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Abstract

BACKGROUND—A meta and pooled analysis of published and unpublished case-control
studies was peNorrformed to evaluate the association of CYP17 (rs743572) and CYP3A4
(rs2740574) polymorphisms and prostate cancer in men from the USA, Caribbean and Africa.
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METHODS—Eight publications (7 studies) and two unpublished studies for CYP17 included
1,580 subjects (559 cases and 1,021 controls) and eleven publications and three unpublished
studies for CYP3A4 included 3,400 subjects (1,429 cases and 1,971 controls).

RESULTS—Overall, the CYP17 heterozygous and homozygous variants were not associated
with prostate cancer, but they confer a 60% increased risk of prostate cancer in a sub-group
analysis restricted to African-American men (T/C+C/C, OR: 1.6, 95% CI: 1.1-2.4). No
associations were observed for CYP3A4, overall and in stratified analyses for African-Americans
and Africans. The pooled analysis suggests that after adjusting for study, age, PSA and family
history of prostate cancer, CYP17 was found to be associated with prostate cancer for men of
African ancestry (Adjusted OR: 3.5, 95% CI: 1.2-10.0).

CONCLUSIONS—Our findings suggest that genetic factors involved in the androgen pathway
play a role in prostate cancer risk among men of African ancestry.
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INTRODUCTION

Prostate Cancer (PCa) is one of the most common causes of death in men (1). In the US the
Surveillance Epidemiology and End Results (SEER) reported that the age-adjusted PCa
incidence rate for all races was 151.9 per 100,000 in 2009 (2) with a higher incidence in men
of African descent compared to white men (238.8 per 100,000 vs. 149.7 per 100,000 for the
period 1979-2009) (2).

Established risk factors for prostate cancer include older age, genetic susceptibility, and
race/ethnicity. Environmental exposure to hormone disruptors, diet, socioeconomic status,
and access to health care have been studied as potential factors in prostate cancer etiology
(3,4). Because of the prominent role of hormone levels in prostate cancer development, it
has been hypothesized that genes involved in hormone production and metabolism could
play a key role in determining an individual's susceptibility to the effects of endogenous
hormones. Potential candidate genes include CYP3A4 and CYP17. These Phase | metabolic
genes are involved in drug metabolism; CYP3A4 encodes an enzyme involved in several
pathways including drug metabolism, and the oxidation of both testosterone and estrogen
(5). The CYP17 gene encodes an enzyme that is a key step in the steroidogenic pathway that
produces progestins, androgens, estrogens and glucocorticoids (6). Among the CYP17 gene
polymorphisms, one (rs743572) has been more extensively studied because its variant allele
(conventionally called A2; a T—C transition in the 5'UTR) may affect the binding
characteristics of the promoter region thus modifying the gene's function (7). This could
have consequences on androgen levels and prostate cancer risk.

CYP3A4 is a highly polymorphic gene; the polymorphism located in the 5' regulatory region
of the gene (rs2740574) has been reported to be associated with prostate cancer both in
Black and White populations. Even though there are published case-control studies
evaluating the relationship between CYP3A4 and CYP17 polymorphisms and prostate
cancer, very few include populations of African descent. A recent meta-analysis conducted
by Wang et al. reported that a polymorphism in CYP17 (rs743572) is associated with an
increased risk of prostate cancer in men of African descent (8). There is no summary relative
risk estimate for CYP3A4 polymorphisms and prostate cancer in men of African descent.
The present study was made possible through a partnership of the Genetic Susceptibility to
Environmental Carcinogens study (GSEC, www.gsec.net) and the African-Caribbean
Cancer Consortium (AC3, www.ac-ca-consortium.org) (9), which constituted the GSEC-
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AC3 consortia. In addition, other research groups with relevant information for men of
African ancestry have shared data for this project. We herein report the relationship between
selected CYP3A4 and CYP17 polymorphisms and prostate cancer risk in men of African
descent by analyzing existing published studies and presenting unpublished data from two
studies conducted in Nigeria and Jamaica.

Selection Criteria

A Medline literature search was conducted for case-control studies published between 1999
and August 2011 on the association between polymorphisms in CYP3A4 and CYP17 and
prostate cancer risk in populations of African descent. The search key terms used to extract
the literature were “[African-American OR African] AND [polymorphism OR gene] AND
prostate cancer AND CYP3A4” and “[African-American OR African] AND [polymorphism
OR gene] AND prostate cancer AND CYP17”. Several articles were identified; for this
particular study only literature with original case-control studies that include men of African
descent were selected, and 131 publications were identified as a result, 45 of which included
data on CYP3A4. Among the 45 publications only 10 were case-control studies that included
men of African descent, while the remaining 35 publications included reviews of other
published articles, study populations other than men of African descent, and/or articles not
related to prostate cancer. The CYP17 search originally yielded 86 publications, but only 7
publications were case-control studies and included men of African descent. The full articles
relative to the 17 included publications were retrieved for research analysis purposes. The
authors' names and contact information was extracted from each article and an invitation to
participate in an international pooled-analysis study of CYP17 and CYP3A4 polymorphisms
and prostate cancer risk in men of African descent was extended. The protocol developed by
the GSEC study for data request, data handling, confidentiality, data analysis, and
publication was followed (10).

