant politics since 2011...

UNITED STATES PREVENTIVE
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USPSTF: 4/11/17: “C-rating for PSA”

« LEADING THE NEWS
« USPSTF releases draft guidelines on PSA testing

« The (4/11, McGinley) reports the US Preventive Services Task Force (USPSTF) “has dropped its
controversial opposition to routine screening for prostate cancer, and now says that men between the ages of 55 and 69
should discuss the test’s potential benefits and harms with their” physicians “and make decisions based on their own
‘values and preferences.’” The group said in proposed new guidelines on Tuesday morning, “The decision about
whether to be screened for prostate cancer should be an individual one.”

. The (4/11, Rabin, Subscription Publication) “Well” blog reports that the task force “continues to
recommend that men 70 and older forgo screening altogether.”
. (4/11, Miller) reports that the USPSTEF’s “2012 advice against screening said there was little evidence

that PSA screening was reducing deaths.” Since that time, “PSA screening rates have declined by as much as 10%, and
now fewer than one-third of US men get the tests.” Meanwhile, “fewer men are being diagnosed with early-stage
disease, when it is more treatable, while more are being diagnosed with more aggressive harder-to-treat cancer.”

. The (4/11, Tanner) reports, “The draft prostate cancer , announced online in the Journal of the
American Medical Association, are open for public comment...until May 8.”
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Racial Disparity in Prostate Cancer
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Will the disparity worsen If prostate
screening is abandoned?
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Seeking a Cure for What’s Killing Black Men
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Questions

* Do black American males die more often (and more
quickly) because, as a group, they have less access to care
or because they seek medical treatment later, when their
disease has progressed to an advanced stage?
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Insurance Status Pre/Post ACA

PERCENTAGE UNINSURED
MEM : WOMEN
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Insurance Coverage Gain 2013-15

GAIM IN COVERAGE BETWEEN
QCTOBER 2013 AND MARCH 2013

7.7 MILLION

6.5 miLuion
¢
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1in 6 Men Rate Health Fair/Poor

One in 6 Men Rate Health as “Fair” or“Poor”
MEM
Fair/poor health 1 7%

Have disability, handicap,
aor chronic disease that imits
Activity

Have ongoing condition that
requires regular monitoring,
care, or medication




63% of men —no Rx Drugs

Men Report Lower Routine Use of Prescription Drugs

PRESCRIPTION

DRUG USE
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Cost Barriers to Care-Uninsured Men

Uninsured Men Twice as Likely to Report Cost Barriers

Delayed or went without care in prior year
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Fewer men go to the doctor regularly

Men Have Weaker Ties to Clinicians

Have a reqular clinician that they go to

_ : H Total men
when sick or nead health advice

B Low-income man

e DSl 1,57
BTN RO S 5

— N Total women
. o |

i B1%%

Hawve seen a health care provideér in the past
2 years
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And these are for conditions where
screening is recommended!

Uninsured Men Have Lower Screening Rates

RECEIVED THE FOLLOWING SERVICES
IM PRICR 2 YEARS
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Blacks, Hispanics Overrepresented Among
Uninsured Population

M Percent of U.S. Population
O Percent of Total Uninsured
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Chart Source: Bureau of Census, Current Population Survey, March 1996



Old Headline...but will repeal of ACA further
deepen crisis?
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Localized Disease Treatment Disparity: African
American men are less likely to undergo radical
o prostatectomy
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Trends in prostate cancer incidence and surgery
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Localized Disease Treatment Disparity: |
African American Men less likely to receive

erall
—

Racial Gap Found in PCa Treatment

Black and Hispanic men are less likely to have radical surgery, radiotherapy;,

BY NATASHA PERSAUD
BLACK M with clinically local-
ized prostate cancer (PCa) continue to
receive definitive treatment less often
than white and Asian men, a new stu
finds. Undertreatment of Hispanic
patients is another worrisome trend

Persistent disparities in treatment for
black men and emerging dispa i
Hispanic men, regardless of stz

3 sent a significant

edictor of higher mortality in under-
served populations,” Kelvin A. Moses,
MD, PhD, of Vanderbilt University
Medical Center and Vanderbilt-Ingram
Cancer Center in Nashville, Tennessee,
and colleagues concluded in Urology.

