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ABSTRACT

Prostate cancer (PCa) remains a significant public health challenge in the United States, disproportionately affecting African
American (AA) men, who face higher incidence rates, more aggressive disease, and elevated mortality compared to Caucasian
American (CA) men. This review explores the multifactorial underpinnings of these disparities, integrating genomic, socioeco-
nomic, environmental, and systemic contributors. Genomic analyses reveal that AA men harbor distinct molecular alterations,
including higher frequencies of FOXA1, BRAF, and CHDI1 mutations, as well as DNA damage repair defects, highlighting the
critical need for population-specific precision medicine. Immune-oncologic pathways and stromal interactions within the tumor
microenvironment further underscore biological differences driving aggressive disease phenotypes. Concurrently, adverse social
determinants—including limited access to care, lower PSA screening rates, delayed treatment, medical mistrust, and underrep-
resentation in clinical trials—contribute to poorer outcomes. Despite these challenges, evidence from equal-access healthcare
systems indicates that when provided equitable treatment, AA men can achieve outcomes comparable to or better than their CA
counterparts. This review emphasizes actionable strategies to reduce disparities, including increasing A A representation in clini-
cal trials, enhancing culturally competent patient-provider communication, improving access to early detection and high-quality
care, and expanding community-based outreach initiatives. A holistic, interdisciplinary approach is essential to dismantle sys-

temic barriers and achieve health equity in prostate cancer outcomes.

1 | Introduction

Prostate cancer (PCa) is the second leading cause of cancer-
related death among men in the United States [1, 2]. In recent
years, both the incidence of nonregional disease at diagnosis
and PCa-specific mortality have risen. New PCa cases have
risen from 191,130 in 2020 to 299,010 in 2024 (Figure 1A), and
estimated deaths have increased from 33,330 in 2020 to 35,250
in 2024 (Figure 1B) [1, 3-6]. While advancements in screening
and diagnostic techniques may contribute to the rise in detected

cases, the concurrent increase in PCa-related mortality suggests
a growing burden of clinically significant disease.

This burden is particularly pronounced among African
American (AA) men, who experience a 1.5-fold higher inci-
dence and 2.5-fold higher mortality rate compared to Caucasian
American (CA) men (Figure 2) [7, 8]. AA men have the high-
est PCa incidence in the United States, with 186.1 new cases
per 100,000, and they are more likely to develop aggressive
disease at earlier ages and across all disease stages [1, 2, 8, 9].
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FIGURE 1 | Prostate cancer (PCa) cases and deaths in AA and CA
men. (A) Estimated new PCa cases and (B) expected deaths due to PCa
by year in AA and CA men in the USA from 2020 through 2024 provid-
ed by American Cancer Society (ACS) statistics.

A. Incidence of PCa (2016-2020)
200 - 186.1
150 -
8 115 110
=
§ 100 -
2
50
0
All Races CA AA
Race/Ethnicity
B. _
PCa Mortality (2016-2020)
40 - 37.9
30 A
2
g 20 - 18.9 17.9
)
=
10 4
0
All Races CA AA

Race/Ethnicity

FIGURE 2 | Prostate cancer (PCa) statistics in AA and CA men. (A)
Incidence of PCa and (B) mortality rates in AA and CA men in the USA
from 2016 through 2020 provided by American Cancer Society (ACS)
statistics.

Consequently, survival rates at 1-, 5-, and 10-year post-diagnosis
are significantly lower for AA men than for CA men [1, 2]. These
disparities underscore the urgent need for race-specific predic-
tive models incorporating clinical, molecular, and biological
data to improve risk stratification, treatment personalization,
and patient outcomes.

Given these trends, addressing the disparities in PCa outcomes
requires a multifaceted approach, including improved screen-
ing strategies, increased representation of AA men in clinical
research, and enhanced understanding of molecular drivers of
aggressive disease in this population. Personalized screening
and targeted interventions are essential to mitigating the dispro-
portionate impact of PCa on AA men.

Many biomarkers can suggest the presence of PCa, such as
the TMPRSS2-ERG fusion gene, non-coding RNA (PCA3), or
kallikrein, which are included in the basic prostate health index
or 4K tests [10]. However, the prostate-specific antigen (PSA)
test is the strongest clinical indicator to date [11]. PSA is the
standard test but is relatively non-specific and imprecise, given
that both benign and malignant processes can cause elevated
levels in blood [11]. However, despite these concerns, it remains
the single most useful tool for early PCa screening, providing
individuals with the best chance of survival [11-13].

