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Abstract

Purpose: U.S. minority groups have been historically undaresented in phase Il prostate
cancer clinical trials despite often having highek disease. This study analyzes enrollment
trends of major U.S. racial/ethnic groups in pHélsgrostate cancer trials between 2003-2014
compared to Surveillance, Epidemiology, and EnduRe$SEER) incidence data.

Materials and Methods: Phase Il prostate cancer trials primarily enngjlpatients from the U.S.
were identified in the ClinicalTrials.gov databaBerollment trends were analyzed for major
racial/ethnic groups. Prostate cancer incidenca flain the SEER registry was used to identify
enrollment targets. The enroliment difference weteianined by calculating the absolute
difference between the percentage of a racial/etsuibgroup in the SEER registry population
and the percentage of that subgroup in the phapeoltate cancer trial population.

Results: Among 39 studies identified, African American @lfment in therapeutic trials
increased across the study period (p<0.001). Thadlerent difference for African Americans
was -9.0% (95% ClI, -7.6 to -10.5; p<0.001) in 2@%3and 1.4% (95% CI, 0.2 to 2.6; p = 0.020)
in 2012-14. However, African American men were upelerolled in metastatic disease trials
(enrollment difference = -5.8%; 95% ClI, -4.8 ta8;60<0.001). Latino and Asian American men
were consistently under-enrolled in all trial types

Conclusions: U.S. minority groups were largely under-enrolieghhase Il prostate cancer trials
between 2003-2014. While recruitment efforts mayehiaad an impact, as demonstrated by
increased enrollment of African American men, themains a need to expand recruitment

efforts to achieve diversity in trials.



Introduction:

Racial and ethnic disparities in prostate cancesige Compared to White men, African
American men experience 60% higher incidence efadis, are more likely to be diagnosed at a
younger age, have more aggressive disease, ardikadyedo be undertreated for high-risk
disease, and have more than twice the mortalitytalpeostate cancéer: Hispanic/Latino men
with prostate cancer are more likely to be diagdosith advanced stage prostate cancer and
have higher tumor grades compared to non-Hispatite/vhen? Filipinos, Asian
Indians/Pakistanis, and Pacific Islanders in théddnStates (U.S.) are also more likely to
present with advanced prostate cancer comparedMiite mert® Numerous factors likely
interact and contribute to these disparities, idiclg socioeconomics, access to care, quality of

care, environmental factors, genetics, and systematler-representation in clinical tridl&.

U.S. minority groups have been historically underesented in phase Il prostate cancer clinical
trials® With low enrollment of minorities, trials oftendia statistical power to reveal potential
racial and ethnic differences in response to therApknowledging the need for increased
minority inclusion, the Health Revitalization Adt 1993 mandated guidelines for minority
inclusion in National Institutes of Health (NIH)rfded researct. The Act was amended in 2001
to define minimum standards for collecting and répg data by sex/gender and race/ethnicity,
and again amended in 2017 with a requirement fasghil clinical trials to submit results by
sex/gender and race/ethnicity to ClinicalTrials.Jb8ince the enactment in 1993, efforts have
been made to increase the enroliment of minoritiggostate cancer trials, but it is unclear if

they are having a meaningful impagt.



This study aims to analyze enrollment trends ofom#j.S. racial/ethnic groups in phase Il
prostate cancer clinical trials. We compare clihidal enrollment of each group to prostate
cancer incidence data from the Surveillance, Epidiegy, and End Results (SEER) registry, as
a suggested enrollment target for racial/ethniaigso We chose to use the SEER registry
because it accounts for cancer diagnoses in a paog®rtion of the U.S population and is
designed to mirror the sociodemographics of the teBsus® We hypothesize that the
proportion of each U.S. minority subgroup in thiaichl trial population will increase across the
study period, but will not exceed the proportioreath subgroup in the SEER prostate cancer

population.

Methods:

Data Collection

We identified phase IIl prostate cancer clinicals completed between 2003-2014 from the
U.S. National Library of Medicine (NLM) ClinicalTais.gov database. The ClinicalTrials.gov
database defines a clinical trial (therapeuticairdvioral) as a clinical study where participants
are assigned to treatment or control groups arehreBers evaluate the effects of an intervention
on health-related outcom&sWe define a therapeutic clinical trial as an iriigegion of a drug,
biologic agent, dietary supplement, surgical procedradiotherapy, device or implant. A
behavioral clinical trial was defined as a clinisaldy that evaluates the effects of an

intervention on a behavioral outcome.