Unpublished Studies—Members of the African-Caribbean Cancer Consortium with
ongoing prostate cancer studies in men of African descent contributed unpublished data
from their studies.

Study in Nigeria—While the data presented in this study is unpublished the study
population was recruited as part of an existing ongoing study. The description of the study
population has been previously published (11). Briefly, Nigerian men =40 years residing in
Edo, Delta, and Plateau States of Nigeria were recruited in the waiting room of surgery and
urology clinics of the University of Benin Teaching Hospital and affiliated hospitals and
health centers, and from door-to-door invitation in selected rural and urban communities.
Study participants signed an informed consent, provided demographic and urology symptom
information to a trained interviewer, allowed 30ml. of fasting venous blood draw, and
underwent a digital rectal examination (DRE). Blood samples were processed and shipped to
the US quarterly; PSA analysis was performed by a commercial laboratory for within the
week. Men with abnormal PSA and/or DRE were followed up with a prostate biopsy.

Study in Jamaica—Following written informed consent and Ethics Committee of the
University of the West Indies approval, 240 Jamaican men (114 cases, 126 controls) were
recruited and consecutively enrolled between 2005 and 2007 during their first time visit to
the urology clinics at the University Hospital of the West Indies, Mona Jamaica with a
histologically confirmed new diagnosis of prostate cancer. Controls were selected from a
pool of men visiting the clinic for treatment of urinary tract infections, urinary stones,
infertility, erectile dysfunction, or decreased libido. All controls had normal DREs, total
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PSA (<4.0ng/ml) or total:free PSA ratios (<0.25) and no prior cancer history. Medical
records were reviewed to ensure that there was no previous history of prostate surgery or
hormonal/finasteride treatment. DNA from blood was extracted, processed and shipped on
dry ice to the US.

Study in Brazil—A case—control study was conducted at the Londrina State University
(Paranéa-Brazil) with samples collected from 172 patients (18 African descendents) from
Londrina Cancer Hospital (Parana-Brazil) and Local Urological Clinics between 2005 and
2008. The study was approved by the local Ethics Committee. The patients and control
group signed a written informed consent form and answered a questionnaire about their
lifestyle, ethnicity, age, occupation, and family history of cancer. Inclusion criteria were
suspicious findings on a DRE and/or elevated PSA serum levels (=2.5 ng/mL), followed by
the histopathological confirmation of prostate cancer. The control group consisted of 168
(14 African descendents) cancer-free men with a negative DRE and serum PSA lower than 2
ng/ml. Controls were matched to cancer patients on the basis of age (£5 years), ethnic group
(Euro and African descendents), and drinking and smoking habits. Further details are
described in Rodrigues et al. (12), however, this publication only included participants of
European descent.

CYP3A4 and CYP17 Genotyping—Genotyping of the samples from the unpublished
studies in Nigeria and Jamaica was performed in the same laboratory. Briefly, CYP3A4 and
CYP17 polymorphisms were detected by PCR and restriction reaction. PCR was carried out
in a 25-pL mixture containing 100 ng of genomic DNA, and Amplitag Gold PCR Master
Mix (Applied Biosystems, Carlshad, California). The following primers were used: forward
(5'-GGACAGCCATAGAGACAAGGG GA-3') and reverse primer (5'-
CACTCACTGACCTCCTTTGAGTTA-3') for CYP3A4, which produced a 190-bp fragment
and CYP17214F (TCCTGAGCCCAGATACCAT) and CYP823R
(CCGCCCAGAGAAGTCCT) for CYP17, which produced a 629 bp. CYP3A4 and CYP17
PCR products were digested with 10 U of Mboll (New England Biolabs, Ipswich, MA) and
MsPAI (New England Biolabs, Ipswich, MA), respectively and digested PCR products were
ran on 3% Nusieve 3:1 agarose gel (Lonza, Rockland, ME). For CYP3A4, A/A homozygous
wild type, A/G heterozygous, and G/G homozygous variant resulted in 156 and 34bp; 190,
156 and 34bp; and 190bp digestion products, respectively. For CYP17, T/T, T/C, and C/C
genotypes resulted in 577; 577, 305, and 272; and 305 and 272 digestion products,
respectively. Genotyping of samples from the published studies included in our pooled
analysis have been previously described (13-27).

Statistical Analysis—All statistical analyses were carried out using STATA SE (version
10.0) software (StataCorp LP, College Station, TX).

Meta-Analysis—Summary odds ratios (ORs) and 95% confidence intervals (CIs) were
calculated for each gene variant, overall and stratified by ethnicity. Statistical heterogeneity
between and within groups was tested using the Q statistic (28), to determine whether to use
the fixed- or random-effects model for calculating the summary ORs. Fixed-effects methods
were used if the result of the Q-test was not significant. Otherwise, we calculated pooled OR
estimates and Cls assuming a random-effects model with inverse-variance weighting, using
the DerSimonian and Laird method (28). The proportion of total variability attributed to
between-study heterogeneity, the 12 statistic, and its corresponding 95% CI were also
calculated (29). The possibility of publication bias was assessed using Begg funnel plots and
Egger's bias test (30).
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Pooled Analysis—For each gene variant, crude odds ratios (ORs) for the association with
prostate cancer were calculated. Summary ORs were adjusted for study site, age
(continuous), PSA (continuous), using multivariable logistic regression models. The crude
and adjusted ORs were also calculated for each gene polymorphism. The Q-test and 12
statistic were calculated as described above.