Screening and clinical research to develop early detection meth-
ods and discover novel biomarkers of aggressive disease are
the best ways to identify PCa amenable to treatment while lim-
iting overtreatment of indolent disease. As stated earlier, PSA
remains the gold standard for early detection of PCa, which
level 1 evidence shows results in increased cancer-specific sur-
vival [11]. However, the prevalence of PSA screening is lowest
in the AA demographic despite PCa incidence and mortality
being the highest [7]. As a result, the United States Preventive
Services Task Force (USPSTF) lacks specific recommendations
for screening AA males, citing a lack of data on the risks and
benefits of screening among this population. Furthermore, AA
men are also underrepresented in key PCa trials, underscoring
the lack of racial disparity in discerning mechanisms of action
and enhancing therapeutic impact to combat this lethal dis-
ease [7, 14, 15]. Several socio-economic factors contribute to the
underrepresentation of AA men in clinical settings, including
historic distrust in the medical system, lack of access to trials,
and lack of awareness of trials to participate in [7]. Thus, these
factors contribute to the racial disparity and gap in treatment
for AA men.

Genomic, environmental, socio-economic, and institutional
factors all contribute to disparity in diagnosis, treatment, and
outcomes of PCa. While these factors are multifaceted and com-
plex, institutionalized racism continues to be a central driver.
Although significant research has been conducted on PCa, par-
ticularly in AA men, a critical gap remains in translating these
findings into actionable strategies to address racial disparities
in PCa outcomes. This review bridges that gap by providing a
comprehensive overview of the factors contributing to these
disparities, including genetic, environmental, and social deter-
minants. This review serves as an interdisciplinary perspective
by integrating insights from diverse fields, including genetics,
epigenetics, sociology, and public health, to provide a holistic
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understanding of PCa disparities. Furthermore, in this review,
we offer practical recommendations for clinicians, researchers,
and policymakers to address disparities and improve outcomes
for AA men with PCa. By highlighting resources and strategies
for outreach and community engagement, this review aims to
empower AA men and their families to take control of their
health. Thus, this review serves as a valuable resource for re-
searchers, clinicians, and policymakers to advance the field of
PCa research and improve the health of AA men.

2 | Genomic Predispositions for PCa in AA Males

In research surrounding PCa, genetic ancestry is a common fac-
tor of interest. This is due to the high rate of heritability and
the observation of men of African ancestry living in the United
States carrying a high incidence of disease [7, 9, 15, 16]. Humans
broadly share approximately 99% of the genome; however, there
are informative markers of ancestry that can distinguish ances-
try [7]. Studies that focus on this aspect of PCa typically utilize
genomic analysis to determine genetic race, allowing them to
shift from the self-report mechanism [15]. Historically, PCa
studies lacked adequate genetic ancestry, and researchers were
forced to rely on self-reported race or investigator-assigned race,
which is not always an accurate description. Race is widely

TABLE1 | PCaresources for AA men.

used in biomedical research as a proxy for many risk factors;
however, the lines are typically blurred when trying to decipher
what is meant by race in the context of each study. Race alone is
not a cause of pathology. If using race as a proxy for an unmea-
sured variable, describing and discussing the potential limita-
tions is necessary. Genetic ancestry, racism, discrimination, and
socioeconomic status are all common factors for which race is a
proxy [7]. It is important to recognize when analyzing data from
studies of this category that in the United States, race is a social
classification based strictly on phenotype and cultural factors. It
is not a biological variable [7]. Therefore, it is important to define
this in all biomedical research surrounding race and distinguish
the proxy it is being utilized for and its potential limitations [17].

Tumorigenesis and genetic profiling in PCa demonstrate racial
variability, with distinct mutational burdens that could serve
as novel biomarkers and therapeutic targets (Table 1). These
differences highlight the potential for race-specific precision
medicine. One key finding is the higher prevalence of FOXA1
mutations in AA men compared to CA men (18.6% vs. 11.9%)
[15, 18]. FOXA1, a pioneer factor in androgen receptor (AR) sig-
naling, plays a crucial role in prostate cell growth and survival
[18]. Given its importance in PCa progression, preclinical mod-
eling of FOXA1 alterations in AA men is essential for developing
targeted therapies.