Although the ClinicalTrials.gov database was créateFebruary 2000, only two prostate cancer
clinical trials were registered from 2000-2002;rdfere, we chose to begin the study period in
2003. Trials completed after 2014 were not includedause SEER population data on incidence
was not yet available after 2014. Trials enrollpagticipants outside of the U.S. and Canada
were excluded. Included trials primarily enrolleatipnts from the U.S., but eight trials enrolled
some patients from Canada. Of these eight trialy, ©.9% of the enrollment locations were in

Canada.

Trials with incomplete reporting of participant eaethnicity were included if they at a minimum
reported the White population. If a study did nablsh any enrollment results by race or
ethnicity within their publication(s) or on Clinidaials.gov, corresponding authors were
contacted electronically with a request for enreliindata. If results were not found in

publication(s), on ClinicalTrials.gov, or by emeglquest, the trial was excluded (Fig. 1).

We utilized prostate cancer incidence data from3BER registry to calculate the proportion of
disease burden and to identify enrollment targgtsabe/ethnicity and time period. SEER
registry locations are strategically chosen toesent the racial/ethnic demographics of the U.S.
census? For example, based on the 2010 U.S. Census ani 8E&t&, African Americans

account for 12.6% and 10.9% of the population, eespely.

We analyzed incidence data for 688,266 patientgndised with prostate cancer between 2003

and 2014 using the SEER*Stat software (versiomB:3 SEER records were categorized by



race and ethnicity into: non-Hispanic White (heterafwWhite), non-Hispanic Black/African
American (hereafter: African American), Asian Anoam or Pacific Islander (hereafter: Asian
American), and Hispanic/Latino (hereafter: Latin®@)her categories of interest in the SEER

records included time period (2003-05, 2006-08,9200, 2012-14) and disease stage.

Data Analyses

We calculated an enrollment difference using tlffledince between the percentage of a
subgroup in the trial population and the percent#ghat subgroup in the SEER population. The
enrollment difference was a positive value if thal tenrollment percentage exceeded the SEER
population percentage, and a negative value iStBER population percentage exceeded the trial
enrollment percentage. If a study did not reporokment data for a certain race/ethnicity, its
total population was not included in the calculatas the proportion of trial population

represented by that race/ethnicity.

We conducted a two-sample test of proportions comg@ahe percentage of each racial/ethnic
subgroup in the trial population to that of the Lp®state cancer population for the four time
periods in the study (2003-05, 2006-08, 2009-1122D4). The null hypothesis was that the
proportions of a given race/ethnicity in the claditrial and prostate cancer populations were
equal. In order to observe changes in enrollmespqgrtions over time, a chi-squared test for
trend was used. We focused the trends analysdgeoapeutic trials, and excluded behavioral
trials because these two trial types are consitiedifferent in their size, methods of enrollment,

and enroliment settings. Additionally, there weot @nough behavioral trials in our study to



perform a separate trend analysis. Sub-analysesraf and enroliment difference were also
done for therapeutic trials enrolling patients witktastatic disease. All p-values were 2-sided
and the statistical significance threshold wasraefias p<0.05. All analyses were performed

using STATA version 15 (College Station, Texas).

Results:

Seventy-seven phase Il prostate cancer cliniebtwith enrollment locations in the U.S. were
completed between 2003 and 2014 and registeredtgthLM ClinicalTrials.gov database.
Twenty-six trials did not meet eligibility criteri@ig. 1). Of the remaining 51 trials, 12 did not
have available data on participant race or ethnwithin the study’s publications, on

ClinicalTrials.gov, or by emailing a data requesttte corresponding authors.

Thirty-nine phase Ill prostate cancer clinicallsievere included with a total clinical trial
population of 20,820 (Table 1). Of the 35 therapetuials, 27 were drug trials, two were dietary
supplement trials, two tested biologic agents, weoe surgical trials, one tested a medical
device, and one was a radiation therapy trial ([3afaplement). Seventeen trials enrolled
patients with localized and/or regional disease%3 and 11 trials enrolled patients with
metastatic disease (28.2%). Five trials enrolletepts without prostate cancer, and accounted
for 30.7% of the total trial population of the spu@able 1). Three of the five trials enrolling
patients without prostate cancer were behaviotahmentions and two studied preventative drug

therapies.



Of the 35 trials resulting in publication, fiveals (14.3%) published enrollment data only for
White patients and categorized non-White patiest®ther” or “unknown”, 28 (80.0%)
published enrollment data on African Americans(3B4%) on Latinos, and 18 (51.4%) on
Asian Americans. Of all trials in this study, onhyee (7.7%) reported enroliment results

stratified by both race and ethnicity within then@alTrials.gov database.