There were 9 studies on CYP17 rs743572 and prostate cancer in men of African descent
(Table 1), five of them conducted in African American men, two in populations of African
descent from Canada and Brazil, one conducted in Africa and one in the Caribbean, for a
total of 559 prostate cancer cases and 1,021 controls. The source of controls was the healthy
population in five studies, blood donors in one and patients hospitalized for reasons other
than prostate cancer in three studies. PSA values and digital rectal examination were used to
confirm the controls health status in six studies.

Overall, there was no association between the CYP17 variant and prostate cancer. The OR of
prostate cancer for the T/C versus T/T (homozygous wild-type) genotype was 1.26 (95% CI:
0.95-1.67), and for C/C versus T/T was 1.43 (95% CI: 0.94-2.2), with no heterogeneity
observed among studies. The analysis of the studies including only African-American
subjects however, showed a significant association between the CYP17 polymorphism and
prostate cancer. The OR of prostate cancer for the T/C versus T/T genotype was 1.51 (95%
Cl: 1.01-2.26), and for C/C versus T/T was 2.02 (95% CI: 1.14-3.58), with no heterogeneity
observed among studies.

The authors of four studies agreed to contribute individual data for pooled analysis, for a
total of 649 subjects (339 cases, 310 controls). The results (Table 111) indicate a borderline
association between CYP17 and prostate cancer; after adjustment for possible confounders,
the OR of prostate cancer in subjects carrying the heterozygous or homozygous variant
genotype was 3.5 (95% ClI: 1.2-10.0). The data were further stratified by family history for
prostate cancer and by the mean PSA value (2ng/ml) among controls, but no differences in
the association between CYP17 and prostate cancer were observed across these subgroups
(data not shown).

There are 14 studies reporting the association between CYP3A4 rs2740574 and prostate
cancer in men of African descent (Table I1). Three studies were conducted in African men,
eight in African-American men, two in men of African descent and one in Caribbean men.
The number of cases included is 1429, while controls are 1971; in nine studies the controls
were healthy volunteers, in four studies subjects were hospitalized for reasons other than
prostate cancer, in one study controls were enrolled through prostate cancer screening. In 11
studies control status was confirmed by testing PSA measurement and digital rectal
examination.

The meta analysis did not suggest an association between prostate cancer and the CYP3A4
polymorphisms studied. The OR of prostate cancer with the A/G polymorphism versus the
AJA (homozygous wild-type) genotype was 0.98 (95% CI: 0.73-1.35), and for G/G versus
AJA was 1.18 (95% CI: 0.83-1.66). For all studies, moderate heterogeneity was observed
between studies. The sensitivity analysis indicated that the Fernandez et al. study (18)
influenced the meta OR - therefore that study was excluded from the meta OR calculations.
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The stratified analysis by ethnicity did not suggest any association between prostate cancer
and CYP3A4 either in African-American or African men.

The pooled analysis of four studies for which individual data were received confirmed the
lack of association between CYP3A4 and prostate cancer in men of African descent, after
adjusting for potential confounders. There were originally five studies with CYP3A4 data (N
=990, 478 controls and 512 cases), but heterogeneity among studies was observed; the
sensitivity analysis indicated that Fernandez et al (18) contributed to the heterogeneity,
therefore the study was removed in the combined analysis. The participants of this study
were not predominantly African, rather defined as “colored”, a specific mixed South African
ethnic group. The association between the CYP3A4 polymorphism and prostate cancer was
further studied by stratifying the data set according to family history for prostate cancer and
for PSA mean levels among controls; the results were similar to the results obtained in the
main analysis (data not shown).

DISCUSSION

The current meta-analysis suggests a possible association between CYP17 rs743572 and
prostate cancer in men of African ancestry, with a significant association limited to African-
American men. Only one study was available among African men and one among Caribbean
men,; therefore, conclusions on these ethnic groups are not possible at this time based on the
small sample sizes. A previous meta-analysis (31) suggested a significant association of the
same CYP17 polymorphism with prostate cancer risk in men of African descent, but the
analysis only included three studies. A focused analysis on black men (32) suggested an
association between CYP17 and prostate cancer. A subsequent meta-analysis (8) included
six studies and suggested a significant association between CYP17 rs743572 and prostate
cancer, but the specific ethnic background of the men of African ancestry included was not
further specified. In the present analysis we were able to confirm that the association is
clearly present in African-American men, while data on African and Caribbean men are too
sparse for drawing any conclusion. The analysis of individual data of a subset of the studies
confirms the significant association of CYP17 rs743572 and prostate cancer, after
adjustment for possible confounding factors.

The CYP17 gene encodes a key enzyme for steroid hormone biosynthesis and
metabolism(33), thus the polymorphism may affect hormone levels; high levels of
androgens have been considered as risk factors for prostate cancer, but studies of circulating
androgens have failed to confirm an association (34,35). There is indirect information from
the PCPT study that medications such as finasteride, which block the conversion of
circulating testosterone to dihydrotesterone in the prostate, are associated with a reduction in
prostate cancer incidence (36-38).

