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Abstract

Background: Racial and ethnic differences in survival after a first cancer are well established but have not been examined after a sec-
ond primary cancer (SPC) despite the increasing incidence among survivors.

Methods: We examined 39 029 female breast cancer survivors who developed an SPC between 2000 and 2014 in the Surveillance,
Epidemiology, and End Results 18 database. Multivariable Cox proportional hazards regression for competing risks data was used to
estimate hazard ratios (HR) and 95% confidence intervals (CI) for cancer and cardiovascular disease mortality after SPCs comparing
Hispanic, Non-Hispanic Asian, and Non-Hispanic Black survivors with Non-Hispanic White survivors. Models were adjusted for soci-
odemographics, tumor characteristics, and treatments of the first and second cancer. Analyses were stratified by SPC type.

Results: During 17 years of follow-up, there were 15 117 deaths after SPCs. The risk of cancer death was 12% higher among Non-
Hispanic Black survivors (HR ¼ 1.12, 95% CI ¼ 1.05 to 1.19) and 8% higher among Hispanic survivors (HR ¼ 1.08, 95% CI ¼ 1.00 to 1.16)
compared with Non-Hispanic White survivors. In subgroup analyses, the strongest associations were observed among Non-Hispanic
Black survivors with a second breast or uterine cancer and among Hispanic survivors with a second breast cancer. Non-Hispanic
Black survivors also experienced a 44% higher risk of cardiovascular disease death after SPC diagnosis than Non-Hispanic White sur-
vivors (HR ¼ 1.44, 95% CI ¼ 1.20 to 1.74).

Conclusions: Higher cancer mortality among Non-Hispanic Black and Hispanic survivors and higher cardiovascular mortality among
Non-Hispanic Black survivors exist among women who survive a first breast cancer to develop an SPC. Studies focused on identifying
the contributors to these disparities are needed to enable implementation of effective mitigation strategies.

In 2030, the expected number of breast cancer survivors in the
United States will be as high as 5 million (1). Second primary can-
cers (SPCs) can be a major comorbidity for breast cancer survi-
vors and are not uncommon, with 20% of survivors predicted to
develop an SPC at 35 years (2-4). We previously observed that
breast cancer survivors who developed an SPC experienced ele-
vated mortality compared with women with a first cancer of the
same type (5).

Racial and ethnic disparities in mortality after an SPC diagno-
sis has not been reported but is likely to be present given differen-
ces in mortality after a first cancer (6-8). There are many factors
that can differ across race and ethnicity among survivors and
affect survival disparities after SPCs. Patients who develop SPCs
have survived their first cancer and thus overcome many existing
challenges and barriers while gaining valuable knowledge about
cancer treatment and early detection (9,10). At the same time,
survivors may have endured high financial costs related to their
care, leaving them unable to access high-quality health care
when they developed SPCs, long-term adverse effects from treat-
ments that could affect treatment options, and psychosocial
stressors as they now face the challenge of dealing with multiple

cancers (11,12). Some survivors may experience more adverse
effects during treatment of their SPCs, which may lead to greater
nonadherence (13). Providers may also be influenced by a patient’s
prior experiences when considering treatment options. From a bio-
logical perspective, some SPCs may require more aggressive treat-
ments due to their molecular profile (14).

Survivors who develop an SPC may also have higher mortality
from cardiovascular disease (CVD) given shared risk factors,
adverse effects of cancer treatment, and aging (15,16).
Observational studies suggest that Non-Hispanic Black women
have a higher prevalence of cardiac risk factors and are more
likely to die from CVD than White women after a first breast can-
cer diagnosis (11,17). However, whether CVD mortality after a
SPC differs by race and ethnicity is largely unknown.

In this study, we used data from the National Cancer Institute
Surveillance, Epidemiology, and End Results Program (SEER) to
examine whether racial and ethnic differences in cancer and CVD
mortality exist after a second cancer diagnosis among breast can-
cer survivors. A workshop led by the National Cancer Institute
identified understanding and addressing disparities among cancer
survivors as an area where more knowledge is needed (18).
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Methods
Study population and design
The study population was identified from the SEER 18 (2000-
2016) database (19), which covers 18 US cancer registries and rep-
resents 27.8% of the population. Women aged 18 years and older
diagnosed with incident invasive breast cancer and a subsequent
SPC between January 1, 2000, and December 31, 2014, were
included. SPC was defined as any type of invasive cancer diag-
nosed at least 6 months after the first breast cancer. They were
followed until December 31, 2016, at least 2 years after the SPC
diagnosis. Women who developed more than 2 cancers during
the study period were excluded.