Their analysis of 327,636 patients
diagnosed with localized PCa 2004 to
2011 from the SEER-17 (Surveillance,
Epidemiology and End Results) data-
base revealed that black and Hispanic
patients were 27% and 5% less likely,
respectively, to receive any treatment
(radical prostatectomy, external beam
radiation therapy, brachytherapy, or

The odds of receiving
definitive prostate
cancer treatment are
lower in blacks than
whites, regardless

of D’Amico risk
category, a study
found. Shown here
are the percentages
by which the odds of
definitive treatment
are lower, according
to risk category.

Lower Odds

Source: Moses KA, et al. R |/ethnic disparity in
treatment of prostate cancer: Does cancer severity
matter. Urolog ; published online ahead of print.

patients in the low, medium, and high-
risk categories, respectively. By Gleason
score alone, black men with Gleason 7
or 8—10 cancer were undertreated com-
pared with white men who had even
lower risk disease (Gleason 6 or below).

Disparities appeared in other ways,

26%

Lower Odds

389

Lower Odds

ses and colleagues said
v believe socioeconomics only partly
cplain the lack of access to spe ialty
her PCa overtreatment in
nor a higher comorbidity in

blacks seemed likely.

or cryotherapy than white men

Dr. Moses and colleagues suggested

' changes, patient education, and

n to address the
disparities. On a clinical front, “the pleth-
ora of data showing that AA [African-
American] men experience improved
out

workforce dive

mes with surgery is clearly not

being imparted to patients, implicating

a potential lack of physician communics

tion with patients regarding shared deci-

sion-making and discussion of benefits/
s of various treatment modalities.”

In accompanying editorial, Ch ristopher
P. Filson, MD, MS, of Emory University
in Atlanta, remarked that the current
study did not consider differences in
insurance coverage and access to care,
Noting that Dr. Moses’ team calls for an
action plan “to eradicate the eemingly
obstinate inequalities related to prostate
2 Dr,
Filson pointed out that this already was
set in motion with the passage in 2012 of
ct (ACA).

“It remains to be seen how racial dis-

cancer care based on patient 1

the Affordable Care

pz!rilics related to prostate cancer care




Duke Prostate Center

 Data was extracted from the Duke Prostate Center

database regarding 10,530 patients diagnosed with prostate
cancer from 1988 to 2006 (pro screening era)

* The time period was divided into 3 year groups: 1988-
1994, 1995-1999, and 2000-2006.

* The cohort was divided into 2 groups: AA and non-AA.


Presenter
Presentation Notes
Data regarding 10530 men diagnosed with prostate cancer was extracted from the Duke Prostate Center database and divided among 3 year groups based on distribution: 1988-1994, 1995-1999, and 2000-2006.  Various clinical and pathological data were then examined within and among these time periods based on ethnicity: either AA or non-AA.


Early PSA Era (1988-1994) Duke Prostate
Cafcer Cases by Race
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Early PSA Era (1988-1994) Duke Prostate
Cafcer Cases by Race

<0.000
<0.0001
<0.0001



Presenter
Presentation Notes
Some of the many notable data are listed here.  As we can see, during the early PSA era, median PSA and percentage of those suffering from prostate cancer specfic mortality were significantly higher in the AA group; while the percentage treated with radical prostatectomy was significantly lower.


Middle Era (1995-1999) Duke Prostate Cancer
Cases by Race
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Middle Era (1995-1999) Duke Prostate Cancer
Cases by Race

<0000



Presenter
Presentation Notes
In the mid-to-late 90’s the percentage of AA men presenting with high-risk Gleason was quite disparate when compared to the percentage of non-AA men.  The percentage of AA men treated with RP also continued to be much less than that of non-AA men.  While the median PSA remained statistically different, a narrowing of the disparity is obvious.