It is not clear why previous meta-analyses, while confirming the present results, did not
show a similar association in White and Asian populations (8,31). It is possible that in men
of African ancestry the CYP17 rs743572 is a marker of polymorphisms in other metabolic
genes involved in hormone synthesis and metabolism; alternatively, dietary factors and/or
endogenous hormonal levels may vary according to race and ethnicity (39,40), and may act
on the gene function thus modulating the individual's prostate cancer risk associated with the
CYP17 rs743572 polymorphism. Our study suggests that the androgen pathway and CYP17
specifically contributes to prostate cancer incidence in men of African descent. Although
other androgen pathway genes may be relevant, the review of the published literature
revealed that a limited number of case-control studies have been conducted in populations of
African ancestry (32). One publication was identified that evaluated the association of 116
genetic polymorphisms in 12 genes involved in the androgen pathway with prostate cancer.
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The genes included were CYP17, HSD17B3, ESR1, SRD5A2, HSD3B1, HSD3B2, CYP19,
CYP1ALl, CYP1B1, CYP3A4, CYP27B1, and CYP24A1 (16). The study reported an
increased association of CYP19 with prostate cancer for African-American men (Adjusted
Odds Ratio: 1.90, 95% CI 1.03-3.51).

The analysis of studies on CYP3A4 rs2740574 and prostate cancer in men of African
ancestry yielded no evidence of association between the polymorphism and prostate cancer,
overall or in subgroup analyses restricted to African-American and African men. There is
one previous meta-analysis involving this gene variant as a risk factor for prostate and breast
cancer (41), however the publication included a limited number of men of African ancestry
(one study on African men, one on African-American). The present analysis is the largest
conducted so far, involving over 1,400 prostate cancer cases and 1,900 controls; this large
number allowed for stratification according to ethnicity, thus confirming the lack of
association in African-American as well as in African men. Because CYP3A4 is involved in
the oxidation of testosterone to less active forms of the hormone (2, 6 3, or 15
hydroxytestosterone), a polymorphism that modifies the bioavailability of testosterone may
indirectly increase the activity of the alternative pathway that converts testosterone to
dihydrotestosterone, a compound that mediates prostate cell growth. Despite this interesting
premise, the present analysis was not able to confirm a role of CYP3A4 rs2740574 in
prostate cancer risk in men of African descent. Similarly, the analysis of individual data on a
subset of the sample confirms the results.

The present analysis has several strengths: the large number of cases and controls of African
ancestry, which was gathered through a careful review of the available publications; the
presence of previously unpublished data from Africa and the Caribbean; and the availability
of individual-level data that allowed a more refined analysis including adjustment for
possible confounders.

Despite these strengths, there are still limitations to be considered: the number of studies
conducted in prostate cancer among men of African descent is still small, and especially
lacking are studies conducted in men living in African and Caribbean countries. The
available studies do not take into account the role of environmental factors in determining
gene function in these populations that could modify an individual's cancer risk in
comparison to their white counterpart. A major limitation is that data for all the genetic
variants in CYP17 and CYP3A4 were not available for all studies; therefore our analysis was
limited to a single SNP in each gene. Therefore more extensive assessment of all gene
variants in both genes should be performed in future studies of these populations of African
heritage.

Acknowledgments

We thank Ms. Denise Gibbs and the Fox Chase Cancer Center Genomics Facility for their support of this study.
The authors also acknowledge Ms. Helina Tadesse, who managed the various datasets included in the pooled
analysis, a significant contribution to this published work.

This study was supported in part by the National Cancer Institute, National Institutes of Health [R13CA130596A,
P20CA132385-01, and CA006927], by the Intramural Research Program of the NIH, National Human Genome
Research Institute and National Institute of Environmental Health Sciences, and by an appropriation from the
Commonwealth of Pennsylvania.

REFERENCES

1. Kheirandish P, Chinegwundoh F. Ethnic differences in prostate cancer. Br J Cancer. 2011; 105:481—
485. [PubMed: 21829203]

Prostate. Author manuscript; available in PMC 2014 May 01.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Taioli et al.

12.

13.

15.

16.

17.

18.

Page 8

. Howlader, N.; Noone, AM.; Krapcho, M., et al. SEER Cancer Statistics Review, 1975-2009.

National Cancer Institute; Bethesda, MD: 2011. based on November 2011 SEER data submission,
posted to the SEER web site, April 2012

. Leitzmann MF, Rohrmann S. Risk factors for the onset of prostatic cancer: age, location, and

behavioral correlates. Clin Epidemiol. 2012; 4:1-11. [PubMed: 22291478]

. Chornokur G, Dalton K, Borysova ME, Kumar NB. Disparities at presentation, diagnosis, treatment,

and survival in African American men, affected by prostate cancer. Prostate. 2011; 71:985-997.
[PubMed: 21541975]

. Waxman DJ, Attisano C, Guengerich FP, Lapenson DP. Human liver microsomal steroid

metabolism: identification of the major microsomal steroid hormone 6 beta-hydroxylase
cytochrome P-450 enzyme. Arch Biochem Biophys. 1988; 263:424-436. [PubMed: 3259858]

. Waterman MR, Keeney DS. Genes involved in androgen biosynthesis and the male phenotype.