Comparison of SEER and trial populations (2003-2014)

White patients accounted for 69.5% of prostate eaimcidence in the SEER registry, and
represented 77.8% of the total trial population082 of the therapeutic trial population, and
63.1% of the behavioral trial population (p<0.0BWg. 2). African American patients
represented 14.2% of prostate cancer incidendeeilSEER registry, 17.9% of the total trial
population (p<0.001), 14.3% of therapeutic trigbplation (p=0.72), and 30.4% of the
behavioral trial population (p<0.001). Latino patieaccounted for 8.8% of prostate cancer
incidence in the SEER registry, 4.2% of the tatal population, 3.7% of the therapeutic trial
population, and 5.9% of the behavioral trial pofiala(p<0.001). Asian American patients
accounted for 4.6% of prostate cancer incidend¢eerSEER registry, 1.0% of the total trial

population, and 0.8% of the therapeutic trial pagioh (p<0.001).

Trendsin enrollment (by 3-year intervals)

The proportion of White patients was consistenitig\ee SEER-based target enrollment in

therapeutic trials across the four study intervatsyever, this proportion decreased over time



with a significant test for trend (p<0.001; FigA3, The proportion of African American men in
the therapeutic trial population progressively @ased across the study period (p<0.001; Fig. 3,
B). The proportion of Latinos did not significantthange (p<0.46; Fig. 3, C), and the proportion

of Asian Americans modestly increased (p=0.035; Bjd).

The White enrollment difference decreased acrasstidy period, from 20.4% (95% ClI, 18.8 to
22.1; p<0.001) in 2003-05 to 13.0% (95% ClI, 11.7404; p<0.001) in 2012-14 (Fig. 4, A). The
African American enrollment difference was -9.0%¥®Cl, -7.6 to -10.5; p<0.001) in 2003-05
and 1.4% % (95% CI, 0.2 to 2.6; p=0.020) in 2012Hig. 4, B). Latino and Asian American
men were consistently below SEER-based targetlement. The Latino enroliment difference
ranged from -3.9% to -5.7% (Fig. 4, C), and thesAshmerican enrollment difference ranged

from -3.4% to -3.9% (Fig. 4, D).

In the sub-analysis of therapeutic trials enrollpagients with metastatic disease, White patients
represented 65.0% of the SEER population with dislesease, and 84.7% of the metastatic trial
population from 2003 to 2014. Across all years,jén American men accounted for 17.5% of
the SEER population with distant disease, and 1f7f#fte metastatic trial population. The
proportion of White enrollment decreased over timith a significant test for trend (p<0.001;

Fig. 5, A). African American enrollment trended &nds increased enrollment (p=0.014; Fig. 5,
B). The African American enrollment difference wa8.1% (95% CI, -10.4 to -15.7; p<0.001)

in 2003-05 and -2.9% (95% ClI, -1.1 to -4.7; p=0)dd64012-14 (Data Supplement). Latino and

Asian American patients were consistently belowokment targets in metastatic trials (Fig. 5, C



and D). Latino enroliment decreased (p=0.026; &i@°), while Asian American enrollment

modestly increased (p=0.027; Fig. 5, D).

Discussion:

It has been 25 years since the Health Revitalizaict of 1993 mandated the inclusion of
minorities in NIH funded research. The NIH amenthezlact in 2001 to include guidelines for
stratifying study results by sex/gender and rabeleity, and has recently mandated reporting of
baseline enroliment data by race/ethnicity for mation on ClinicalTrials.gov' The Food and
Drug Administration designated 2016 the “Year ov@sity in Clinical Trials” to encourage
minority inclusion®® In spite of these efforts, our findings suggeat #ifrican American men

are under-enrolled in advanced disease trialsLatido and Asian American men are under-
enrolled in all types of trials. However, governmarandates and support for diversity may have
impacted enroliment, as demonstrated by signiflgantreased enroliment of African

Americans in therapeutic trials.

Our results demonstrate that investigators areuidiciently reporting data by race/ethnicity.
Only three studies in this analysis reported emeiit results stratified by race and ethnicity in
ClinicalTrials.gov. Over 14% of studies resultimgaublication did not report African American
enroliment, and simply categorized patients as té&/hand “other”. It has long been established
that African American men have a higher incidenue sk of death from prostate cancer, so it
is concerning that a significant percentage ofdrit not report African American enrollment.