Race and ethnicity
SEER provided variables on racial and ethnic categories based on
information abstracted from medical and administrative records.
We categorized women into the following groups: Hispanic, Non-
Hispanic American Indian or Alaska Native, Non-Hispanic Asian
or Pacific Islander, Non-Hispanic Black, and Non-Hispanic White.
Non-Hispanic American Indian or Alaska Native (n¼ 173) and
Pacific Islanders (n¼ 241) were excluded due to small sample
size.

Ascertainment of cancer and tumor
characteristics
Information on cancer type and number of cancers was provided
by cancer registries. SEER identified multiple primary cancers
based on a series of rigorous rules that considered the cancer site
(International Classification of Disease for Oncology, 3rd Edition)
topography codes), time since initial cancer diagnosis, tumor his-
tology, tumor behavior, and laterality (20). Tumor characteristics
were available for both cancers.

To account for prognostic differences by cancer types, a new
variable was created in which SPCs were categorized into 4 broad
categories based on the 5-year relative survival rate (S) between
2010 and 2016 of the different cancer types published by the
American Cancer Society: good survival group (S� 90%), moder-
ate survival group (70% � S< 90%), fair survival group (50% �
S< 70%), and poor survival group (S< 50%) (6,21) (see
Supplementary Methods, available online for details).

Other covariates
Demographic variables, including age at diagnosis, year of diag-
nosis, region of cancer registry, marital status, insurance status
(available since 2007), and initial treatments were extracted from
medical records. For treatment variables, the category “no/
unknown” was used by SEER instead of “no” to reflect the fact
that based on medical records it is not possible to be certain that
some patients in which there was no record of treatment did not
receive treatments.

Ascertainment of county-level variables
Linkage to the 2000 US Census and American Community Survey
(2007-2011, 2012-2016, 2014-2018) enabled us to incorporate
median household income, percent of residents with less than
ninth-grade education, percent of residents below federal pov-
erty, and rural or urban status of the county.

Vital status and cause of death
Vital status and cause of death based on International
Classification of Disease codes were provided by the National
Center for Health Statistics (22). Death from CVD included death

from “diseases of heart,” “hypertension without heart disease,”

“cerebrovascular diseases,” “atherosclerosis,” “aortic aneurysm

and dissection,” and “other diseases of arteries, arterioles, capil-

laries.”

Statistical analysis
The demographic and tumor characteristics of SPCs and the first

breast cancer were described by racial and ethnic groups. We cal-

culated proportions for categorical variables and means and

standard deviations (SD) or medians (10th-90th percentile) for

continuous variables.
Time-to-event analysis was conducted to compare the mortal-

ity after SPCs between racial and ethnic groups. Individuals con-

tributed person-months from time at SPC diagnosis to time of

death from cancer, from CVD, and from other conditions and

could be censored at the time of last contact or December 31,

2016, whichever came first. One-half month of follow-up time

was added to women with survival time of 0 months. Cumulative

incidence function comparing cancer mortality between racial

and ethnic groups was graphed considering competing risk of

death from noncancer conditions. When estimating the cumula-

tive incidence function, the racial and ethnic groups were pro-

pensity score weighted by age at SPC diagnosis. Hazard ratios

(HRs) with 95% confidence intervals (CIs) for cancer mortality

comparing Hispanic, Non-Hispanic Asian, and Non-Hispanic

Black to Non-Hispanic White survivors were estimated from mul-

tivariable Cox proportional hazards regression. The proportional

hazard assumption was verified by graphing and testing the

Schoenfeld residuals. We conducted 3 models that included

potential confounders and risk factors. Model 1 adjusted for age

at diagnosis of SPCs (continuous), year of diagnosis (2000-2004,

2005-2009, 2010-2014), and prognostic groups (previously

described). Model 2 further adjusted for tumor stage and initial

treatments of SPCs (surgery, chemotherapy, and radiation ther-

apy), marital status (married vs single), region of cancer registry

(West, South, Midwest, Northeast), county-level median house-

hold income (continuous), and percent of residents with less

than ninth-grade education (continuous). Model 3, in addition,

adjusted for characteristics of the initial breast cancer, including

age at diagnosis, tumor stage, estrogen receptor (ER) status, and

initial treatments (surgery, chemotherapy, and radiation ther-

apy). Subgroup analyses were conducted among survivors who

developed the top 4 most common SPCs, including second breast

cancers (further adjusted for ER status of the second cancer in

model 2 and 3), lung cancer, colorectal cancer, and uterine cancer

separately. For second breast cancer, analyses were further

stratified by hormone receptor status of the first and second can-

cer and by molecular subtype (luminal A, HER2-positive, triple

negative) of the second cancer. For non-breast SPCs, to distin-

guish between mortality from first and second cancer, we quanti-

fied the hazard ratio for death from common SPC type and death

from the first breast cancer. The association of race and ethnicity

with cancer mortality among breast cancer survivors who did not

develop a SPC was also assessed.
Details on the methods used to evaluate the association of

