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Abstract

Background: We have shown previously in multivariable analysis that black men had 19% lower
risk of death than white men with metastatic castration resistant prostate cancer (nCRPC) treated
with a docetaxel (D) and prednisone (P)-based regimen. The primary goal of this analysis was to
compare progression-free survival (PFS), biochemical PFS, =50% decline in PSA from baseline
and objective response rate (ORR) in white, black and Asian men with mCRPC treated with a DP-
based regimen.

Patients and Methods: Individual patient data from 8,820 mCRPC men randomized on nine
phase 111 trials to DP-containing regimen were combined. Race used in the analysis was based on
self-report. Endpoints were PFS, biochemical PSA, =50% decline in PSA from baseline and ORR.
The proportional hazards and the logistic regression models were employed to assess the
prognostic importance of race in predicting outcomes adjusting for established prognostic factors.

Results: Of 8,820 patients, 7,528 (85%) were white, 500 (6%) were black, 424 were Asian (5%)
and 368 (4%) had race unspecified. Median PFS were in months 8.3 (95% CI 8.1-8.5), 8.2 (95%
Cl 7.4-8.8), and 8.3 (95% CI 7.6-8.8) in white, black and Asian men, respectively. Median PSA
PFS were 9.7 months (95% CI 9.4-10), 8.5 months (95% CI 7.6-10) and 10.0 (95% CI1 9.5-11.8) in
white, black and Asian men, respectively.

Conclusions: We observed no differences in clinical outcomes by race and ethnic groups in men
with mCRPC enrolled on these phase 11 clinical trials with DP.

Keywords

Docetaxel; disparity; progression-free survival; biochemical progression; PSA decline; objective
response rate
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Introduction

Methods

Endpoints

Racial disparities in treatment outcomes in men with localized prostate cancer has been well
documented, although the causes for these differences are not fully understood [1-7]. In
contrast, data on racial disparities in men with advanced prostate cancer are more limited.
Results of analyses of clinical outcomes in men with metastatic castration-resistant prostate
cancer (MCRPC) as a function of race is not well documented and have been inconsistent
[8-12]. We have previously reported two pooled analyses of disparities in overall survival in
men with mCRPC [10-12]. The first report was based on 1,188 mCRPC patients enrolled in
eight phase Il and phase 111 trials between 1991 and 2002, in which we demonstrated that the
hazard ratio for death was 0.77 for black compared to white men, corresponding to a 23%
lower risk of death in black men [10-12]. The second analysis was based on 8,028 men
treated with docetaxel plus prednisone (DP) enrolled in nine phase 111 trials conducted
between 1990 and 2014 [10, 11]. In the latter report, we demonstrated that although black
men had similar median overall survival to white men, in an adjusted analysis black men
with mCRPC had a 19% lower risk of death compared to white men treated with DP-based
regimen [12].

Analyses by race in men with mCRPC based on intermediate clinical outcomes, such as
progression-free survival, PSA decline and objective response rate are sparse. We undertook
a pooled analysis to determine whether black men had worse clinical outcomes than white
men with mCRPC who were enrolled in phase 11 trials. Our motivation for this analysis was
to assess if there are treatment differences in black versus white men with mCRPC. If
differences in clinical outcomes by race are observed, this may reflect differences in the
biology of disease as the data in our analysis are based on patients who had access to clinical
trials. We also explored whether Asian men and Hispanic men had worse clinical outcomes
than white men. The clinical outcomes evaluated across these ethnic groups were established
endpoints: progression-free survival (PFS), biochemical PFS, 50% decline in PSA from
baseline and objective response (ORR).

This analysis was approved by the Duke University Medical Center Institutional Review
Board. We performed a systematic search of the literature encompassing the period January
2004-July 2015 using PubMed and clinicaltrials.gov to identify trials testing docetaxel/
prednisone (DP) versus DP plus an experimental agent in men with mCRPC, as described
previously [12-13]. The first author had access to the individual patient data from each of the
selected trials that was requested from the pharmaceutical sponsor or the National Cancer
Institute National Clinical Trials Network (NCI NCTN) coordinating group [14-23]. Data on
8,820 patients were available (supplementary Figure S1A).

