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Abstract

To evaluate the racial and ethnic differences in prevalence of germline pathogenic variants (PVs) and the effect of race and
ethnicity on breast cancer (BC) risk among carriers, results of multigene testing of 77 900 women with BC (non-Hispanic
White [NHW] = 57 003; Ashkenazi-Jewish = 4798; Black = 6722; Hispanic = 5194; and Asian = 4183) were analyzed, and the fre-
quency of PVs in each gene were compared between BC patients (cases) and race- and ethnicity-matched gnomAD reference
controls. Compared with NHWSs, BRCA1 PVs were enriched in Ashkenazi-Jews and Hispanics, whereas CHEK2 PVs were statis-
tically significantly lower in Blacks, Hispanics, and Asians (all 2-sided P < .05). In case-control studies, BARD1 PVs were associ-
ated with high risks (odds ratio > 4.00) of BC in Blacks, Hispanics, and Asians; ATM PVs were associated with increased risk of
BC among all races and ethnicities except Asians, whereas CHEK2 and BRIP1 PVs were associated with increased risk of BC
among NHWs and Hispanics only. These findings suggest a need for personalized management of BC risk in PV carriers based

on race and ethnicity.

Germline pathogenic variants (PVs) in breast cancer (BC) predis-
position genes are detected in approximately 10% of women
with BC undergoing multigene panel testing (MGPT) (1,2).
However, these estimates have been derived predominantly
from the non-Hispanic White (NHW) population. Studies of
other populations have been limited by sample size (3-5). A bet-
ter understanding of racial- and ethnic-specific genetic risk for
BC associated with PVs is expected to improve targeting of ge-
netic testing and impact management of carriers from other
populations.

Clinical genetic testing results for 12 established BC predis-
position genes (ATM, BARD1, BRCA1, BRCA2, BRIP1, CDH1, CHEK?2,
PALB2, PTEN, RAD51C, RAD51D, TP53) from 77 900 women with
BC (NHW=57003, Ashkenazi-Jewish=4798, Black=6722,
Hispanic=5194, Asian =4183) (Supplementary Tables 1 and 2,
available online) referred to Ambry Genetics between March

2012 and December 2016 for MGPT were used to evaluate associ-
ations between PVs in individual genes and BC in each popula-
tion. The details of patient ascertainment, race and ethnicity
classification, germline sequencing, variant classification, and
statistical analyses are described in the Supplementary
Methods (available online). Enrichment of PVs in commonly
mutated genes among different racial and ethnic groups was
assessed relative to NHW while adjusting for family history of
breast and ovarian cancer, age at diagnosis, and tumor estrogen
receptor (ER) status. Likelihood ratio tests were used to estimate
P values for the pairwise comparisons. All tests were 2-sided,
and a P value less than .05 was considered statistically
significant.

The pooled frequency of PVs in BC predisposition genes was
8.7% for NHW, 7.5% for Ashkenazi-Jews, 9.7% for Blacks, 9.9% for
Hispanics, and 7.5% for Asians (Table 1), with corresponding
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Figure 1. Forest plot for case-control comparisons of frequency of pathogenic variants between breast cancer cases and ethnicity- and race-matched reference controls
in gnomAD. Plots show odds ratios and 95% confidence intervals for each gene in 4 common race and ethnicity groups. Odds ratios are not shown for genes with less
than 5 pathogenic variants in cases or controls. Dashed lines are presented at odds ratios of 1 and 2, the latter representing the threshold at which pathogenic variants

in a gene may be considered to confer moderate risk of breast cancer.

variants of uncertain significance rates of 16.1%, 13.7%, 26.6%,
20.8%, and 29.0%, respectively (Supplementary Table 3, available
online). The PV frequency in the Ashkenazi-Jewish population
may have been slightly lower because of screening for BRCA1 or
BRCA2 founder PVs over the past 20 years. Nonetheless, BRCA1
and BRCA2 had the highest frequency of PVs in all populations,
similar to prior studies (1,2,5-9). PVs in PALB2 were also consis-
tently observed at approximately 1% among NHWs, Blacks,
Hispanics, and Asians.