race and ethnicity with CVD mortality and all-cause mortality

after SPCs, stratified analyses by age categories, and sensitivity

analyses are reported in Supplementary Methods (available

online). All analyses were performed in software R (version 4.1.2).

Two-sided P values less than .05 were considered statistically sig-

nificant in hypothesis testing.
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Results
Demographic and clinical characteristics
In this SEER study, there were 39 029 SPCs among women diag-
nosed with breast cancers between 2000 and 2014. Table 1
describes characteristics of the study population stratified by
race and ethnicity. SPCs occurred at an earlier age in Hispanic
(mean age ¼ 62.2 years), Non-Hispanic Asian (mean age ¼
63.4 years), and Non-Hispanic Black (mean age ¼ 63.5 years) sur-
vivors compared with Non-Hispanic White survivors (mean age ¼
68.8 years). Breast cancer was the most common SPC in all racial
and ethnic groups. SPCs in Non-Hispanic Black women were less
likely to be local stage compared with other groups. Hispanic and
Non-Hispanic Black survivors were more likely to receive chemo-
therapy twice. Characteristics of the first breast cancer differed
by race and ethnicity (Supplementary Table 1, available online).
Only 59% of Hispanic and Non-Hispanic Black survivors had
local-stage first breast cancer compared with more than 66% of
Non-Hispanic Asian and Non-Hispanic White survivors. Almost
30% of first breast cancers in Non-Hispanic Black women were
ER-negative.

Cancer mortality
Non-Hispanic Black survivors had the highest cumulative cancer
mortality during entire follow-up, followed by Hispanic, Non-
Hispanic White, and Non-Hispanic Asian survivors (Figure 1A).
The hazard ratio of death from cancer comparing Hispanic, Non-
Hispanic Asian, and Non-Hispanic Black survivors to Non-
Hispanic White survivors are presented in Table 2. In model 1,
the risk of death from cancer was elevated among Non-Hispanic
Black (HR ¼ 1.46, 95% CI ¼ 1.39 to 1.53) and Hispanic (HR ¼ 1.24,
95% CI ¼ 1.17 to 1.31) survivors compared with Non-Hispanic
White survivors, while a decreased risk was observed for Non-
Hispanic Asian women (HR ¼ 0.89, 95% CI ¼ 0.83 to 0.96). In
model 2, which further adjusted for tumor stage, treatments,
marital status, and county-level factors, the hazard ratio of can-
cer death for Non-Hispanic Black (HR ¼ 1.19, 95% CI ¼ 1.12 to
1.25) and Hispanic (HR ¼ 1.14, 95% CI ¼ 1.06 to 1.21) survivors
decreased respectively compared with model 1. In model 3, the
fully adjusted model, the risk of cancer death increased by 12%
(HR ¼ 1.12, 95% CI ¼ 1.05 to 1.19) among Non-Hispanic Black sur-
vivors and by 8% (HR ¼ 1.08, 95% CI ¼ 1.00 to 1.16) among
Hispanic survivors compared with Non-Hispanic White survivors.
Further adjustment of percent of residents below poverty, rural
or urban status of the county, and individual health insurance
status yielded similar results (Supplementary Table 2, available
online). The hazard ratio of cancer death among Non-Hispanic
Black breast cancer survivors who developed an SPC was
increased to a slightly lesser degree compared with Non-Hispanic
Black survivors who did not develop an SPC (Supplementary
Table 3, available online).

In subgroup analyses by second cancer type, we observed an
increase in risk of cancer death for Non-Hispanic Black (HR ¼
1.28, 95% CI ¼ 1.14 to 1.44) and Hispanic (HR ¼ 1.17, 95% CI ¼ 1.01
to 1.35) survivors for breast cancer compared with Non-Hispanic
White survivors (Table 2). These results remained in analysis
restricted to women diagnosed with a breast cancer 1 year and
more after diagnosis and by laterality (Supplementary Table 4,
available online). An increased risk of cancer death among Non-
Hispanic Black survivors was consistently observed among vari-
ous molecular-based subgroups of the first and second breast
cancers, except among women diagnosed with 2 hormone

receptor-negative cancers (Supplementary Table 5, available
online).