Progression-free survival was determined for every patient, based on a per-protocol
definition of PFS and was provided as a composite endpoint by the sponsor. Other endpoints
considered were biochemical PFS, >50% decline in PSA from baseline and objective
response rates (ORR). Biochemical progression-free survival (bPFS), was defined per the
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PSA Working Group 2 as the time between date of random allocation to date of biochemical
progression or death, whichever occurred first [24]. Fifty percent decline in PSA from
baseline was defined as a binary endpoint following the standard definition of PSA-working
group 2 [24]. Objective response rate (ORR) was defined as a binary endpoint based on
whether a patient experienced a best overall tumor response of complete or partial response.
The ORR was evaluated for patients with bidimensionally measurable disease. PSA data
from the TAX 327 trial was not available from the sponsor. Thus, this trial (TAX327) was
excluded from the analysis of the biochemical PFS and PSA-decline endpoints. Objective
response data were not available for the TAX 327, ENTHUSE 33, and SYNERGY trials and
the patients enrolled on these trials (2,633 of 5,502 patients with measurable disease) were
excluded from the ORR analysis.

Statistical Analysis

Race and ethnicity were self-reported; and the collection of race across the trials is listed in
supplementary Table S1. Ethnicity was collected only in the three NCI NCTN trials
(CALGB 90401, SWOG9916 and SWOG 0421). 368 (4%) men with unspecified/unknown
racial category were excluded from the analysis. We conducted several analyses to estimate
the pooled hazard ratio (HR for PFS and biochemical PFS) or the pooled odds ratio (OR for
the binary outcomes: PSA decline and ORR) to test if there were differences in PFS, bPFS,
PSA decline, and ORR in: 1) black vs. white men and 2) in Asian vs. white men. In addition,
we performed sensitivity analyses by assessing: (1) only patients enrolled on the NCI NCTN
trials, and in (2) patients who were randomized to the DP arm only by excluding patients
who received experimental therapy. Since race and ethnicity were only collected only in the
NCI NCTN trials, we performed additional analyses and explored the clinical outcomes
including overall survival (OS) in Hispanic vs. non-Hispanic white men who were enrolled
in the NCTN trials.

We used a two-stage fixed mixed effect model, as previously reported for obtaining the
pooled HR and the odds ratios [12-13]. In the first stage, we estimated the HRs (for PFS and
biochemical PFS) or ORs (for PSA decline and ORR) for each of the racial groups within
each trial. We conducted both univariate and multivariable analyses of race and ethnicity
predicting clinical outcomes by employing the proportional hazards or the logistic regression
models. There were no statistically significant differences in OS by treatment arms
(supplementary Figure S1A), however, differences in clinical outcomes by treatment arms
were observed across the nine trials in biochemical progression-free survival (supplementary
Figure S1B), in PFS (CALGB 90401 & MAINSAIL), in PSA decline and ORR (CALGB
90401 & VENICE). To minimize the impact of confounding, in multivariable analyses we
adjusted for treatment assignment, age, performance status, alkaline phosphatase, PSA,
hemoglobin, and site of metastases. These were the common baseline factors that were
collected across the trials. Thus, our primary analyses were based on the results of the
multivariable analyses of the proportional hazards and logistic regression models. In the
second stage, we combined the estimates from all the individual trials in order to acquire
summary estimates of the HR (or OR) along with the estimated variance. We used both
Cochran Q and / statistics to test for heterogeneity across the trials. The Q statistic tested
for the homogeneity of the estimated HRs or ORs across the studies, whereas the /2
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determined the fraction of the total variation in the study estimates that can be accounted for
heterogeneity. All p-values were computed by the chi-square and we considered a two-sided
p-value <0.05 as statistically significant.

Within each clinical trial, we analyzed the data using a modified /ntent-to-treat analysis.
TAX327 and SWOG9916 trials included patients that were randomized to non-docetaxel
arms; thus patients in these arms were excluded from the analysis. The Kaplan-Meier
product-limit approach was utilized to estimate the PFS and bPFS distributions by the three
racial groups. Furthermore, we summarized the individual hazard ratios and pooled hazard
ratio (or ORs) estimates along with the 95% confidence intervals and presented the results in
forest plots. All analyses were conducted in R 3.6.1.

Baseline Characteristics

Ten trials that enrolled 8,820 mCRPC patients between 1990 and 2014 were identified
(Figure 1). The number of patients, treatment arm and accrual period are listed in
supplement Table S2. The baseline characteristics of patients across the three racial groups
are presented in Table 1. Of 8,452 men with mCRPC, 7,528 (89%) were white, 500 (6%)
were black, and 424 were Asian (5%). While roughly similar, there were several differences
in baseline characteristics across the racial groups. Ninety percent of black men had a
performance status of 0-1 compared with 95% of white men. The median PSA levels were
60 ng/ml for Asians, 85 ng/ml for white men, and 127 ng/ml for black men. The median
hemoglobin levels were 13 g/dL for white men, 12 g/dL for black men, and 12 g/dL for
Asians. In addition, the median alkaline phosphatase levels were different between white
(median=138 U/L) and Asians (median=150 U/L).