Additionally, only half of the trials published @abn Latino and/or Asian American enroliment,



which are the fastest growing racial/ethnic gromphe U.S'’ Future trials should oversample
racial/ethnic minority groups, above SEER inciderates, to allow for statistically powered
race-stratified or sub-group analys&sAdditionally, funding agencies — such as the Nshipuld

identify ways to enforce enroliment and publicatinandates.

In order to optimize minority enroliment, reseansheust address limited access to care at
academic centers, patient mistrust of healthcasterys, researcher biases, and cultural and
linguistic barriers to enroliment. Therapeutic cantrials at large cancer centers may be less
accessible to minority communitié$Studies have also shown minorities are more likely
participate in trials when research personnel am@ the same racial, cultural or linguistic
background, or when they are enrolled through éxdigtstitutions such as places of worship and
community-based organizatioffs?* Biases amongst clinical research teams must also b
addressed. For example, some researchers belieeeitieis have little interest in research
participation and therefore don’t recruit, despite fact that studies report minorities are willing
to participate in clinical trials at the same rasetheir White counterpat$.2° Our finding that
behavioral trials have had more success in renguriinorities compared to therapeutic trials

may reflect differences in investigator beliefsidst design, and enrollment location.

This study has some limitations. First, SEER ingmedata as enrollment targets for clinical
trials may underestimate the burden of disease gmnorities, as there are areas that do not
participate in the SEER program (e.g., Detroit) 8&ER data covers only 34.6% of the total

U.S. populatiorf’?° Second, we excluded twelve trials because thepaligpublish any
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enrollment data by race/ethnicity or provide dakewit was requested via email
correspondence, and many of the included trialsiia@mplete reporting. There is potential for
selection bias since studies not reporting enrailnd@ta may have inadequate inclusion of
minorities. Therefore, our study findings may owtireate minority enrollment. Third, this
study did not account for substantial diversityhivitracial/ethnic categories by disaggregating
data among Asian American or Latino patients. aste did not utilize individual patient data

but rather relied on summary statistics.

Despite these limitations, this study has severahgths. It is the first investigation of prostate
cancer clinical trial enrollment utilizing SEER idence data and trial enroliment data to
evaluate enrollment disparities. It provides reslears with a suggested framework to establish
clinical trial enrollment targets. It also evaluateporting on race/ethnicity within publications
and on ClinicalTrials.gov, which is a valuable detse for providers, patients, and researchers to

access ftrial results and information.

Conclusions:

Much work remains in order to improve the enrollinehU.S. minority groups in phase Ili
prostate cancer clinical trials. Efforts to impras@ollment may have led to increased inclusion
of African American men in therapeutic trials agteole; however, they face under-enrollment
in advanced disease trials. Asian American anchbagtatients also face persistent under-

enrolliment across all trial types. Investigatorsigt work to improve recruitment and

11



enrollment efforts, and report enroliment datadgerand ethnicity so that patients, providers,

and researchers can better grasp the generaliyatilil applicability of study results.
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Figure Legends:

Figure 1. Flow diagram showing study identificatiehgibility, and inclusion process.

Figure 2. Phase lll prostate cancer clinical ®ialollment by race/ethnicity and trial type in

comparison to proportion of prostate cancer in 8illance, Epidemiology, and End Results

(SEER) registry population by race/ethnicity fro603-2014.

* indicates significanP value (<0.05) from two sample test of proportiomparing proportion

of trial enrollment by race/ethnicity and trial g/po proportion of prostate cancer in SEER by

race/ethnicity.

FTAsian American enrollment results not reportechia four behavioral trials.
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Figure 3. Percentage of White, African American jAHispanic/Latino (HL), and Asian
American (Asian) patients amongst phase lll prestancer therapeutic trial population and the
Surveillance, Epidemiology, and End Results (SEfR3}tate cancer population, 2003 to 2014.
(A) White. (B) AA. (C) HL (D) Asian.P trend value corresponds to chi-square test fodtod
proportion in trial enrollmen® value for two sample test of proportion comparingportion of
trial enrollment by race/ethnicity to proportionfostate cancer in SEER by race/ethnicity was

significant (<0.05) for all comparisons.

Figure 4. Enrollment difference between phaserbsgate cancer therapeutic trials and the
Surveillance, Epidemiology, and End Results (SEgR¥tate cancer population with 95%
confidence intervals, 2003 to 2014. (A) White patise (B) African American patients. (C)
Hispanic/Latino patients. (D) Asian American pateehe enrollment difference is the absolute
difference between the percentage of a racial/ettimup in the trial population and the

percentage of that racial/ethnic group in the SEBRulation.