Resource

Summary

Link

ZERO

ZERO is a nonprofit organization whose

https://tinyurl.com/2zr2m9en

mission is to end PCa and help those
impacted. This is done via research
advancement, community support, and
creating solutions to achieve health equity

Prostate Cancer Foundation (PCF)

The PCF funds promising research on biology

https://tinyurl.com/bddrn68e

and treatment of PCa while also providing
resources for those currently affected by PCa

Schaufeld Program for Prostate Cancer in
Black Men

The Schaufeld Program for Prostate Cancer
in Black Men is a scientifically founded,

hhttps://tinyurl.com/3y2dtnd9

community-based program that aims to
reduce impact of PCa among Black men

PHEN

PHEN's mission is to eliminate the African

https://tinyurl.com/bdcmpaap

American prostate cancer disparity, and to
increase the overall support and resources for
a war on prostate cancer that will lead to a
cure for the disease for the benefit of all men

CAAPP

CAAPP aims to encourage AA males aged

https://tinyurl.com/mr3jn3kp

40+ to take PSA blood tests, help men better
understand test results and their screening
experience, ad to increase access and build
relationships with primary care physicians

Prostate Health Awareness Project

This is an educational project that comprises

https://tinyurl.com/dhvhh67h

of a booklet and video that presents balanced
information and the risks and benefits
of PCa screening. The goal is to enhance
knowledge in the decision-making process
for PCa screening among AA men
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Another significant molecular alteration is the BRAF mutation,
a key activator of the mitogen-activated protein kinase (MAPK)
pathway, which drives tumorigenesis [19-21]. Studies of meta-
static PCa have shown higher rates of AR and actionable genetic
mutations, such as BRAF and DNA repair gene alterations, in
AA men compared to CA men [15, 19-23]. These findings rein-
force the need to prioritize A A representation in clinical trials to
refine prognostic models and therapeutic strategies.

Beyond individual gene mutations, broader chromosomal sus-
ceptibility factors also contribute to racial disparities in PCa.
Chromosome 8q24, a major PCa susceptibility locus, interacts
with the MYC proto-oncogene and is significantly altered in AA
men [9, 16, 24]. Targeting this region could yield promising ther-
apeutic advances. Similarly, CHD1, a chromatin-remodeling
protein involved in DNA repair and gene transcription, is de-
leted nearly three times more frequently in prostate tumors of
AA men (29.7%) compared to those of European Ancestry (EA)
men (11%) [25]. CHD1 loss is associated with DNA repair defects,
AR dysfunction, and aggressive disease progression, making it
a potential biomarker for therapeutic response in AA patients
[26-28].

AR remains a central driver of PCa, and missense mutations
in AR occur at higher frequencies in AA men compared to CA
men [15, 29]. A notable example is the T877A gain-of-function
mutation, which has been linked to distinct gene expression pro-
files and differential survival outcomes [29, 30]. This mutation
also interacts with DNA damage repair (DDR) proteins such
as BRCA1/2, suggesting a potential therapeutic role for DDR-
targeting agents like PARP inhibitors in AA men [29].

The genetic landscape of PCa reveals significant racial variabil-
ity, with key mutations and chromosomal alterations contribut-
ing to disparities in disease progression and treatment response.
The higher prevalence of FOXA1 mutations, BRAF alterations,
and DNA repair gene defects in AA men underscores the need
for tailored therapeutic strategies and improved clinical trial
representation. Additionally, broad chromosomal susceptibility
loci such as 8924 and deletions in CHD1 further highlight the
complex genetic architecture influencing PCa disparities. The
AR remains a central player, with recurrent missense mutations,
including T877A, potentially altering treatment response. While
these genetic modifiers provide critical insights, numerous ad-
ditional alterations have been identified in AA men, but their
comprehensive discussion is beyond the scope of this review.
Continued research and increased inclusion of AA patients in
genomic studies are essential for refining precision medicine
approaches and ultimately improving PCa outcomes in this
population. However, these efforts remain hindered by the un-
derrepresentation of AA men in genomic studies. Expanding
participation through targeted outreach and policy initiatives is
critical to refining precision medicine approaches and improv-
ing PCa outcomes in AA communities.

Together, these findings illustrate a complex genetic landscape
that contributes to disparities in PCa progression and treat-
ment response. The higher prevalence of FOXA1 mutations,
BRAF alterations, CHD1 deletions, and DDR gene defects in AA
men highlights the need for tailored therapeutic strategies and
broader clinical trial inclusion. While this review cannot cover

all known mutations, it is clear that many additional genomic
differences exist. Addressing the persistent underrepresenta-
tion of AA men in genomic studies—through targeted outreach,
community engagement, and policy reform—is essential for
realizing the full potential of precision oncology and achieving
equity in PCa outcomes.

3 | Polygenic Hazard Scores and Risk Variants

Polygenic hazard scores are genetic risk models that aggregate
the effects of multiple genetic variants to predict the risk of de-
veloping PCa [31]. For AA men, specific improvements have
been made to these scores to enhance their predictive accuracy.
For instance, the PHS46+ African model, which includes 46
SNPs identified in European populations and three additional
SNPs (rs76229939, rs74421890, and rs5013678) located on chro-
mosome 8q24, has shown substantial improvements in predict-
ing the age at diagnosis of PCa in AA men [31].