Later Era (2000-2006) Duke Prostate Cancer
Cages by Race
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Later Era (2000-2006) Duke Prostate Cancer
Cages by Race

<0000



Presenter
Presentation Notes
In a trend that continues to narrow the gap, the percentage presenting with high-risk Gleason remains higher for AA men.  Similarly, the percentage treated with RP, declined along with those of the non-AA group, but the divergence of treatment modality persisted.


AA men across eras (1988-2006) Duke
Prcistate Cancer Cases

1988 - 1994 1995-1999 2000 - 2006 p

# (%) of diagnosis 508 (16.1) 674 (19.8) 892 (22.4)
viadonsgoagmgress | ssa | ooo | ois | w0
% High-risk Gleason (>7) 0.007
--m
% diagnoses treated with RP 0.005


Presenter
Presentation Notes
Illustrated here is a recount of the sweeping improvements made in the diagnosis and treatment of prostate cancer in AA men over the PSA era.


Duke Radical Prostatectomy Surgery

- Patients 1986-1994 by Race
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Duke Radical Prostatectomy Surgery
. _Patients 1988-1994 by Race



Presenter
Presentation Notes
When we looked at just those patients treated with RP in the early era, we see that the rates of PSA recurrence are high for both groups, but even moreso for AA men.  Of note, during this period, AA men only comprised 10.4% of the RP patients.


Duke Radical Prostatectomy Surgery

- Patients 1995-1999 by Race
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Duke Radical Prostatectomy Surgery
. _Patients 1995-1999 by Race

# (%) PSA recurrence 90 (46.9) | 358 (29.7) | <0.0001

% of pathologic stage T3 or T4 48.2 0.029



Presenter
Presentation Notes
From 1995-1999 we note that while the rates of PSA recurrence dropped for all men, they remained appreciably higher for AA men.


Duke Radical Prostatectomy Surgery
. _Patients 2000-2006 by Race



Presenter
Presentation Notes
Again, we see the lessening of disparity between AA and non-AA men in the modern era, this time in those treated by RP.


Duke AA men with Radical Prostatectomy
Surgery across eras

# (%) PSA recurrence 82 (78.8) 90 (46.9) 47 (19.6) | <0.0001
% of pathologic stage T3 or T4 <0.0001



Presenter
Presentation Notes
Continued progress in the rates of PSA recurrence and high stage disease is illustrated here



Early Era (1988-94) PSA Recurrence
after Radical Prostatectomy Surgery
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Middle Era (1995-99) PSA Recurrence
after Radical Prostatectomy Surgery
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Later Era (2000-06) PSA Recurrence
after Radical Prostatectomy Surgery
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Presenter
Presentation Notes
A tightening of PSA recurrence incidence reflects improvements made in the treatment of prostate cancer for both groups, but especially for AA men.


Legacy of Tuskegee....
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Overcoming Barriers to Early Detection
in the African American Community

Health-Care Seeking Barriers Increase
Delay Diagnosis

* Distrust

* DRE concern

* Treatment morbidity - sexual function

 Fear of cancer

Ul

Powell, et al. J. Urol., 151: 291A, 1994



Literacy/Education and Prostate Cancer...

OCIOECONOMICS

Low Literacy Predicts Advanced Prostate Cancer Presentation
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Questions

-

* [s prostate cancer simply more virulent in black Americans
or less responsive to therapy?




The Disparity of Prostate Cancer Between Black
and White Americans

e

e Environmental vs. Genetic?

 SES  Hormonal

* Access * Oncogenes

e Cultural  TSG’s

* Dietary * Growth Factors - Receptors
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Despite controversy about causes of
disparity can we make a difference?

Surviving prostate cancer

Mayor's message
to black men:
Screening can
save your life

By Sheila Rayam g
SR TOLA e [ ks B
'—'_'i e T ]

When Denver Maeyor Willington
Wb was dipgniosed with prostite
cancer in 1996, he ook some time

to think through his treatment op-
ml-

The wihatdls swwiobed | I1|ﬁu;|:| his
mind, but he was certain of one
thing: “Based on the fact that my
father died fromn cancer, & st
something that | wanted o fool
arourd wath.”

Whebl had surgery in 1997, and
thee disease has not recurred.