Among the 2,337 mCRPC men enrolled in three NCTN trials, 110 patients were Hispanic,
90 were identified as Hispanic white and 1,843 as non-Hispanic whites. In general, Hispanic
white men had similar baseline characteristics to non-Hispanic white men. Hispanic white
men were diagnosed at an earlier age (median 66.5 years) compared to non-Hispanic white
(69.8 years, supplementary Table S3). Hispanic white men also had higher alkaline
phosphatase (150 U/L vs. 122 U/L) and lower hemoglobin levels (12.1 g/dL vs. 12.8 g/dL)
than non-Hispanic white patients.

Clinical Outcomes

Progression-Free Survival (PFS)—There were no differences in the PFS distributions
of white, black and Asian men with median PFS 8.3 months (95% CI1=8.2-8.5), 8.2 months
(95% CI1=7.4-8.8); and 8.3 months (95% CI=7.6-8.8), respectively (Figure 2A). Table 2
summarizes the pooled HRs and pooled ORs for the clinical outcomes by race and ethnic
groups adjusting for important prognostic variables. In addition, we present the results of the
pooled HRs and ORs of clinical outcomes by race/ethnicity based on univariate analyses
(Table 2). The pooled HRs from the univariate analysis for black men vs. white men were
1.08 (95% CI=0.96-1.17, supplementary Figure S2A) and the pooled HR for PFS for Asian
men vs. white men was 1.10 (95% CI=0.98-1.23, supplementary Figure S2B). From the
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multivariable analysis, the pooled HR for progression or death for black men vs. white men
was 0.96 (1.06 (95%CI=0.86-1.07; Figure 2B). Furthermore, the pooled HR for Asian men
vs. white men was 1.00 (95% C1=0.89-1.12, Figure 2C).

In sensitivity analyses, we estimated the median PFS in white, black, and Asian men
enrolled in NCTN trials. The median PFS in black and white men were the same (8 months),
whereas the median PFS was shorter in Asian men (6 months). In men who were enrolled in
the NCI NCTN trials, the pooled HRs for PFS from univariate analyses for black men and
for Asian men vs. white men were 1.08 (95% CI1=0.95-1.23) and 1.36 (95% CI1=0.93-1.99,
Table 2), respectively. From the multivariable analysis, the pooled HRs for PFS for black
men vs. white men and for Asian men vs. white men were 0.96 (95% C1=0.84-1.10) and
1.35 (95% CI1=0.92-1.99; Table 2), respectively. It is noteworthy that the number of events in
the Asian group is particularly small; thus, caution should be exercised in interpreting the
results from the NCTN trials

In a separate sensitivity analysis, we estimated the hazard ratio for PFS by the three racial
groups in men who were randomized to DP alone (Table 2). The univariate pooled HRs for
PFS for black men and for Asian men vs. white men were 1.08 (95% CI1=0.95-1.24) and
1.14 (95% CI1=0.97-1.33). From the multivariable analysis, the pooled HRs for PFS for black
men and for Asian men vs. white men were 0.96 (95% C1=0.87-1.07) and 1.02 (95%
ClI=0.87-1.20), respectively.

Biochemical PFS—Biochemical progression events occurred in 49% of white men, 56%
of Black men, and 44% of Asian men. The median bPFS for white, black and Asian men
were 9.9 months (95% CI1=9.4-10.5), 8.5 months (95% CIl=8.0-10.3) and 11.1 months (95%
Cl=9.9-12.5; Figure 3A), respectively. From the univariate analyses, the HRs for
biochemical PFS for black and Asian men were 1.12 (95% Cl= 0.98-1.28; supplementary
Figure S3A) and 1.09 (95% CI1=0.93-1.27; supplementary Figure S3B), respectively. In
multivariable analysis, the pooled HRs for biochemical PFS for black men vs. white men
and for Asian men vs. white men were 1.05 (95% CI=0.97-1.26; Figure 3B) and 0.99 (95%
Cl1=0.84-1.12; Figure 3C).