Risk variants specific to AA men have also been identified. A
study identified nine novel susceptibility loci for PCa, with seven
being either unique to or more common in men of African an-
cestry [32]. These include an African-specific stop-gain variant
in the prostate-specific gene anoctamin 7 (ANQO7). Additionally,
a multi-ancestry polygenic risk score (PRS) incorporating 278
risk variants has been shown to be effective in stratifying PCa
risk and differentiating between aggressive and non-aggressive
disease in men of African ancestry.

These findings underscore the importance of including diverse
populations in genetic studies to improve the accuracy and clini-
cal utility of genetic risk scores for PCa, particularly in high-risk
groups such as AA men.

4 | Tumor Microenvironment and
Immune-Oncologic Pathways in African American
Men

Distinct immune-oncologic pathways and stromal interactions
in the tumor microenvironment (TME) of AA men with PCa
may contribute to the aggressive nature of the disease in this
population. Several studies have identified key immune signa-
tures and stromal factors that differentiate AA prostate tumors
from those of European American (EA) men.

One study in particular found that AA prostate tumors exhibit
significant enrichment of major immune-oncologic pathways,
including proinflammatory cytokines, IFNa, IFNy, TNF«
signaling, interleukins, and epithelial-mesenchymal transi-
tion (EMT) [33]. These pathways are notable for their roles in
promoting tumor growth, progression, and immune evasion.
Proinflammatory cytokines enhance inflammation, which
supports tumor development by increasing angiogenesis (blood
supply formation), promoting DNA damage, and facilitating
immune escape. IFNa and IFNy are essential for antiviral and
antitumor immunity: IFNy activates macrophages and boosts
antigen presentation, while IFNa enhances immune detection
of tumor cells. However, sustained interferon signaling can
paradoxically lead to immune exhaustion and allow tumors to
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escape immune control. TNFa, while capable of inducing apop-
tosis in some contexts, often promotes tumor growth in pros-
tate cancer by sustaining chronic inflammation and fostering a
tumor-friendly microenvironment. Interleukins (e.g., IL-6, IL-8,
IL-18) regulate immune cell proliferation and migration, and
several are linked to more aggressive PCa phenotypes and worse
prognoses. EMT, a process by which epithelial cells acquire mi-
gratory and invasive properties, is a hallmark of metastasis and
is frequently upregulated in aggressive prostate tumors. The
significant enrichment of these major immune-oncologic path-
ways in AA tumors may help explain the more invasive disease
course observed in this population [33].

Stromal interactions also play a crucial role in PCa progression
among AA men. A further study demonstrated that stromal cells
in the AA TME promote tumor progression by increasing levels
of pro-inflammatory molecules such as BDNF, CHI3L1, DPPIV,
FGF7, IL18BP, IL6, and VEGF [34]. These stromal-derived me-
diators enhance tumor proliferation and motility, reinforcing
the need for targeted research into the stromal contributions to
PCa disparities.

Further emphasizing the importance of the tumor-adjacent
stroma, one study reported that the majority of differentially
expressed genes between AA and CA PCa tissues were found
in the stroma rather than the tumor itself [35]. They identified
downregulation of extracellular matrix, integrin family, and
EMT pathways in the stroma of AA men, which may impact
tumor progression and metastatic potential.

Collectively, these findings highlight distinct immune and stro-
mal interactions in AA-derived PCa, underscoring the need for
targeted research and therapeutic strategies that address the
unique biology of this vulnerable population. Expanding studies
on the TME, immune responses, and stromal contributions in
AA PCa is critical to developing race-specific precision medi-
cine approaches and improving outcomes in high-risk groups.

5 | Epigenomics and the Supporting Factors that
Impact Biology

Historical and ongoing inequities paired with structural racism
have been reflected in the statistic that AA men, on average,
have lower income, education, housing, and employment rates
in comparison to CA males [36, 37]. Epigenetics is founded on
the idea that genes and environment are known to interact and
that some patients may be genetically predisposed to respond to
environmental contributions more than others. Low socioeco-
nomic status (SES) is a well-known risk factor for poor health-
care access, hazardous habits, and many diseases, including
PCa [37]. Low SES has even been dubbed a driver for worsen-
ing PCa prognoses [37, 38]. As a result, it can be suggested that
unique biological changes and disparate treatment outcomes in
AA males with PCa are rooted in adverse environments.

Studies have shown a strongly positive association between
worsening environmental quality and the odds of having a
metastatic PCa at diagnosis [39]. A 2020 study utilized the envi-
ronmental quality index (EQI) to determine the association be-
tween environmental quality and PCa staging at diagnosis [39].

