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Background: Black (B) men have higher incidence, aggressiveness, and mortality from prostate cancer
(PC) than men of other racial groups, even after accounting for differences in social and behavioral
determinants of health. Germline polymorphisms in androgen metabolism genes, some of which vary in
relative allelic frequency by ancestry, have prognostic value in regards to the time to development of
castrate resistant prostate cancer (CRPC). The solute carrier organic anion (SLCO) genes are involved in
steroid hormone transport across plasma membranes, potentially regulating the intracellular
concentrations of androgen precursors that may account for relatively high intracellular androgen levels
in CRPC. Single nucleotide polymorphisms (SNPs) in SLCO2B1 and SLCO1B3 have been correlated with a
significantly shortertime to CRPC. Additionally, since abiraterone has a steroid backbone in its structure,
SLCO2B1 may regulate the efficacy of abiraterone.

Methods: We conducted a prospective, multicenter, parallel group study of abiraterone acetate (AA)
plus prednisone (P) in 50 B and 50 white (W) men with mCRPC, self-identified by race (Abi Race
(NCT01940276). All patients received AA 1000 mg/D and P 10 mg/D (AAP) until disease progression or
adverse events (AE). The primary objective was radiographic progression-free survival (rPFS); key
secondary endpoints include PSA kinetics and safety. Exploratory analyses include SNP, metabolomics
and hormonal differences by race.

Results: Median rPFS for B and W pts was 16.8 months (mo) in each. PSA PFS varied by race; median
PSA PFS for B and W pts were 16.6 and 11.5 mo. For SLCO2B1 SNP rs12422149, 91.9% (n=34/37) of W
pts were genotype BB and 8.1% (n=3/37) were AB, while 69.8% (n=30/43) of B pts were genotype BB,
27.9% (n=12/43) were AB, and 2.3% (n=1/43) were AA. The racial distribution of SLCO153 SNP
rs4149117 was 64.9% (n=24/37) BB, 32.4% (n=12/37) AB, and 2.7% (n=1/37) AA among W pts,
compared to 20.9% (n=9/43) BB, 51.2% (n=22/43) AB, and 27.9% (n=12/43) AA among B pts.

Conclusions: We found that self-reported B with mCRPC were much more likely to have one or more A
alleles in SLCOZB1 SNP rs12422149 than W men. Similarly, 28% of B men were found to have the AA
genotype in SLCO1B3 SNP rs4149117, compared to < 5% of W, suggesting that ancestry correlates with
genetic differences in these key androgen transport genes. Confirmation of these findings is planned in
the similarly structured PANTHER study of AA plus apalutamide (NCT03098836). We will also use the
combined Abi Race and PANTHER cohorts to perform an analysis of these SNPs, and others that are
known to vary in minor allele frequency by ancestry and have previously been shown to associate with
response to ADT, in order to determine if these SNPs also associate with response to second generation
androgen-directed therapies.
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