In the NCTN trials, the median bPFS was 9 months (95% CI= 8.8-10) in white, 8 months
(95% CIl=7-9) in black, and 7 months (95% CI=4-NE) in Asian men. From the univariate
analyses, the pooled HRs for bPFS for black men and Asian men were 1.10 (95%
Cl1=0.94-1.30) and 1.10 (95% CI1=0.62-1.95; Table 2). In addition, the pooled HRs for bPFS
for black and Asian men vs. white men were 1.04(95% CI1=0.88-1.24) and 1.17 (95%
Cl=0.66-2.08) from the multivariable analyses. In the subgroup of men randomized to DP
alone, the pooled HR of black vs. white patients was 1.07 (95% C1=0.93-1.22), while the
pooled HR for bPFS for Asian vs. white men was 0.99 (95% CI1=0.85-1.16; Table 2).

>50% Decline in PSA from Baseline—Of the 8,820 patients, PSA data were available
on 7,687 men (no PSA outcome data were available from the TAX327 trial and 464 patients
enrolled on other trials did not have baseline (on treatment) PSA values available
(supplementary Figure S4A). The overall proportion of white, black and Asian men who
experienced =50% decline in PSA from baseline were 64%, 58% and 62%, respectively.

Ann Oncol. Author manuscript; available in PMC 2021 July 01.
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From the univariate analyses, the pooled ORs for PSA response for black and Asian vs.
white men were 0.86 (95% CI1=0.7-1.04; supplementary Figure S4B) and 0.94 (95%
ClI=0.75-1.17; supplementary Figure S4C). From the multivariable analyses, the pooled OR
for PSA response for black vs. white men were 1.05 (95% CI1=0.85-1.30; Figure 4A)
whereas the pooled OR for Asian vs. white men was 1.13 (95% CI1=0.90 -1.42; Figure 4B).
For the subgroup of patients treated with DP alone (Table 2), the pooled ORs for PSA
response for black and for Asian men vs. white men were 0.91 (95% CI=0.69-1.22) and 1.06
(95% CI1=0.77-1.46), respectively. The number of patients enrolled on the NCTN were
small, precluding performing any analyses on the PSA decline and ORR endpoints.

Objective Response Rate—A total of 2,760 men with measurable disease had response
data available (supplementary Figure S5A). Eighty-nine percent were white, 7% were black
and 4% were Asian. The proportion of white, black and Asian men with a complete or
partial response were 39%, 30%, and 34%, respectively. From the univariate analysis, the
pooled OR for objective response rate for black and Asian men were 0.93 (95% Cl=
0.66-1.31; supplementary Figure 5B) and 0.80 (95% CI1=0.52-1.22; supplementary Figure
5C). While the pooled ORs for objective response rates from the multivariable analyses were
1.07 (95% CI1=0.74-1.55; supplementary Figure 5D) and 0.95 (95% CI=0.61-1.49;
supplementary Figure 5E).

For the subgroup of patients who were randomized to DP alone, the HR for the pooled OR
for objective response rate for black men vs. white men was 1.03 (95% Cl= 0.61-1.77; Table
2). The number of Asian men with measurable disease that were treated with DP alone or
those enrolled in the NCI NCTN trials were too small to conduct these analyses.

Comparing Outcomes of Hispanic White vs. Non-Hispanic White

The median overall survival for Hispanic white and non-Hispanic white was 20 months
(supplementary Figure S6A). From univariate analysis, the pooled HR for death for Hispanic
white men versus non-Hispanic white men was 1.06 (95% C1=0.83-1.35, Table 2). In
multivariable analysis, the pooled HR for death for Hispanic white men vs. non-Hispanic
white men was 0.98 (95% CI=0.77-1.25); supplementary Figure S6B). The median PFS for
Hispanic and non-Hispanic white was 7 months (95% CI=5-9) and 9 months (95% CI=8-9;
supplementary Figure S7A), respectively. From the univariate analysis, the pooled HR for
PFS for Hispanic white men vs. non-Hispanic white men was 1.11 (95% CI1=0.89-1.38;
Table 2). From the multivariable analysis, the pooled HR for PFS for Hispanic white men vs.
non-Hispanic White men was 1.02 (95% CI1=0.82-1.28; supplementary Figure S7B). The
median bPFS for Hispanic and non-Hispanic white was 7 months (95% CI=5-9) and 10
months (95% CI1=9-10; supplementary Figure S8A), respectively. The pooled HR for bPFS
for Hispanic white men vs. non-Hispanic white men was 1.08 (95% CI=0.81-1.44;
supplementary Figure S8B).