Horm Res. 1992; 38:217-221. [PubMed: 1307739]

. Carey AH, Waterworth D, Patel K, White D, Little J, Novelli P, Franks S, Williamson R. Polycystic

ovaries and premature male pattern baldness are associated with one allele of the steroid metabolism
gene CYP17. Hum Mol Genet. 1994; 3:1873-1876. [PubMed: 7849715]

. Wang F, Zou YF, Feng XL, Su H, Huang F. CYP17 gene polymorphisms and prostate cancer risk: a

meta-analysis based on 38 independent studies. Prostate. 2011; 71:1167-1177. [PubMed:
21656827]

. Ragin CC, Taioli E, McFarlane-Anderson N, Avery G, Bennett F, Bovell-Benjamin A, Brown TA,

Carrington A, Campbell-Everett L, Ford J, Hennis A, Jackson M, Lake S, Leske MC, Magai C,
Nemesure B, Neugut A, Odedina F, Okobia M, Patrick A, Best PW, Reams RR, Roberts R, Scott-
Hastings S, Sharma S, Wheeler V, Wu SY, Bunker C. African-Caribbean cancer consortium for the
study of viral, genetic and environmental cancer risk factors. Infect Agent Cancer. 2007; 2:17-22.
[PubMed: 17892589]

10. Taioli E. International collaborative study on genetic susceptibility to environmental carcinogens.

Cancer Epidemiol Biomarkers Prev. 1999; 8:727-728. [PubMed: 10744134]

. Ukoli F, Osime U, Akereyeni F, Okunzuwa O, Kittles R, Adams-Campbell L. Prevalence of
elevated serum prostate-specific antigen in rural Nigeria. Int J Urol. 2003; 10:315-322. [PubMed:
12757603]

Rodrigues IS, Kuasne H, Losi-Guembarovski R, Fuganti PE, Gregorio EP, Kishima MO, Ito K,
Freitas Rodrigues MA, de Syllos Colus IM. Evaluation of the influence of polymorphic variants
CYP1A1 2B, CYP1B1 2, CYP3A4 1B, GSTM1 0, and GSTT1 0 in prostate cancer. Urol Oncol.
2011; 29:654-663. [PubMed: 20884258]

Agalliu I, Salinas CA, Hansten PD, Ostrander EA, Stanford JL. Statin use and risk of prostate
cancer: results from a population-based epidemiologic study. Am J Epidemiol. 2008; 168:250—
260. [PubMed: 18556686]

14. Bangsi D, Zhou J, Sun Y, Patel NP, Darga LL, Heilbrun LK, Powell 1J, Severson RK, Everson RB.

Impact of a genetic variant in CYP3A4 on risk and clinical presentation of prostate cancer among
white and African-American men. Urol Oncol. 2006; 24:21-27. [PubMed: 16414488]

Berndt Sl, Chatterjee N, Huang WY, Chanock SJ, Welch R, Crawford ED, Hayes RB. Variant in
sex hormone-binding globulin gene and the risk of prostate cancer. Cancer Epidemiol Biomarkers
Prev. 2007; 16:165-168. [PubMed: 17220347]

Beuten J, Gelfond JA, Franke JL, Weldon KS, Crandall AC, Johnson-Pais TL, Thompson 1M,
Leach RJ. Single and multigenic analysis of the association between variants in 12 steroid
hormone metabolism genes and risk of prostate cancer. Cancer Epidemiol Biomarkers Prev. 2009;
18:1869-1880. [PubMed: 19505920]

dos Santos RM, de Jesus CM, Trindade Filho JC, Trindade JC, de Camargo JL, Rainho CA,
Rogatto SR. PSA and androgen-related gene (AR, CYP17, and CYP19) polymorphisms and the
risk of adenocarcinoma at prostate biopsy. DNA Cell Biol. 2008; 27:497-503. [PubMed:
18491956]

Fernandez P, de Beer PM, van der ML, Heyns CF. Genetic variations in androgen metabolism
genes and associations with prostate cancer in South African men. S Afr Med J. 2010; 100:741-
745. [PubMed: 21081028]

Prostate. Author manuscript; available in PMC 2014 May 01.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Taioli et al.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.
29.

30.

31.

32.

33.

34.

35.

36.

Page 9

Kittles RA, Panguluri RK, Chen W, Massac A, Ahaghotu C, Jackson A, Ukoli F, Adams-Campbell
L, Isaacs W, Dunston GM. Cyp17 promoter variant associated with prostate cancer aggressiveness
in African Americans. Cancer Epidemiol Biomarkers Prev. 2001; 10:943-947. [PubMed:
11535545]

Kittles RA, Chen W, Panguluri RK, Ahaghotu C, Jackson A, Adebamowo CA, Griffin R, Williams
T, Ukoli F, Adams-Campbell L, Kwagyan J, Isaacs W, Freeman V, Dunston GM. CYP3A4-V and
prostate cancer in African Americans: causal or confounding association because of population
stratification? Hum Genet. 2002; 110:553-560. [PubMed: 12107441]

Kwon EM, Holt SK, Fu R, Kolb S, Williams G, Stanford JL, Ostrander EA. Androgen metabolism
and JAK/STAT pathway genes and prostate cancer risk. Cancer Epidemiol Biomarker Prev. 2012
Epub ahead of print.