The mayor points to earky detec-
tom as a key meason why he iz a
CATCPET SLIMVTVOT,

Webb and the Prostate Cancer
Education Council, based in Gold-
e, Colo., are trying to get the word
out about the mmportance of belng
screened for prostate cancer, the
oSt CONMUTEDN Candcer in men

This year, the American Cancer
e eotimates, theme wil be
1810 new cases of prostate can-
cer i the USA

The organization also estimates

B b P, A

Time to Hwve: Early dixgnosis
saved Welington Webb's life,

thal 31 90 men wwall dhie frmom the
disease this year

Doctors have debated the sub-
ject of early sereenings and wheth-
cr the process :u:""u.:_h- henefits
Mgy of men. Howover, thers is
a soberng [act about prostate can-
cer that isn't i dispute: Bladk men
have the highest incdence of pros-
tale CarsCer.

Arcording o the American Can-
cer Society, black men are at least
S0% more likely to develop proscate
carecer than are men in amy other
racial or ethnic growp, They also are
S0 moce likely to die of prostate

camcer tham rnr-n of other racial and

of the Prostape
ion Council, £ David

£ of the Lssver-

Healkh Sciences

pamwver. says there are

robably 10 measons wiy the num-

»=r1 are o high among black men,

inchucling diet amd levels of care

Crawtford and the coundl hope o

reach more black men and other

groams that ame cons ke ar high
risk lor prostate cancer.

Wbl also wants to reach those
men. The mayor Glls into two high-
risk categories: He is black, and his
father died frorm cancer,

“The message | am frying o
share with other men 152 This &
something that we can address.”
Webb says

=Cer the earky detection, and it
CAN S YOU I|.|r"

The Prostate Cancer E.'...J"'-“I.III"I
LI:IIJ‘_"'{I'_ is stressin® hen 5
educate men a ate ¢
and o encourage early :trl::nu:rn
through screening, Crawford says.

“REght nowe, we are winring r.'m:
bartle through early detsciion”
Crawiord says

§ Week mMen can receive a
free or mindmal-fee prostate |'.".I.I1{EI
il"TPF:nu"lﬂ' at 1:|r|:-': ﬂ.lt[-"'ml.'].dl‘- ™
find the nearest screening Il:u:.':l;'-m_
click on wwwptawcoom or call
BHE-755-7229.




DoD CPDR Study of PSA in
African American men...

http://www.usatoday.com

help diagnosis

By Tim Friend
USA TODAY




Targeted Screening For Prostate Cancer:
African American Men

-

Fine-Tuning Of Screening Test
Guidelines For Black Men

* Proper age to 1nitiate screening

» Proper screening interval
* PSA guidelines

Ul




DoD CPDR PSA Guidelines-NEJM 1996

Upper limits of normal PSA values
according to race and age

Age
Whites 40-49

0o - 2.5 3.5
ng/ml

ng/ml

The Walter Reed/Center for Prostate Disease Research’s
age-adjusted PSA ranges for maximal cancer detection.




American Urological Association

New AUA prostate cancer guideline
to address PSA testing

get a sneak preview today of the AUA's
new clinical guideline for the early
detection of prostate cancer. H. Ballentine
Carter, MD, will discuss the soon-to-be
published guideline in a 10-minute
presentation during Plenary Il in Room 6A
of the San Diego Convention Center.

“The goal of the guideline development
panel was to evaluate the evidence
regarding early detection of prostate
cancer and develop guidelines for the
practicing urologist,” said Dr. Carter, Director
of Adult Urology at the Brady Urological
Institute and professor of Urology, Oncology
at Johns Hopkins Medical Institutions.

The guideline addresses early detection of

prostate cancer in asymptomatic individuals,

H. Ballentine

making no distinction
between early detection
and screening for
prostate cancer as

is usually practiced

in the United States.
The panel specifically
evaluated the pre-
specified outcomes

of prostate cancer

o er MD  incidence and mortality,
quality of life, test
performance and the harms of screening.