This measurement tool summarizes environmental data into an
ecological index at the United States County level and stratifies
data by five different exposure domains: air, water, land, built,
and sociodemographic [39]. The study's results showed that not
only were AA males living in poorer-quality environments, but
they were also presented with more aggressive forms of PCa
[39]. These findings parallel other studies that have suggested
that men who live in neighborhoods with an unfavorable SES
are more likely to be diagnosed with high-grade PCa [39, 40].
Statistically, it is AA males who are enduring this residential cir-
cumstance at a higher rate than CA [39, 40]. This leaves the AA
demographic at a higher predisposition for tumorigenesis and
disease severity. These studies highlight a relationship between
residential quality by way of SES and cancer vulnerability and
disease severity.

PCais one of the most common human malignancies that arises
through genetic and epigenetic alterations [41]. There are a
plethora of genes that can undergo aberrant hypermethylation
in PCa, and these methylation profiles tend to differ among AA
and CA men [41]. A complex combination of environmental,
socioeconomic, and genetic variations may all contribute to the
disparities of incidence and mortality in PCa. Differences in the
distribution of aberrant methylation may contribute to differen-
tial cancer health disparities among varying demographics. An
early study investigated differences in DNA hypermethylation
of three different genes in tumor tissues from AA and CA men
using real-time methylation-sensitive PCR [42]. The study iden-
tified that the frequency of methylation of one of the three genes,
in this case CD44, was higher in AA men compared with CA
men [42]. A better understanding of the epigenetic changes in
PCa is likely to contribute to improved diagnosis, clinical man-
agement, and better outcomes.

PCa is one of the most common human malignancies that arises
through genetic and epigenetic alterations [43]. Methylation, an
epigenetic modification, plays a crucial role in the development
of PCa by silencing tumor suppressor genes and allowing for
unchecked cellular proliferation. A growing body of research
highlights that methylation profiles in PCa differ between AA
and CA men, potentially contributing to disparities in incidence
and mortality [43]. Specifically, aberrant hypermethylation of
genes such as CD44 has been shown to occur more frequently in
tumor tissues from AA men compared to their CA counterparts
[44]. This increased frequency of methylation in AA men may
lead to a higher likelihood of mutations and genetic instability,
which could contribute to the development of PCa at a higher
rate in this population. These differences in methylation pat-
terns are likely influenced by a complex interplay of environ-
mental, socioeconomic, and genetic factors. As such, a better
understanding of the epigenetic changes in PCa, particularly
the role of methylation, could provide insights into the mech-
anisms underlying cancer health disparities and pave the way
for improved diagnosis, clinical management, and outcomes for
AA men.

Socioeconomic status sits as a premiere determinant of mortal-
ity in cancer patients. Findings from the National Program of
Cancer Registries Patterns of Care Study show that compared
to CA, AA have a higher risk of mortality after a disease diag-
nosis [37]. Further results indicated an association between low
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SES and increased mortality that was more apparent among
racial/ethnic minorities, which suggests that interacting forces
between SES and race/ethnicity contribute to cancer disparities
[37]. There is also compelling evidence that lower socioeconomic
status in AA men and disparities in treatment are essential driv-
ers of observed differences in survival. Survival in the United
States is worse in AA men diagnosed with low-grade PCa but
not with high-grade disease [45]. Such provides evidence of dis-
parities in care as true, low-grade disease should not be asso-
ciated with mortality. This paints a picture of PCa in the same
light as countless other topics in medicine. There are factors of
disease burden where racial differences attribute to significantly
different outcomes and disparate care; revealing an unfortunate
implication of structures in society and the medical field where
racism still exerts its noxious effects.

6 | Active and Current Clinical Trials

Several active and successful clinical trials have specifically
examined treatment outcomes for Black men with PCa, high-
lighting both the efficacy of current therapies and the need for
greater representation in research.

A notable prospective trial evaluating abiraterone acetate plus
prednisone in Black and White men with metastatic castration-
resistant prostate cancer (nCRPC) found that Black men had
similar radiographic progression-free survival (rPFS) and over-
all survival (OS) to White men, with a trend toward longer time
to PSA progression and greater PSA declines [46]. However,
Black men experienced higher rates of side effects, including hy-
pertension, hypokalemia, and hyperglycemia, emphasizing the
importance of understanding race-specific treatment responses
and toxicity profiles.

Another study examining disparities in systemic therapy out-
comes for advanced PCa found that Black men had similar or
even better outcomes than White men when treated in equal-
access settings [47]. This suggests that nonbiological factors,
such as healthcare access and delivery, play a significant role in
racial disparities, reinforcing the need for equitable treatment
opportunities.