The proportion of Hispanic white and non-Hispanic white who experienced a >50% decline
in PSA from baseline were 47.5% and 61.1%, respectively. From the univariate analysis, the
pooled OR for PSA response for Hispanic white men vs. non-Hispanic white men was 0.54
(95% C1=0.33-0.8; Table 2). The OR for PSA response for Hispanic white vs. non-Hispanic
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white was 0.56 (95% CI1=0.33-0.93; supplementary Figure S9) from the multivariable
analysis. A total of 51 and 847 Hispanic white and non-Hispanic white men had measurable
disease. The proportion of Hispanic and non-Hispanic white men who experienced complete
or partial response was 24% and 29%, respectively. The pooled OR for objective response
rate for Hispanic white vs. non-Hispanic white men was 1.04 (95% CI1=0.50-2.30;
supplementary Figure S10).

Discussion

In this meta-analysis, 7,528 were white men, 500 were black, 424 were Asian and 90 were
Hispanic white men with mCRPC who were enrolled on randomized phase I11 trials. We
found no differences in PFS and biochemical progression across three racial and ethnic
groups: black, white and Asian men. These data suggest that they share a similar hazard of
disease progression or death. These data were consistent when evaluated in patients enrolled
on the NCTN trials, although there were only 28 Asian men who were enrolled on such
trials.

Although a lower proportion of black men experienced a PSA decline than white men, or
had an objective response rate, these differences were not statistically significant either in
univariate or multivariable analyses. Asian men had a similar proportion of PSA decline and
objective response rates to white men. Moreover, we found no differences in overall
survival, progression-free survival and biochemical progression in Hispanic white compared
to non-Hispanic whites. However, a lower proportion of Hispanic white men had PSA or
objective response rates compared to the non-Hispanic men with mCRPC. Our sample size
of Hispanic white men enrolled in the NCTN trials was limited and caution must be taken in
interpreting the data.

Our results contribute to the ongoing discussion regarding health disparities in prostate
cancer outcomes and are in agreement with several analyses based from large clinical trials
that have shown that there are no differences in clinical outcomes by racial group in men
with prostate cancer [10-12, 25]. In a comprehensive analysis from three large cohorts of
men with non-metastatic prostate cancer from: the NRG trials, the Veteran Administration
(\VVA) health care system, and the Surveillance, Epidemiology, and End Results (SEER)
registry, no differences in prostate cancer-specific mortality nor in other cause mortality by
race were observed in the NRG trials and the VA system [25].

Nevertheless, it is a well-known fact that healthy disparity exits based on the incidence and
mortality data from the SEER and other population-based registries [26-30]. Using the
SEER database, Dess et al. noted differences in other causes of mortality between black and
white men and a higher hazard of death in black vs. white men [25]. In another report,
Mabhal et al indicated that black men were at a higher risk of prostate cancer-specific death
compared to non-black men and described significant interactions between race and PSA-
screening eligibility [29]. Aizer et al. reported a higher hazard ratio of prostate cancer
mortality in black men than other racial groups [30].
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Discrepancies in outcomes in patients enrolled on clinical trials vs. outcomes at the
population-level may be due to a selection bias for patients enrolled on clinical trials vs.
broader population-based analyses of prostate cancer patients. It has been reported that the
prevalence of comorbid factors is adversely related to participation in clinical trials [31].
Men with mCRPC that are eligible for, and choose to participate in, a clinical study are
unlikely to be representative of the broader prostate cancer population, and having the social
support, access to health care and other intangible elements that allow them to be included in
a clinical trial might help to reduce disparities in outcomes.

It has been debated whether the racial disparities seen in cancer outcomes are due to

cultural, socioeconomic factors, diet, access to health care, and preventive health factors.
Also debated is how much is due to innate biologic differences in prostate cancer as
manifested in different ethnic groups [32-40]. There is a body of literature suggesting
biological differences that may contribute to the health disparity in prostate cancer
outcomes, although these differences have not been well delineated [32-37]; furthermore, the
trials included in this analysis did not collect any biologic or genomic data.

The NCI NCTN trials included in this analysis were successful in enrolling a higher
proportion of black men (12%) than industry trials (4%), but enrolled only 28 Asian men.
This may reflect the fact that many industry trials had large accrual contributions from areas
of the world (e.g. Europe and Asia) where the proportion of patients of African heritage is
lower. Despite inclusion of 500 black, 424 Asian and 90 Hispanic white men in this analysis,
the proportion of black, Hispanic, and Asian men is much lower than the estimated US
black, Hispanic and Asian male population of about 14%, 18% and 6%, respectively. Health
disparity research is critical to guide treatment for all populations and underrepresented
patients with mCRPC. Concerted efforts should be directed to engaging and enrolling more
underrepresented patients on clinical trials with mCRPC.