“In reviewing the evidence, the guideline
panel recognized that with the exception
of PSA, there was no evidence to inform
interventions like digital rectal examination

and other serum and urinary markers, such as

AUA Clinical Guidelines

| Detection of Prostate Cancer
| Presenter: H. Ballentine Carter, MD
11:30 - 11:40 a.m. Monday

| Room 6A, San Diego Convention Center

free PSA, PCA3 and TMPRSS2:ERG gene
fusion markers, with respect to the outcomes
of interest,” Dr. Carter said.

The panel focused on PSA, the most
commonly used test that's responsible for
virtually all prostate cancer diagnoses.

“The panel recognizes that the use of PSA

PROSTATE CANCER GUIDELINE continued on page 3



AUA Guideline Statement 1: Age <40yrs

Recommend against PSA-based screening of
men under age 40yrs (Recommendation;
Evidence Strength: Grade C)

In this age group there is a low prevalence of
clinically detectable prostate cancer, no
evidence demonstrating a benefit for screening,
and likely the same harms of screening as in
other age groups



AUA Guideline Statement 2: Age 40-54yrs

Screening as a routine is not recommended In
men between ages 40-54yrs at average risk*
(Recommendation; Evidence Strength: Grade

C)

The evidence for benefit is marginal when
compared to screening beginning at age
55yrs, and the quality of evidence for harm is
high

*no family Hx; not African American



AUA Guideline Statement: Age 40-54yrs

For men younger than age 55yrs at higher
than average risk, decisions regarding
prostate cancer screening should be
individualized based on personal

preferences, and an informed discussion

regarding the uncertainty of benefit and
the harms of screening should take

place prior to a decision



AUA Guideline Statement 3: Age 55-69yrs

The panel recommends shared decision making
for men age 55-69yrs considering PSA testing,
and proceeding based on a patient’s values
and preferences (Standard; Evidence Grade:
=)

A decision to undergo screening must weigh the
benefit of preventing 1 prostate cancer death
per 1000 screened over a decade vs the
harms of screening and treatment



AUA Guideline Statement 5: Age 70yrs and Above

Recommend against routine PSA-based screening in
men age 70+ yrs, or in any patient with less than a
10-15yr life expectancy (Recommendation; Evidence
Grade: C)

Some men over age 70yrs who are in excellent health
may benefit from prostate cancer screening

An absolute reduction in mortality while possible is
likely small, and the potential for harm high, or at
least higher than benefit
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Active Surveillance for Early Stage
Prostate Cancer-Racial/Ethnic Issues

Black Men on AS More Likely
to Harbor HigherRisk PCa

BLACK MEN WITH clinically localized
prostate cancer (PCa) initially managed
with active surveillance are mare likely
than non-black men to have higher-risk
disease at radical prostatectomy (RP),
according to a new study published
online ahead of printin The Journal of
Urology.

The study findings support the
hypothesis that black race itselfis an
influential factor in PCa progression.
Previous studies offered conflicting
results because race often could not
be investigated apart from complicat-
ing factors such as low income and
comorbidity burden.

Robert Aboussaly, MD, MS, of
University Hospitals Case Medical
Center in Cleveland, and colleagues
queried the robust and nationally
representative National Cancer Data
Base, which captures 70% of new

cancer diagnoses in the United States.

Of 48,473 American men with clini-
cally low-risk PCa (clinical stage T2a
or below, Gleason score 6 ar below,
and PSA level below 10 ng/mL), 5411

(11.2%) were black. Patients transi-
tioned from active surveillance (AS)
and underwent RP from 2010 to 2013.
The selected endpoints were patho-
logic upgrading to Gleason scores
above 6 (primary) or above 7 (second-
ary) and/or upstaging to pathological
T3 or 4 or N1 disease.

Black men had 20% greater odds
of upgrading at RP to Gleason score
above 6 and/or upstaging, the study
found. In addition, black race indepen-
dently predicted upgrading to Gleason
score above 7 and/or upstaging.
Results held after stratification and
multivariable modeling accounting for
important confounders, according to
the investigators.