Compared with NHW, BRCA1 PVs were statistically signifi-
cantly (P<.05) enriched in Ashkenazi-Jewish and Hispanic
women, and PALB2 PVs were enriched in Hispanic and Asian
women, whereas CHEK2 PVs were statistically significantly less
frequent (<1%) among Black, Hispanic, and Asian women
(Table 1). The c.1100delC PV accounted for the majority of
CHEK2 PVs in NHWSs, Ashkenazi-Jews, and Blacks but was only
observed in 3 Hispanics and not in Asians. Among self-reported
Ashkenazi-Jews, 92 of the 111 (82.8%) BRCA1 and BRCA2 PVs
were due to founder PVs (10). In Hispanics, ¢.2167_2168delAT
accounted for 8 of the 37 (21.6%) PALB2 PVs, and c.577C>T
accounted for 6 of the 13 (46.1%) RAD51C PVs. Frequencies of
PVs in other candidate breast cancer predisposition genes are
shown in Supplementary Table 4 (available online).

Associations between PVs in each gene and BC risk by race
and ethnicity were assessed in case-control analysis by compar-
ing frequencies of PVs in BC patients (cases) with race- and eth-
nicity-matched gnomAD (v2.1.1) reference controls using the

Fisher exact test and adjusting for multiple comparisons (false
discovery rate =0.1) (11). PVs in BRCA1, BRCA2, and PALB2 were
associated with a statistically significant high risk (odds ratio
[OR] > 4.00) of BC in all populations (Figure 1; Supplementary
Table 5, available online). PVs in BARD1 were associated with a
high risk of BC in Blacks, Hispanics, and Asians, whereas the
risk was only moderately elevated (OR = 2.00-4.00) in NHW.
ATM PVs were associated with moderately elevated risk among
all races and ethnicities except the Asian population. CHEK2
and BRIP1 PVs were associated with an increased risk of BC
among NHWs and Hispanics only. Furthermore, in all racial and
ethnic groups, BRCA1, BRCA2, and PALB2 PVs were associated
with a statistically significant high risk of both ER-positive and
ER-negative BC, whereas PVs in BARD1 were associated with
statistically significant high risk of ER-negative BC only
(Supplementary Tables 6 and 7, available online).

The odds ratios were subsequently combined with age-
adjusted race- and ethnicity-specific incidence rates from the
Surveillance, Epidemiology, and End Results program to esti-
mate lifetime absolute risks (up to age 85 years) of BC associated
with PVs in each gene. BRCA1 PVs were associated with high
(>50%) lifetime risk of BC across all populations, whereas BRCA2
and PALB2 PVs were associated with high risks in selective pop-
ulations. In particular, lifetime risk of BC for BRCA1 carriers was
85% in Blacks compared with 59% in NHWs and 50% in Asians
(Supplementary Table 8, available online), although this needs
to be interpreted with caution because of the higher proportion
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of triple-negative cases among Black women. Lifetime risk of BC
for ATM carriers ranged from 12% in Asians to 32% in Blacks,
whereas for CHEK2 carriers, risks ranged from 9% in Asians to
26% in NHWs. The observed PVs are listed in Supplementary
Table 9 (available online).

Although the frequency of PVs in BC predisposition genes is
approximately 10% across racial and ethnic groups, the findings
from this study suggest that race and ethnicity may be a modi-
fying factor for gene-specific BC risk. For instance, CHEK2 car-
riers among Blacks and Asians did not have an increased risk of
BC, with ¢.1100delC primarily accounting for the differences in
frequency of PVs (12); ATM carriers did not have an increased
risk of BC among Asians; and BARD1 PVs were associated with
high risk of BC (ER negative) in Blacks, Hispanics, and Asians
but only moderate risks in the NHW population. Differences in
gene-specific BC risk by race and ethnicity underscore the need
for more personalized screening and management recommen-
dations in current guidelines (13) for carriers of PVs in specific
genes in minority populations.

Despite including a large sample of racially and ethnically
diverse populations, this study has limitations. First, this was a
study of patients who underwent MGPT at a clinical testing lab-
oratory and was not a population-based study. Therefore, it is
unclear if the differences in PV frequencies across racial and
ethnic populations were influenced by genetic testing favoring
high-risk groups in some minority populations, given that non-
White populations are less likely to undergo genetic testing (14-
16). Second, clinical variables and ethnicity and race data were
not comprehensively verified. Third, not all patients underwent
genetic testing using the same multigene panel. Finally, the
lack of information on age at testing or family history in
gnomAD may have influenced the results from case-control
analysis. However, overall, we confirm the utility of MGPT in
identifying clinically actionable PVs in patients of different ra-
cial and ethnic backgrounds and provide tools for discussing
race- and ethnicity-based probability of carrying PVs. We share
these findings with the goal of improving the use of genetic
testing in populations facing health inequalities and to support
efforts to better serve minority populations as a collective of
health-care providers.
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