Lunn RM, Bell DA, Mohler JL, Taylor JA. Prostate cancer risk and polymorphism in 17
hydroxylase (CYP17) and steroid reductase (SRD5A?2). Carcinogenesis. 1999; 20:1727-1731.
[PubMed: 10469617]

Nam RK, Zhang WW, Trachtenberg J, Jewett MA, Emami M, Vesprini D, Chu W, Ho M, Sweet J,
Evans A, Toi A, Pollak M, Narod SA. Comprehensive assessment of candidate genes and
serological markers for the detection of prostate cancer. Cancer Epidemiol Biomarkers Prev. 2003;
12:1429-1437. [PubMed: 14693733]

Paris PL, Kupelian PA, Hall JM, Williams TL, Levin H, Klein EA, Casey G, Witte JS. Association
between a CYP3A4 Genetic Variant and Clinical Presentation in African-American Prostate
Cancer Patients. Cancer Epidemiol Biomarkers Prev. 1999; 8:901-905. [PubMed: 10548319]
Sarma AV, Dunn RL, Lange LA, Ray A, Wang Y, Lange EM, Cooney KA. Genetic
polymorphisms in CYP17, CYP3A4, CYP19A1, SRD5A2, IGF-1, and IGFBP-3 and prostate
cancer risk in African-American men: the Flint Men's Health Study. Prostate. 2008; 68:296-305.
[PubMed: 18163429]

Stanford JL, Noonan EA, lwasaki L, Kolb S, Chadwick RB, Feng Z, Ostrander EA. A
polymorphism in the CYP17 gene and risk of prostate cancer. Cancer Epidemiol Biomarkers Prev.
2002; 11:243-247. [PubMed: 11895872]

Zeigler-Johnson C, Friebel T, Walker AH, Wang Y, Spangler E, Panossian S, Patacsil M, Aplenc
R, Wein AJ, Malkowicz SB, Rebbeck TR. CYP3A4, CYP3A5, and CYP3A43 genotypes and
haplotypes in the etiology and severity of prostate cancer. Cancer Res. 2004; 64:8461-8467.
[PubMed: 15548719]

Sutton, AJ. Methods for meta-analysis in medical research. John Wiley; 2000.

Higgins JP, Thompson SG. Quantifying heterogeneity in a meta-analysis. Stat Med. 2002;
21:1539-1558. [PubMed: 12111919]

Egger M, Davey SG, Schneider M, Minder C. Bias in meta-analysis detected by a simple,
graphical test. BMJ. 1997; 315:629-634. [PubMed: 9310563]

Ntais C, Polycarpou A, loannidis JPA. Association of the CYP17 Gene Polymorphism with the
Risk of Prostate Cancer: A Meta-Analysis. Cancer Epidemiol Biomarkers Prev. 2003; 12:120-126.
[PubMed: 12582021]

Ragin C, Langevin S, Rubin S, Taioli E. Review of studies on metabolic genes and cancer in
populations of African descent. Genetics in Medicine. 2010; 12:12-18. [PubMed: 20027111]
Picado-Leonard J, Miller WL. Cloning and sequence of the human gene for P450c17 (steroid 17
alpha-hydroxylase/17,20 lyase): similarity with the gene for P450c21. DNA. 1987; 6:439-448.
[PubMed: 3500022]

Salonia A, Gallina A, Briganti A, Suardi N, Capitanio U, Abdollah F, Bertini R, Freschi M, Rigatti
P, Montorsi F. Circulating estradiol, but not testosterone, is a significant predictor of high-grade
prostate cancer in patients undergoing radical prostatectomy. Cancer. 2011; 117:5029-5038.
[PubMed: 21495024]

Sher DJ, Mantzoros C, Jacobus S, Regan MM, Lee GS, Oh WK. Absence of relationship between
steroid hormone levels and prostate cancer tumor grade. Urology. 2009; 73:356-361. [PubMed:
19036418]

Kaplan SA, Roehrborn CG, Meehan AG, Liu KS, Carides AD, Binkowitz BS, Heyden NL,
Vaughan ED Jr. PCPT: Evidence that finasteride reduces risk of most frequently detected

Prostate. Author manuscript; available in PMC 2014 May 01.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Taioli et al.

37.

38.

39.

40.

41.

Page 10

intermediate- and high-grade (Gleason score 6 and 7) cancer. Urology. 2009; 73:935-939.
[PubMed: 19328538]

Thompson IM, Lucia MS, Redman MW, Darke A, La Rosa FG, Parnes HL, Lippman SM,
Coltman CA. Finasteride decreases the risk of prostatic intraepithelial neoplasia. J Urol. 2007;
178:107-109. [PubMed: 17499284]

Thompson IM, Pauler AD, Chi C, Goodman PJ, Tangen CM, Lippman SM, Lucia MS, Parnes HL,
Coltman CA Jr. Prediction of prostate cancer for patients receiving finasteride: results from the
Prostate Cancer Prevention Trial. J Clin Oncol. 2007; 25:3076-3081. [PubMed: 17634486]