The Decipher genomic classifier study (NCT02723734) is a pro-
spective trial that includes AA men to evaluate genomic risk re-
classification and identify those with high genomic risk of early
metastatic disease [48]. By integrating genomic classifiers with
clinical risk assessments, this study aims to refine treatment
strategies for AA men with localized PCa, ensuring that person-
alized therapeutic approaches account for distinct genetic and
molecular features.

Additionally, a phase II trial focused exclusively on Black men
with mCRPC treated with abiraterone acetate plus prednisone
confirmed a comparable safety and efficacy profile to predom-
inantly White populations [49]. However, low accrual rates in
this trial highlight the persistent challenge of underrepresenta-
tion in PCa research.

These findings underscore the critical need to increase Black
male participation in clinical trials to ensure that treatment

efficacy, safety, and toxicity are fully understood across diverse
populations. Expanding outreach, improving trial accessibility,
and addressing systemic barriers will be essential to advanc-
ing precision medicine and reducing racial disparities in PCa
outcomes.

7 | Access to Medical Care and Patient-Doctor
Relationships

Reported by numerous studies, access to health care and its so-
cial, economic, and behavioral correlates are strongly associated
with racial disparities in PCa [14, 43, 44]. A 2021 Massachusetts
study reported that racial differences in mortality persisted even
after adjusting for sociodemographic and known PCa prognostic
factors [50]. These mortality differences were because AA men
were 40% less likely to receive definitive treatment (defined as
prostatectomy or radiation therapy within 90days of diagnosis)
when compared to CA men [50]. This same study later assessed
receipt of definitive treatment and its relationship to insurance
status, and results suggest that when AA men are insured, they
derive a larger increase in treatment rates than CA men [50].
Other studies have shown that the treatment and care received
by AA males differed from CA in terms of quality [38, 43, 44, 51].
Further, many publications have revealed that AA men have
worse access to PCa screening, appropriate follow-up, and re-
ceipt of definitive therapy [51]. Thus, the inequity in clinical care
across racial cohorts is concerning and needs to be minimized to
enhance patient outcomes.

Despite socioeconomic disadvantage, many studies suggest that
AA men may fare as well or even better than CA men when
equivalently treated. In the military's equal access healthcare
system, for example, AA men show equivalent outcomes to CA
patients, and both groups outperform those men treated in the
general population. Specifically, a study assessing 5-year sur-
vival of men with advanced PCa tumors revealed that patients in
the military health system had improved survival compared to
their counterparts in the United States general population, and
the survival advantage was consistently observed in all patients,
regardless of race [52]. A retrospective cohort study revealed
that in the equal access health setting, specifically the military
health system, despite AA men having shorter survival time
from radical prostatectomy to biochemical recurrence (BCR),
the group showed comparable survival time from BCR to metas-
tasis and metastasis to overall death [53]. These military-based
studies support the concept that AA men with PCa can do as
well or better than CA men with PCa if they receive the same
high-quality care. Further, active surveillance (AS) is the stan-
dard of care for most men with favorable-risk, low Gleason grade
PCa. Several studies have shown that race does not significantly
impact the oncologic outcomes of men on AS for low-risk PCa.
For instance, a study by Pincus et al. demonstrated that race was
not predictive of Gleason grade progression, AS discontinua-
tion, or biochemical recurrence in a cohort with a majority of
AA men [54]. Similarly, Deka et al. found that AA men had a
higher incidence of disease progression and definitive treatment
compared to CA men, but no significant differences in metasta-
sis or PCa-specific mortality [55]. These studies are highlighted
in Table S1. This illustrates the need to provide a historically
vulnerable demographic with adequate treatment and access to
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said treatment, as it is evident that elevated treatment quality for
AA men directly impacts survival.

Utilization of PSA screening plays an important role in PCa
disparities. As mentioned previously, AA men are less likely
to undergo PSA screening in comparison to CA men; as a re-
sult, diagnosis is frequently delayed, causing poor outcomes
[7, 8, 56]. However, in scenarios where PSA screening is equally
accessible regardless of race, rates of screening may differ less,
thus limiting this disparate factor [57, 58]. A cohort study con-
ducted by the Center for Prostate Disease Research (CPDR), a
multi-center national database associated with Walter Reed
Army Medical Center and the Uniformed Services University
of Health Sciences, evaluated PCa survival in active surveil-
lance patients [43, 58]. Active surveillance refers to a type of
management that involves the close monitoring of a patient's
condition without treatment until testing shows it is indicated.
Growing concerns regarding the overtreatment of PCa have led
to an increased interest in this form of monitoring and treat-
ment [43]. All patients included in the study were eligible for
military health care regardless of education, income, or place of
residence [43]. This provided a relative uniformity concerning
SES in the cohort. Among 886 eligible patients, 21% were AA
males [43]. Despite racial differences in risk characteristics and
secondary treatment patterns, study results showed no racial
disparity in overall survival [43]. In sum, removing economic
barriers and providing access to medical care promotes clinical
equity and enhances early detection, decreasing disease burden
and improving therapeutic regimens to combat PCa.