A statistically significant increase in mortality among Non-
Hispanic Black survivors was observed for second colorectal and
uterine cancer in model 1 but not in the fully adjusted model
(Table 2). Hispanic survivors had a non-statistically significant
increase in the risk of cancer death after second colorectal cancer.
A 32% lower risk of cancer death was observed among Non-
Hispanic Asian survivors after a second lung cancer. Based on our
analysis of second lung, colorectal, and uterine cancer, it appears
that both the SPC and first breast cancer contributed to the
increased mortality among Non-Hispanic Black survivors after a
second colorectal and uterine cancer, whereas this was not the
case for lung cancer (Supplementary Table 6, available online).

Stratified analysis for the fully adjusted model did not show
statistically significant interaction between race and ethnicity
and age (70 years and younger and older than 70 years) at SPC
diagnosis (Poverall interaction¼ .12). However, we observed a higher
hazard ratio of death from cancer comparing Non-Hispanic Black
survivors with Non-Hispanic White survivors among women
70 years or younger compared with women older than 70 years
(HR�70yrs ¼ 1.17, 95% CI ¼ 1.08 to 1.26; HR>70yrs ¼ 1.07, 95% CI ¼
0.97 to 1.17; Pnon-Hispanic Black*age70¼ .02) (Table 4).

CVD mortality
Cumulative CVD mortality among Non-Hispanic Black survivors
was higher than other groups during the first 10 years since diag-
nosis (Figure 1B). Non-Hispanic Black survivors with SPCs also
had a greater risk of dying from CVD than Non-Hispanic White
survivors (HR ¼ 1.44, 95% CI ¼ 1.20 to 1.74), whereas Hispanic
and Non-Hispanic Asian survivors did not (Table 3). An increased
risk from CVD death in Non-Hispanic Black survivors was
observed among women with a second breast cancer (HR ¼ 1.74,
95% CI ¼ 1.30 to 2.32) and colorectal cancer (HR ¼ 1.64, 95% CI ¼
1.02 to 2.64) but not lung cancer (HR ¼ 1.08, 95% CI ¼ 0.61 to
1.92). Hispanic survivors had a statistically significant increase in
the risk of CVD death after a second colorectal cancer in model 1
but not in the fully adjusted model. The sample size for uterine
cancer was too small to yield precise estimates.

Stratified analysis overall did not show statistically signifi-
cant interaction between race and ethnicity and age 70 years at
SPC diagnosis (Poverall interaction ¼.07). However, the hazard ratio
of death from CVD in Non-Hispanic Black women compared
with Non-Hispanic White among women 70 years and younger
was larger than among women older than 70 years (HR�70yrs ¼
1.70, 95% CI ¼ 1.23 to 2.33; HR>70yrs ¼ 1.31, 95% CI ¼ 1.04 to
1.64, Pnon-Hispanic Black*age 70¼ .009) (Table 4).

All-cause mortality
Similar to cancer mortality, an increased risk of overall death
among Hispanic and Non-Hispanic Black survivors but a
decreased risk among Non-Hispanic Asian survivors compared
with Non-Hispanic White survivors was observed
(Supplementary Table 7, available online).

In sensitivity analyses, the Fine and Gray competing risk mod-
els showed comparable results with the Cox model for evaluating
the risk of death from cancer and CVD (Supplementary Table 8,
available online). Using age as time scale yielded similar results
(Supplementary Table 9, available online). Similar racial and eth-
nic differences were observed among women diagnosed with a
local-stage SPC (Supplementary Table 10, available online). The
Non-Hispanic White–Non-Hispanic Black disparity in cancer
mortality persisted during the entire study period while the Non-
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Hispanic White–Hispanic disparity appeared after 2005
(Supplementary Table 11, available online). When stratified by
age 50 years (a surrogate for menopausal status) for cancer mor-
tality, the hazard ratios among survivors 50 years and younger
were similar to those who were older than 50 years
(Supplementary Table 12, available online).