Ukoli FA, Fowke JH, Akumabor P, Oguike T, Taher KA, Murff HJ, Amaefuna ER, Kittles R,
Ahaghotu C, Osime U, Beech DJ. The association of plasma fatty acids with prostate cancer risk
in African Americans and Africans. J Health Care Poor Underserved. 2010; 21:127-147.
[PubMed: 20173289]

Aiken WD. Historical determinants of contemporary attributes of African descendants in the
Americas: the androgen receptor holds the key. Med Hypotheses. 2011; 77:1121-1124. [PubMed:
21968274]

Keshava C, McCanlies EC, Weston A. CYP3A4 polymorphisms--potential risk factors for breast
and prostate cancer: a HUGE review. Am J Epidemiol. 2004; 160:825-841. [PubMed: 15496535]

Prostate. Author manuscript; available in PMC 2014 May 01.



Page 11

Taioli et al.

sisAjeue pajood sy} ur papnjoul mw_uam#

‘uabnue wnas a1e1s04d :\/Sd UoneuILEeXd 21031 [eNBIp :3HQ

680 97’0 TL0 anfen-d 15915 5e0b3

(58-0) %0 (58-0) %0 (58-0) %0 anfe-d ;|

G9°0 190 29'0 anfea-d 191-0
(Lez-0TTZ9T  (8Se-vTT)20c  (922-TOT)IST (1) 0T HOBRIN  UedlRWY-Uedllyy

€60 G50 LL0 anfeA-d 1591663

(T2-0) %0 (T2-0) %0 (T2-0) %0 anfea-d |

09°0 850 €L0 anfea-d 191-0
(89'1-86'0)62'T (02¢-v6'0)€V'T  (L9T-G6'0)92T (1) 0'T dOerN saIpnIs ||V

D/0+2/L 200 /L L1l SISATVYNV V1IN
T20T/65S oL
ueaqqued €T 65 95 1T 85 6V 9zTVIT Jw/Bu ¥> Sd ‘34Q [ewou :[endsoH dun uﬁs_mema TT02 ‘uosxer
ueoLyy T 1€ a4 8 9z € €6/99 34Q pue vSd [ewiou ‘AyiesH dun #Am_am_zv TTOZ ‘103N
ugosepuBdLYY 0T 62 €€ T € 1 2Li8 Jw/Bu Z > ¥Sd pue 34Q eAnebeu 'siouop poojg T (11ze1g) 100Z ‘soues sop
1US0S3P UBDLYY Sv/Sy 34Q pue VSd [ewIou ‘[e)dsoH €z (epeueD) €£00Z ‘WeN
UedlsWY Uedlyy T € 14 4 9 ¥ 8/21 |endsoH 22 #?ﬁg 666T ‘UuN
uedlswy UedlyY 0T 9% G5 IT 8 ¢ TTT/TL 34a lewou ‘Jw/Bu ¥S WSd ‘Buiusaids ‘AuyieaH 6T (wSN) T00Z ‘sa1mm
ueoLBWY UBOY Gz SOT 6L 9T  OF 92 602/28 34Q [ewlou ‘Jw/Bu G'Z> VSd S13UNjOA 91 (vsn) 600z ‘usineg
UBDLIBWY UBDLYY T L 9 Z 8T 0T ST/0€ AupresH (9212)  ,(VSN) ZT0Z UOM| 2002 ‘PiojuBlS
UedlsWy UBdlY g€ €8T 90T €2 IS ¢S TYEITET 34a lewnou 'Jw/Bu ¥S vSd ‘AupeaH (s2) (wSn) 800z "ewes
Aoiuye 200 2J/L 11 2/ D/1 1/1 |0Juodsssed 82.N0S |0J1U0D 1<yl (A1uno)) reak ‘Jloyiny

S|043U0D saseD

NIH-PA Author Manuscript

190UBD) 91eISOId PUB Z/GEY/SI LTAAD UO SaIpnIS

I 31qel

NIH-PA Author Manuscript

NIH-PA Author Manuscript

Prostate. Author manuscript; available in PMC 2014 May 01.



Page 12

Taioli et al.

(99'1-02°0)85°0  (ST-6T°0)S50 (96 T-TZ'0)v9'0 (2 O'T HOeBW ULV

(52-0) %0 (69-0) %92 (52-0) %0 anfen-d,|

90 v20 o anfea-d 191-0
(e£7-920) 10T  (€9T-6L00WTT (22'T-29'0)06'0 (}21) 0'T HOBBIN 4, URIRBWY-URILLY

690 50 ¥6°0 anfen-d 191 s jebbg

(65-0) %6T (¥9-0) %82 (85-0) %8T anfeA-d |

92'0 870 120 anfea-d 191-0
(ev'1-08'0)20T (99T-€8'0)8TT (SE'T-£2'0)86'0 (J21) 0'T HOoeRrIW LIPS IV