A significant factor contributing to disparities in PCa treatment
is the persistent communication gap between patients and pro-
viders, largely influenced by physician mistrust among A A men.
Studies have shown that AA men exhibit significantly lower
levels of trust in the healthcare system compared to CA men,
leading to delayed care, misperceptions about disease severity,
and reduced engagement in shared decision-making [7, 59-61].

The Group-Based Medical Mistrust Scale (GBMMS), a validated
12-item scale measuring suspicion of healthcare providers, ex-
pectations of racial discrimination, and perceived support from
physicians, illustrates this disparity [59, 62, 63]. In one study,
AA men had a significantly higher mistrust score (mean: 26.3,
SD: 7.5) compared to CA men (mean: 21.1, SD: 5.9), highlight-
ing a pronounced difference in attitudes toward the healthcare
system [59].

This mistrust directly impacts treatment decisions and patient-
provider communication. A study assessing attitudes toward
PCa care and shared decision-making before PSA testing found
that even when provided with treatment information, AA men
remained more confused than CA men [64]. Additionally, AA
men with aggressive, high-risk PCa were more likely to misper-
ceive the severity of their disease, resulting in a lower likelihood
of pursuing treatment [65]. This suggests that ineffective com-
munication and inadequate patient education further contribute
to treatment disparities.

However, research indicates that enhancing patient engage-
ment in treatment decision-making can significantly improve

patient-physician trust. The CPDR Treatment Decision-Making
Study found that when patients actively participated in discus-
sions about their treatment options, they were more likely to
view healthcare providers as a reliable source of information
[66]. Removing barriers to mistrust and ensuring patients have
access to clear, culturally competent medical communication
can help bridge this gap and improve PCa outcomes for AA men.

Addressing this issue requires targeted interventions to rebuild
trust, including provider training in culturally sensitive com-
munication, increased representation of AA men in clinical
research, and community-driven efforts to improve health liter-
acy. Strengthening patient-provider relationships is essential to
ensuring that AA men receive equitable, effective, and patient-
centered PCa care.

The road to medical breakthroughs involves clinical trials.
Currently, AA men are grossly underrepresented in said trials
[7]. Efforts focused on increasing AA representation in clini-
cal trials are vital. Further studies are needed to identify bar-
riers to trial participation among AA patients and to evaluate
outreach and educational approaches which account for social,
socioeconomic, systemic, and historical factors that lead to
underrepresentation.

Strides have been made with the Prostate Cancer Ambassador
program and further efforts are being made by states with more
rural populations, such as South Carolina, where AA men have
typically been difficult to reach to create a decision guide of
culturally appropriate materials that is targeted toward the AA
men [67, 68]. The Ambassador Program was designed to ad-
dress disparities by utilizing community health advisors who
closely resembled the populations they served, both in racial
and cultural background. This representation likely played a
role in fostering trust and engagement within AA communities,
making it a promising model for improving PCa awareness and
participation in genomic studies. However, the effectiveness of
such programs may also depend on the racial and cultural back-
ground of healthcare providers themselves. Studies have sug-
gested that racial concordance between patients and providers
can enhance trust, improve communication, and lead to better
decision-making [69]. Future efforts should consider not only
community-driven ambassador programs but also the role of
provider-patient racial concordance in mitigating mistrust and
encouraging equitable healthcare engagement.

To date, there have been many efforts to recruit AA men into
studies and repair the patient-provider relationship. A study
analyzed the methods of a clinical trial studying different PCa
treatments utilized to increase AA recruitment. This clinical
trial was so successful in recruitment that 41% of the patients
examined identified as AA [70]. The lead researchers of the trial
proposed that improving recruitment of AA and other non-white
groups to clinical trials stems from targeting the needs of the
population of interest [70]. It is well known that historically AA
men represent a lower SES than CA men; as a result, providing
financial assistance and positioning clinical trials in areas closer
to the population base can remove a key barrier to trials [70].
Moreover, this successful clinical trial had a diverse group of
healthcare professionals and researchers as leaders of the study.
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This improved cultural and social alignment and resulted in an
increased trust and rapport between patients and the conduc-
tors of the trial [70]. Lastly, the study emphasized community in-
volvement in disseminating information about the clinical trial.
Clinical trial leaders provided educational materials in formats
that were palatable to all education levels and were adjusted
to fit racially diverse populations [70]. Collectively, this study
showcases the importance of these factors working together to
enhance racial disparity in clinical trials, improve community
trust in the healthcare system, and remove socioeconomic barri-
ers to improve patient care.