Black men with clinically low-risk PCa
“are more likely to harbor higher-risk
disease, which may lead to adverse out-
comes,” Dr. Aboussaly and colleagues
concluded. “By itself, this finding
does not preclude active surveillance;
however, race should be considered
as men weigh the risks and benefits of
active surveillance versus treatment.” m




Duke Active Surveillance Study

"

Race 15 assoctated with discontimyation of active survelance of
low-nisk prostate cancer; Results from the Duke Prostate Cente

MR Abern, MR Bassett, M Tsivian, LL Banez, T) Polascik, MN Femanding, CN Robertsan, &J Freedland and JW Maul

Prodtate Cancer and Prostatk Diseate (X012), 1-6 I@
E X012 Maomillan Publhers Limled Al ights miened 1355785212

WAWWLN Bt LR .CO MY pCan




Duke Study -Objectives

Primary:
Determine relationship between race and
progression to treatment on AS

Secondary:
Demography
Intensity of follow-up
PSA kinetics



Cohort-Duke University

n = 1,820

Patients undergoing PNB
1/2005 - 9/2011

n = 1,557 (86%)
Immediate Treatment

n =46 (2%)
Watchful Waiting

n =218 (12%)

Active Surveillance




Methods

» Restricted to “ideal candidates”™
« PSA <10 ng/ml
e Biopsy GS <6
« <cT2a
e <33% cores positive
* Characteristics examined
e PC-related: PSA, PSAV, biopsy GS, DRE, TRUS volume
» Demographic: age, Household income, insurance status, BMI, family history
* Progression to treatment
* Any reason
» Disease related (PSA, DRE, biopsy, symptoms)
« Kaplan Meier and Cox proportional hazards




Characteristics

»* White (n=105)

Black (n=32) Otner (n=8) ™ P-yalue

Age (years)

Household income (Sk per year
Insured (%) |

UL

Positive family history (%)
Positive DRE (%)

PSA at diagnosis (ngml )

Initial diagnostic biopsy
TRUS volume (cc)
PSA density (ngml " cc ™)
No. of cores sampled
No. of cores positive

65.5 (60.0-69.7)
41.3 (368-524)

284 (263-31.6)
24 (228%)
19(18.1%)
5.1(40-6.3)

414 (284-558)

0.11 (0.08-0.16)
120 (120-14.0)

1(1-2)

66.5 (65.0-69.5)
405 (31.6-485)

283 (24.6-309)
10(31.3%)
7(21.9%)
52 (4.2-6.1)

355 (24.1-463)

0.13 (0.10-0.20

130 (12.0-153)
1(1-1)

67.0 (66.2-69.8)
519 (400-67.6)
8 (100%)
249 (230-284)
1 (12.5%)

2 (25.0%)
48 (44-53)

456 (310-46.7)

0.13 (010-0.15)
13.0 (120-15.0)

1(1-1)




Follow-up
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Race and AS

Treatment for Any Reason Treatment for Disease Progression
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Presenter
Presentation Notes
Race is another area of current study with regard to AS.  In our Duke data, we found that black race was associated with earlier treatment due to disease progression, with a HR of 2.9.  This difference was still significant but less pronounced when considering treatment for any reason, due to the fact that black men less often proceeded to traeatment due to patient choice.


WININEUEICEUENES

Disese progresion Ay resn

R (%% (] e HR (5% () P-vale

Unaduste 193 1.29-668 01 219(105450
Adjusted for SES 357(143-4%) 01 243(10%-540
Adusted for e dae” 305 132-70) Q0 LIB(0HM
At e mock”~ 308125-159 0 22100480

"Model adjusted for household income and insurance status.
"Model adjusted for age, and PSA and number of positive biopsy cores at diagnosis.
“‘Model adjusted for PSA at diagnosis and household income (the significant terms in the SES and clinical models).




Active Surveillance and Ethnicity-Summary

"
* Black men progress to treatment faster on AS

e No difference in SES
* No difference in follow-up intensity
* Suggests a biologic difference but mechanism
unknown
» Attention to race when AS chosen: Consider

mp-MRI; Molecular markers (Duke
prospective AS trial-underway)




Prostate Cancer and African American men

-

* Thank you very much.

e Twitter (@JuddMoul


mailto:Judd.moul@duke.edu
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