9/9+9/V 9/9 YA VIV SISATVYNY V1IN

T.6T/62VT Iviol
uesqqued 69 8§ S 09 S 14 ZrT/zetT Jw/Bu y>vSd ‘34Q [ewou ‘fendsoH dun u@o_mema 1102 uosxaer
JUBISAP LRI T € 0T Z % T $T/8T Jw/Bu Z > WSd ‘YA [ewlou s1saunjon dun ue_NEm_v TT0ZSenBLpoy
1U8083p UBOLYY G/Sy 34Q pue VSd [ewou ‘[endsoH [ez] (epeued) £00Z WeN
uedMAWY UBOLYY vz 8y TT €S 29 O€ €8/SvT ApresH [en] 4(vSN) 800Z NilIEdY
ueolBWY UedLYY T2 Sz 8T 1€ 08 9T v9/LL 34Q pue Sd [ewou :[endsoH [22] (wsn) ¥00z uosuyor-1a]61ez
UBOLIBWY UBDLYY 96€/€0T 34Q pue Sd [ewlou :Buussios [sT] (wsn) £00z Ipuleg
UedLBWY UBOL)Y 98 00T €2 € 68 1T 602/28 34Q [ewlou ‘Jw/Bu §'Z> ¥Sd S131UNJOA [o1] ¥sn) 600z uaineg
UedLBWY UBDLYY  Z€ 29 ¢ 08 9  0¢ 9TT/WLT 8]duwes 80UBIUBAUOD [vz] (wsn) 666T stied
UedHaWY UBdLY Geg 8y 02 85 99 1 €0T/SVT AupresH [v1] (wsn) 900z 1sbueg
UeolBWY UBOLYY  OST  6VT ov Sy 99 T ZVEITET 34a Jewou ‘Jw/Bu 5 vSd ‘AyesH [sz] (WSn) 800z ewles
UedLBWY UBDLYY 69  ¥¥ €2 8y  Z¢ 14 9ET/¥8 34Q [ewsou ‘Jw/bu ¥5 wSd ‘Butuseios ‘ApjesH  [oz] (wSN) 200z semiv
uedLyY € 95 /8 ST 8 €9 9vT/09T 34Q ewou ‘Jwy/bu G5 ¥Sd [endsoH [g1] 4 (BOMIV UINOS) OTOZ Zopueuia
UedLyy 19 0z T 1S €¢ € 28/LL 34Q [ewou ‘Jw/Bu S Sd ‘Butuseids ‘AyiresH  [0z] (e1196IN) Z00Z SBIWIM
ueoLyY 65 8z 9 6S T2 9 €6/99 34Q pue VSd [ewlou ‘AyiesH dun u@:mm_zv T102 119N
Aouya o/9 9V VIV 99 9V VYV S|0JU00SsSed 80.N0S |011U0D P (A1unoD) reak ‘oyiny

S1041U0D sesed

192UED) 81eIS0Id PUE /502251 PVEDAD UO SAIpN)S *
Il 8|geL

NIH-PA Author Manuscript NIH-PA Author Manuscript NIH-PA Author Manuscript

Prostate. Author manuscript; available in PMC 2014 May 01.



Page 13

Taioli et al.

sisAJeue pajood sy} ur papnjoul mm_vaw#

‘sa1pmis Buoue A11ausBoislay ayy PaouaN|sul ‘e 19 3|1 eyl Pajeanal siskjeue ANAIISUSS By} asnedaq “[e 18 SajRIY Sapnjox3
M

*

'salpnis Buowre AlsuaBolaiay ayl paousnyul ‘[e 18 Zapueula Jey) pajeanal sisAjeue ALAIISUSS U} 3sndaq ‘[e 19 ZopUBUISH S9pN|IXT
M

“Joyiny ayy Aq paysiuing saiouanbaly Wwoly pareInojes siequinN
\2

‘uolreUILEX? [B103) [eNBIp :3H¥Q
€90 190 290 anfea-d 191-0

O/0+9O/V 9/9 OV VIV SISATVNY V1IN

NIH-PA Author Manuscript NIH-PA Author Manuscript

NIH-PA Author Manuscript

Prostate. Author manuscript; available in PMC 2014 May 01.



1duasnuey Joyiny vd-HIN 1duasnue Joyiny vd-HIN

wduosnue Joyiny vd-HIN

Taioli et al.

Table Il

Pooled Analysis of Studies on CYP17, CYP3A4 and Prostate Cancer

CYP17 rs743572 Controls (N)

Cases (N)

CrudeOR (95 % ClI)

Adjusted OR* (95 % CI)

N =649 (n of studies = 4)

AA 143 137 1.0 (ref) 1.0 (ref)

AG 129 158 1.3(0.9-1.8) 3.6(1.2-10.5)
GG 38 44 1.2(0.7.2.0) 3.1(0.6-18.0)
AG+GG 167 202 13(09-17)" 3.5(1.2-10.1)
CYP3A4 rs2740574

N =684 (n of studies = 4)

AA 33 52 1.0 (ref) 1.0 (ref)

AG 142 141 0.6(0.4-1.0) 1.1(0.1-8.8)

GG 157 159 0.6(0.4.1.0) 0.5 (0.1-3.6)

AG+GG 299 300 (g (04-1.0)1T 07(01-53)

Each study was found to be in HW equilibrium (p<0.05)

Adjusted for study number, age (continuous), PSA (continuous)

TQ test (p value= 0.642); Egger test (p value
Tt

=0.633)

Excluding Fernandez — Q-test p-value = 0.668, Eggers test p = 0.110

§Q test (p value =0.596); Eggers test (p value = 0.549
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