Figure 5. Percentage of White, African American jAHispanic/Latino (HL), and Asian
American (Asian) patients in phase Il prostatecesirclinical trials enrolling patients with
metastatic disease and the in Surveillance, Epdegy, and End Results (SEER) metastatic
prostate cancer population, 2003 to 2014. (A) WiiBg AA. (C) HL. (D) Asian.P trend value
corresponds to the chi-square test for trend gbgntaon in trial enroliment.

P value for two sample test of proportion comparingportion of trial enrollment by
race/ethnicity to proportion of prostate canceBEER by race/ethnicity was significant (<0.05)

for all comparisons except for HL in 2003-05.

16



ACCEPTED MANUSCRIPT

FHispanic/Latino enrollment in metastatic trials ngported in 2009-11.
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Table 1. Characteristics of phase |l clinical trials included in thisanalysis

Number of Trials (%) Tria Population (%)
Total Trials 39 20,820
Trial Intervention
Therapeutic 35(89.7) 16,177 (77.7)
Behaviora 4(10.3) 4,643 (22.3)
Year of Study Completion
2003-2005 8(20.5) 3,627 (17.4)
2006-2008 8(20.5) 6,668 (32.0)
2009-2011 12 (30.8) 6,815 (32.7)
2012-2014 11 (28.2) 3,710 (17.8)
Clinical Stage of Trial Population
Localized and/or regional 17 (43.6) 8,467 (40.7)
Distant 11 (28.2) 5,058 (24.3)
Failure after localized treatment 6 (15.4) 911 (4.4)
No cancer 5(12.8) 6,384 (30.7)
Primary Funding Sour ce
NIH or other U.S. government 25 (64.1) 13,840 (66.5)
Industry 11 (28.2) 6,657 (32.0)
University 3(7.7) 323(15)
Enrollment L ocation
United States 31 (79.5) 12,677 (60.9)
United States and Canada 8 (20.5) 8,143 (39.1)

Abbreviation: NIH, National Institute of Health; U.S., United States.
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trials registered with the
Clinicaltrials.gov database and
completed between 1/1/2003 and
12/31/2014
N=77

A 4

Trials excluded and reason:
Enroliment location outside US and
Canada (19)

Multiple cancer types (4)
Prostate cancer not focus of study (1)
Study designed to enroll one race (1)
Duplicated trial registration (1)

N =26

Trials meeting eligibility criteria
N =51

Inadequate results on
race/ethnicity:

No results on participant race or
ethnicity within publication(s), on
ClinicalTrials.gov, or by contacting
corresponding author (7)

No publication or results found on
ClinicalTrials.gov or by contacting
corresponding author (5)
N=12

Trials meeting eligibility criteria
and with results on race or
ethnicity
N=39
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Abbreviation Key:

AA: African American
HL: Hispanic/Latino
NIH: Nationa Institutes of Health

SEER: Surveillance, Epidemiology, and End Results registry



Supplementary Tables and Figures:

eTable 1. Phase Il prostate cancer clinical tria enrollment in comparison to SEER incidence (2003-2014)