Beyond socio-economic factors and mistrust in the medical sys-
tem, the type of healthcare facilities available to patients may
also influence PCa treatment. Several studies have shown that
despite having similar clinical characteristics, AA men were un-
likely to receive the necessary PCa treatment and more likely
to experience delays in diagnosis compared to their CA coun-
terparts [7, 8, 71]. That said, in a study analyzing the National
Cancer Institute-designated Comprehensive Cancer Center,
when adjusting for the use of equal-access healthcare systems
(i.e., Veteran's Affairs Health System), Medicare insurance, or
receipt of care in clinical trials, disparities in the likelihood or
time to treatment were no longer reported (7, 8, 72]. Some stud-
ies using equal-access trial designs report that AA men were
more likely to receive treatment and to have better outcomes
compared with CA men [8, 73]. Comprehensively, these studies
further indicate that providing AA men with quality health fa-
cilities can impact a disease burden that has consistently impli-
cated the AA demographic.

While improved outreach, trial enrollment, and treatments are
important once prostate cancer is diagnosed, improved and per-
sonalized screening programs remain the first step in improving
PCa outcomes. Without understanding the increased risk among
AA men to develop clinically significant PCa, it is impossible
to expect that this population can make an informed decision
to get screened [14, 74]. Physicians must provide comprehensi-
ble information about the advantages and disadvantages of the
screening and treatment options for PCa for patients to align the
medical care options with their values. An effort to execute this
has been seen with the Prostate Cancer Ambassador Program
[68]. This health advisor model has been used to educate in-
dividuals on PCa risks and symptoms, advise for informed
decision-making for PSA screening, and how to deliver infor-
mation to their communities [68]. The pilot program trained 32
ambassadors in predominantly AA communities, and in total,
these ambassadors reached 355 individuals in their communi-
ties with information on PCa [68]. The success of this program
suggests that AA individuals are willing and open to learning
about disease courses and treatment options, but it should be
done in a digestible manner conducted by individuals who are
integrated into the community.

8 | Conclusion

AA men are disproportionately affected by PCa with earlier pre-
sentation, more aggressive disease, and higher mortality rates
versus other racial groups [1, 2, 7]. Genetic, socioeconomic,
and systemic factors likely contribute to this disparity. A major

limitation to understanding genetic contributions to diagnosis,
prognosis, and treatment is a lack of population-specific sample
size of AA men at risk for or diagnosed with PCa [15, 29, 75]. AA
men are not enrolling in clinical trials at the necessary rate to
make informed scientific discoveries [7]. As a result, AA men
are being diagnosed later, being treated later, and in turn, dying
at higher rates than CA men [2, 7].

Factors limiting AA participation in screening and treatment tri-
als include mistrust of the health system, stigma regarding seeing
a physician, and poor physician-patient communication. Further,
economic disparities that the community faces provide an imme-
diate barrier to adequate treatment and influence the decision
of whether or not even to seek out medical intervention [14, 37].
Such obstacles perpetuate the health disparity and contribute to
preventable death. Much data and reviews have been published
regarding PCa treatment, or lack thereof, for AA males; however,
very few, if any, manuscripts have bridged the results of research
with resources that directly mitigate the health equity complica-
tions discussed. This review focused on different factors, includ-
ing genetic, environmental, and social contributions to the racial
disparities seen in PCa, while also providing together effective re-
sources that target treatment and prevention of PCa in AA men.
We aimed for this review to serve as an encompassing source of
knowledge providing both resources for outreach and community
engagement, while also providing scientific insight into the ra-
cially driven genomic predispositions and epigenetic alterations as
potential therapeutics. Further, this review also details the barriers
that exist in access to medical care and the distrust in patient-doc-
tor relationships, while providing tools to improve these aspects
and progress forward.

Many factors contribute to PCa diagnosis, treatment deci-
sions, and outcomes. Differences in age of diagnosis and dis-
ease aggressiveness may be driven by genetic, socioeconomic,
environmental, and systemic factors. The presence of different
genetic mutations to varying rates among AA patients high-
lights an opportunity to prospectively evaluate these as both
biomarkers of aggressive disease and therapy targets. Genetic
mutation variation among patients of different ethnic origins
highlights the potential for personalized screening panels to
identify patients for whom mutation-directed surveillance and
treatment protocols may benefit. Uniform access to screen-
ing, diagnosis, and treatment, along with comprehensive out-
reach, education, and inclusion in clinical trials, is needed
to improve outcomes for AA men at risk for or diagnosed
with PCa.
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