Our results must be considered within the limitations of a retrospective pooled analysis. The
study population was highly selected. Thus, these results cannot be generalized to mCRPC
men who are treated with non-docetaxel therapies or to men without mCRPC. Further, this
analysis does not account for the fact that the population of Asian and Hispanic men with
prostate cancer is heterogeneous as race was not further categorized in the clinical trials.
Nevertheless the large size of this analysis provides reasonable confidence in concluding that
in mCRPC men enrolled on clinical trials, and certainly among men enrolled on trials in
which they were treated with DP, there is no compelling evidence to suggest that black men,
Asian men, or Hispanic men treated with DP on clinical trials had worse clinical outcomes
than white men.

In summary, our analysis shows that patients that were eligible for clinical trials and
received the same treatment had no differences in clinical outcomes. Thus, we need to better
focus on other variables (such as health care access, biology) which can lead to poor
outcomes for black men and other underrepresented groups.
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Highlights

Health disparity research is critical to guide treatment for underrepresented
patients with mCRPC.

The proportion of black, Asian and Hispanic patients enrolled on the phase 111
trials is low.

No differences in PFS and biochemical progression across the three racial and
ethnic groups were observed.

Concerted efforts should be directed at engaging and enrolling more
underrepresented patients on clinical trials with mCRPC.
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15 trials identified
Chemotherapy-naive mCRPC

10 eligible phase lll trials
Overall survival as 1° endpoint

( Data from one trial not
> available
) L (ASCENT Trial)'é

9 available phase Il trials

h 4

Randomized patients
n=9603

( Excluded 783 patients (8.2%)
1 673 not randomized to D/P (TAX327, S9916)

110 patients data not available (Enthuse 33)

Evaluable patients
n= 8820

Figure 1.
PRISMA diagram.

DP, docetaxel/prednisone; mCRPC, metastatic castration-resistant prostate cancer.
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B Median PFS, months (95% CI)
Study White (N/n) Black (N/n) Hazard ratio (95% CI)
SWOG 9916 7 (6-8) 8 (7-9) 1.1 (0.8-1.6)
290 (285) 40 (40) -
TAX 327 2 (2-3) 2 (0-8) o 0.9 (0.5-1.5)
624 (597) 16 (16)
CALGE 920401 8(8-9) 8(7-10) 1.0(0.8-1.3)
923 (852) 110 (108)
SWOG 0421 9(8-9) 8(7-10) = 0.8 (0.7-1.0)
809 (761) 137 (125)
VENICE 7 (6-7) 8 (6-10) - 0.9 (0.6-1.3)
1112 (1078) 32(32)
ENTHUSE 33 B(7-8) 7 (4-13) = 0.9 (0.6-1.3)
676 (561) 39 (29)
READY 12 (11-13) 10 (8-13) - 1.1 (0.8-1.5)
1301 (840) 57 (41)
MAINSAIL 10 (10-11) 11 (6-NE) ¥ 1.6 (1.0-2.7)
869 (253) 46 (18) o
SYNERGY 10 (10-11) 12 (9-NE) - 0.5 (0.3-1.0)
924 (535) 23(12)
Overall 8 (8-9) 8 (7-9) 0.96 (0.86-1.07), P value = 0.441
7528 (5760) 500 (419)
‘/ﬁ 1 HR >
Favors blacks Favors whites
C Median PFS, months (95% CI)
Study White (N/n) Asian (N/n) Hazard ratio (95% CI)
SWOG 9916 7 (6-8) 3 (2-NE) 2.5(0.9-6.8)
290 (285) 4 (4)
TAX 327 2(2-3) 1 (1-NE) L 1.5(0.6-3.7)
624 (597) 5(5)
CALGB 90401 8(8-9) 8 (2-NE) b 1.2 (0.5-3.3)
923 (852) 4 (4)
SWOG 0421 9(8-9) 7 (5-12) - 1.2(0.8-1.9)
809 (761) 20(19)
VENICE 7 (6-7) 8 (7-9) B 0.8 (0.6-1.0)
1112 (1076) 68 (65)
ENTHUSE 33 8 (7-8) 6 (6-8) ) 1.0(0.9-1.3)
676 (561) 146 (129)
READY 12 (11-13) 10 (8-13) ™ 1.1 (0.9-1.4)
1301 (840) 111 (83)
MAINSAIL 10 (10-11) 13 (3-NE) < 0.9 (0.4-2.2)
869 (253) 14(5)
SYNERGY 10 (10-11) 11 (9-NE) ] 0.8 (0.5-1.2)
924 (535) 52 (21)
Overall 8 (8-9) 8 (8-9) 1.00 (0.89-1.12), P value = 0.994
7528 (5760) 424 (335)
Tua
Favors Asians Favors whites
Figure 2.