2003-2005 2006-2008 2009-2011 2012-2014
SEER Trial SEER Trial SEER Trial SEER Trial
All Trials (n=39)
115,725 | 2766 | 128,665 | 5085 | 122,817 | 5,409 97,160 3,710
White | (71.7%) | (76.3%) | (71.1%) | (76.3%) | (68.7%) | (79.4%) | 66.0% | (79.1%)
21,794 565 24,640 1,321 26,115 1,114 22,428 617
African American | (13.5%) | (11.4%) | (13.6%) | (19.8%) | (14.6%) | (17.0%) | (15.2%) | (16.6%)
13,349 180 15,012 57 16,109 124 14,237 98
Hispanic/Latino | (8.3%) | (55%) | (83%) | (4.1%) | (9.0%) | (3.3%) | (9.7%) | (4.0%)
7,372 2 8,002 8 8,201 9 6,872 49
Asian American | (4.6%) | (0.3%) | (4.4%) | (0.7%) | (4.6%) | (0.6%) | (4.7%) | (1.3%)
Therapeutic Trials
(n=35)
115,725 957 128,665 | 4,030 | 122,817 | 5,344 97,160 2,934
White | (71.7%) | (92.1%) | (71.1%) | (84.1%) | (68.7%) | (80.5%) | 66.0% | (79.1%)
21,794 36 24,640 571 26,115 1,019 22,428 617
African American | (13.5%) | (4.5%) | (13.6%) | (11.9%) | (14.6%) | (15.9%) | (15.2%) | (16.6%)
13,349 35 15,012 57 16,109 124 14,237 49
Hispanic/Latino | (8.3%) | (4.4%) | (8.3%) | (42%) | (9.0%) | (3.3%) | (9.7%) | (4.0%)
7,372 2 8,002 8 8,201 11 6,872 29
Asian American | (4.6%) | (0.7%) | (4.4%) | (0.7%) | (4.6%) | (0.7%) | (4.7%) | (1.3%)
M etastatic Disease
Trials (n=11)
4,500 385 4,847 877 5,073 1,323 6,091 517
White | (65%) | (93.2%) | (65.9%) | (82.8%) | (64.3%) | (87.2%) | (65.0%) | (80.7%)
1,245 14 1,277 151 1,419 152 1,581 229
African American | (18.0%) | (4.9%) | (17.4%) | (14.3%) | (18.0%) | (9.0%) | (16.9%) | (14.0%)
726 23 725 54 890 na 1,062 41
Hispanic/Latino | (10.5%) | (8.0%) | (9.9%) | (5.1%) | (11.3%) (11.3%) | (4.1%)
356 2 422 7 411 10 509 31
Asian American | (5.1%) | (0.7%) | (5.7%) | (1.0%) | (5.2%) | (0.9%) | (5.4%) | (1.9%)

Abbreviation: SEER, Surveillance, Epidemiology, and End Results Registry.




eTable 2. Phase |1l prostate cancer clinical trials analyzed in the current study

1-39

National Clinica Primary Author Intervention Type
Tria Identifier (publication year)
NCT00182052 Smith, MR (2004) Therapeutic (drug)
NCT00164437 No publication Behavioral
NCT00005947 Small, EJ (2006) Therapeutic (biologic)
NCT00027859 Walczak, JR (2003) Therapeutic (drug)
NCT00002855 Millikan, RE (2008) Therapeutic (drug)
NCT00002703 Zietman, AL (2005) Therapeutic (radiation)
NCT00196781 Taylor, KL (2010) Behavioral
NCT00177619 Greenspan, SL (2007) Therapeutic (drug)
NCT00244309 Elshaikh, MA (2005) Therapeutic (drug)
NCT00136487 Smith, MR (2006) Therapeutic (drug)
NCT00196807 Taylor, KL (2013) Behavioral
NCT00004001 Petrylak, DP (2004) Therapeutic (drug)
NCT00171639 Campbell, SC (2010) Therapeutic (drug)
NCT00028574 Loprinzi, CL (2009) Therapeutic (drug)
NCT00002723 Ahles, TA (2004) Therapeutic (drug)
NCT00657904 Iversen, P (2010) Therapeutic (drug)
NCT00065442 Kantoff, PW (2010) Therapeutic (biologic)
NCT00002760 Small, EJ (2004) Therapeutic (drug)
NCT00626431 Spitz, A (2012) Therapeutic (drug)
NCT00255125 Hamilton-Reeves, M (2013) Therapeutic (dietary supplement)
NCT00117286 No publication Therapeutic (drug)
NCT00043069 Kearns, AE (2010) Therapeutic (drug)
NCT00007644 Wilt, TJ (2012) Therapeutic (surgery)
NCT00106691 Tangja, SS (2013) Therapeutic (drug)
NCT00004635 Figg, WD (2009) Therapeutic (drug)
NCT00002597 Jones, CU (2011) Therapeutic (drug)
NCT00623090 Dorfman, CS (2010) Behavioral
NCT00110214 Kely, WK (2012) Therapeutic (drug)
NCT00928434 No publication Therapeutic (drug)
NCT00398281 Halpern, EJ (2012) Therapeutic (drug)
NCT01825642 Gilbert, SM (2017) Therapeutic (surgery)
NCT00765479 Bosland, MC (2013) Therapeutic (dietary supplement)
NCT00134056 Quinn, DI (2013) Therapeutic (drug)
NCT00004054 Rosenthal, SA (2015) Therapeutic (drug)
NCT01415960 No publication Therapeutic (drug)
NCT01538628 Mariados, N (2015) Therapeutic (device)
NCT00079001 Smith, MR (2014) Therapeutic (drug)
NCT00329797 Kachnic, LA (2013) Therapeutic (drug)
NCT00931528 Pisansky, TM (2014) Therapeutic (drug)
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