1duosnuely Joyiny

(A) Progression-free survival curves by race. (B) Forest plot with hazard ratios (HR) for
progression-free survival (PFS) for black versus white men (reference group [ white men, Q
[ 11.565, df [ 8, P [ 0.172, 12 [ 0.308). (C) Forest plot with HR for PFS for Asian versus
white men (reference group [ white men, Q [ 9.844, df [ 8, P [ 0.276, 12 [ 0.187).

Cl, confidence interval; N, number of patients; n, number of progression or death events;
NE, not estimated.
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B Median bPFS, months (95% Cl)
Study White (N/n) Black (N/n) Hazard ratio (95% ClI)
SWOG 9916 5(4-5) 4(3-6) —— 1.2(0.8-1.8)
260 (257) 35 (34)
CALGB 90401 15 (14-16) 13 (11-19) - 1.1 (0.8-1.5)
923 (445) 110 (56)
SWOG 0421 6 (5-6) 6 (5-8) B 0.9 (0.7-1.2)
745 (467) 123 (79)
VENICE 10 (9-10) 10 (8-NE) i 1.0 (0.6-1.7)
1112 (546) 32 (17)
ENTHUSE 33 16 (15-18) 20 (20-NE) - 0.7 (0.3-1.3)
676 (177) 39 (9)
READY 17 (15-17) 13 (10-18) g 1.3 (0.8-1.9)
1301 (535) 57 (27)
MAINSAIL 6 (5-6) 5 (4-7) — 1.2 (0.7-1.9)
810 (361) 41 (19)
SYNERGY 7 (6-8) 5 (4-NE) n 1.1 (0.7-1.9)
858 (487) 19 (14)
Overall 10 (9-11) 9 (8-10) 1.05 (0.93-1.21), P value = 0.406
6685 (3275) 456 (255)
|
< i —_—
Favors blacks Favors whites
C Median bPFS, months (95% CI)
Study White (N/n) Asian (N/n) Hazard ratio (95% CI)
SWOG 9916 5 (4-5) 2 (2-NE) 4.3(1.3-13.7)
260 (257) 3(3)
CALGB 90401 15 (14-16) NE (NE-NE) NE (NE-NE)
923 (445) 4(0)
SWOG 0421 6 (5-6) 7 (4-NE) 0.8 (0.4-1.5)
745 (467) 19 (9)
VENICE 10 (9-10) 10 (8-14) 0.8 (0.6-1.2)
1112 (546) 68 (35)
ENTHUSE 33 16 (15-18) 12 (10-NE) 1.1 (0.8-1.6)
676 (177) 146 (57)
READY 17 (15-17) 14 (13-19) 1.0 (0.7-1.4)
1301 (535) 111 (48)
MAINSAIL 6 (5-6) 11 (4-NE) 0.7 (0.2-1.8)
810 (361) 13 (4)
SYNERGY 7 (6-8) 7 (5-12) 1.0 (0.6-1.4)
858 (487) 48 (25) |
Overall 10 (9-11) 11 (10-13) l 0.99 (0.84-1.16), P value = 0.871
6685 (3275) 412 (181)
S (- —>
Favors Asians Favors whites
Figure 3.

(A) PSA progression-free survival curves by race. (B) Forest plot with hazard ratios (HR)
for biochemical progression-free survival (bPFS) for black versus white men (reference
group [ white men, Q [ 3.965, df [ 7, P [ 0.784, 12 [ 0.000). (C) Forest plot with HR for bPFS
for Asian versus white patients (reference group [ white men, Q [ 8.949, df [ 7, P [ 0.256, 12

[0.218).

Cl, confidence interval; N, number of patients; n, number of biochemical progression or
death events; NE, not estimated; PSA, prostate-specific antigen.
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A study White Black Odds ratio (95% Cl)
(N/n) (N/n)
SWOG 9916 260 (172) 35 (14) =] 0.3 (0.1-0.7)
CALGB 90401 884 (579) 105 (65) | 3 1.1 (0.7-1.7)
SWOG 0421 745 (392) 123 (64) - 1.2 (0.8-1.8)
VENICE 1067 (750) 29 (21) R 1.4 (0.6-3.4)
ENTHUSE 33 643 (374) 37 (22) - 1.1 (0.6-2.3)
READY 1256 (835) 56 (35) - 1.2 (0.7-2.1)
MAINSAIL 810 (532) 41 (26) - 1.0 (0.5-1.9)
SYNERGY 870 (556) 19 (12) . 1.2 (0.5-3.3)
Overall 6535 (4190) 445 (258) ' 1.05 (0.85-1.30), P value = 0.640
< I =
Favors whites Tor Favors blacks
B
Study White Asian Odds ratio (95% CI)
(N/n) (N/n)
SWOG 9916 260 (172) 3(2) . 0.9 (0.1-10.9)
CALGB 90401 884 (579) 4(2) - 0.7 (0.1-5.4)
SWOG 0421 745 (392) 19 (12) . 1.7 (0.7-4.5)
VENICE 1067 (750) 65 (51) | ] 1.7(0.8-3.1)
ENTHUSE 33 643 (374) 140 (75) ul 1.0 (0.7-1.4)
READY 1256 (835) 103 (60) o 0.9 (0.6-1.4)
MAINSAIL 810 (532) 13 (6) L] 0.6 (0.2-1.9)
SYNERGY 870 (556) 48 (37) - 2.1(1.1-4.3)
Overall 6535 (4190) 395 (245) 1.13 (0.90-1.42), P value = 0.287
1 OR E
Favors whites Favors Asians
Figure 4.

(A) Forest plot with odds ratios (OR) for $50% decline in PSA from baseline for black
versus white patients (reference group [ white men, Q [ 8.995, df [ 7, P [ 0.256, 12 [ 0.218).
(B) Forest plot with OR for $50% decline in PSA from baseline for Asian versus white
patients (reference group [ white men, Q [ 8.052, df [ 7, P [ 0.328, 12 [ 0.131).

Cl, confidence interval; N, number of patients; n, number of patients who experienced =50%
decline in PSA from baseline; PSA, prostate-specific antigen.
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Table 1:

Baseline Characteristics Baseline Characteristics of 8,452 Men by Racial Groups

Page 20

Baseline Characteristic

Median Age, years (251, 75t percentile)

Black
(N=500)

67.6 (60.3, 73.0)

Asian
(N=424)

69.0 (62.0, 73.0)

White
(N=7,528)

69.0 (63.0, 74.0)

Total
(N=8,452)

69.0 (63.0, 74.0)

Performance status (%)

0 211 (42.2) 214 (50.5) 3352 (44.5) 3777 (44.7)
1 240 (48.0) 190 (44.8) 3746 (49.8) 4176 (49.4)
2 48 (0.6) 20 (4.7) 410 (5.4) 478 (5.6)
Missing 1(0.2) 20 (0.3) 21(0.3)
Treatment Assignment
Docetaxel (%) 283 (56.6) 219 (56.6) 3889 (51.7) 4391(51.9)
Experimental (%) 217 (43.4) 205 (43.4) 3639 (48.3) 4061(48.1)

Median testosterone ng/dL (25%, 75t percentile)

20.0 (10.0, 31.0)

15.0 (7.3, 25.0)

18.0 (10.0, 26.0)

18.0 (10.0, 26.0)

Median alkaline phosphatase U/L (25t, 75t
percentile)

127.0 (82.0, 263.0)

150.0 (91.5, 343.5)

138.0 (85.0, 284.0)

137.0 (85.0, 287.0)

Median PSA ng/ml (25, 75t percentile)

126.8 (4.7, 350.4)

60.1 (19.1, 170.0)

84.9 (30.5, 246.6)

85.1 (30.4, 249.9)

Median hemoglobin g/dL (25, 75% percentile)

11.9 (10.7, 13.0)

12.2 (11.0, 13.4)

13.0 (11.8, 14.2)

12.9(11.7, 14.1)

Site of metastases (%)
Lymph Nodes (LN)
Bone/Bone+LN
Lung

Liver

Other

31(6.2)
347 (69.4)
61 (12.2)

32 (6.4)

29 (5.8)

19 (4.5)
313 (73.9)
21(5.0)
53 (12.5)
18 (4.1)

507 (6.7)
5428 (72.1)
680 (9.0)
634 (8.4)
279 (3.8)

557 (6.6)
6088(72.1)
762 (9.0)
719 (8.5)
326 (3.8)
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