Discussion
To our knowledge, this is the first study to comprehensively
examine the racial and ethnic disparities in survival outcomes
after a second cancer. We observed that Hispanic and Non-
Hispanic Black breast cancer survivors after a second cancer had
higher cancer mortality than their Non-Hispanic White

Table 1. Demographic and clinical characteristics of the breast cancer survivors diagnosed with an SPC by racial and ethnic groups

Characteristic

Hispanic
(n¼3197)

Non-Hispanic Asian
(n¼2146)

Non-Hispanic Black
(n¼4227)

Non-Hispanic White
(n¼29 459)

No. (%) No. (%) No. (%) No. (%)

Age at diagnosis, mean (SD), y 62.2 (13.6) 63.4 (13.1) 63.5 (13.4) 68.8 (12.7)
�70 2229 (69.7) 1481 (69.0) 2869 (67.9) 15 421 (52.3)
>70 968 (30.3) 665 (31.0) 1358 (32.1) 14 038 (47.7)

Year of diagnosis
2000-2004 288 (9.0) 206 (9.6) 446 (10.6) 3241 (11.0)
2005-2009 1023 (32.0) 699 (32.6) 1359 (32.2) 9972 (33.9)
2010-2014 1886 (59.0) 1241 (57.8) 2422 (57.3) 16 246 (55.1)

SPC cancer group
Good survival (Sa � 90%) 1621 (50.7) 1018 (47.4) 2080 (49.2) 12 186 (41.4)
Moderate survival (70% � S< 90%) 426 (13.3) 320 (14.9) 540 (12.8) 4889 (16.6)
Fair survival (50% � S< 70%) 457 (14.3) 335 (15.6) 720 (17.0) 5107 (17.3)
Poor survival (S< 50%) 693 (21.7) 473 (22.0) 887 (21.0) 7277 (24.7)

Top 4 SPC type
Breast 1420 (44.4) 879 (41.0) 1965 (46.5) 9895 (33.6)
Lung 259 (8.1) 187 (8.7) 451 (10.7) 4179 (14.2)
Colorectum 206 (6.4) 187 (8.7) 391 (9.3) 2670 (9.1)
Uterus 167 (5.2) 166 (7.7) 249 (5.9) 1890 (6.4)

Tumor stage
Local 1516 (47.4) 1119 (52.1) 1907 (45.1) 14 894 (50.6)
Regional 811 (25.4) 494 (23.0) 1077 (25.5) 6388 (21.7)
Distant 697 (21.8) 424 (19.8) 1028 (24.3) 6505 (22.1)
Missing 173 (5.4) 109 (5.1) 215 (5.1) 1672 (5.7)

Surgery
Yes 2180 (68.2) 1579 (73.6) 2794 (66.1) 20 251 (68.7)
No/unknown 1017 (31.8) 567 (26.4) 1433 (33.9) 9208 (31.3)

Chemotherapy
Yes 1127 (35.3) 715 (33.3) 1577 (37.3) 8674 (29.4)
No/unknown 2070 (64.7) 1431 (66.7) 2650 (62.7) 20 785 (70.6)

Frequency of chemotherapy
Never 1177 (36.8) 901 (42.0) 1548 (36.6) 14 460 (49.1)
Once 1373 (42.9) 889 (41.4) 1783 (42.2) 11 244 (38.2)
Twice 647 (20.2) 356 (16.6) 896 (21.2) 3755 (12.7)

Radiation
Yes 656 (20.5) 475 (22.1) 904 (21.4) 6544 (22.2)
No/unknown 2541 (79.5) 1671 (77.9) 3323 (78.6) 22 915 (77.8)

Marital status
Singleb 1373 (42.9) 752 (35.0) 2609 (61.7) 13 087 (44.4)
Married/unmarried or domestic partner 1592 (49.8) 1251 (58.3) 1295 (30.6) 14 196 (48.2)
Missing 232 (7.3) 143 (6.7) 323 (7.6) 2176 (7.4)

Insurance statusc

Insured 1853 (71.0) 1390 (80.0) 2511 (74.7) 20 037 (87.2)
Medicaid 579 (22.2) 250 (14.4) 651 (19.4) 1599 (7.0)
Uninsured 65 (2.5) 19 (1.1) 57 (1.7) 175 (0.8)
Missing 114 (4.4) 78 (4.5) 141 (4.2) 1179 (5.1)

County-level median household income,
median [10th, 90th], $

56 200
[42 100, 77 400]

63 800
[47 100, 85 800]

51 400
[36 600, 72 800]

56 300
[39 400, 78 600]

County-level <9th grade, median [10th, 90th], % 9.85 [4.55, 15.8] 7.34 [3.70, 13.8] 5.93 [3.35, 13.3] 5.86 [2.79, 13.3]
County-level below poverty, median [10th, 90th], % 16.3 [9.32, 21.4] 12.4 [8.35, 18.2] 16.4 [9.51, 25.0] 12.9 [7.34, 20.8]
Rural/urban status of county

Rural 2 (0.1) 0 (0) 26 (0.6) 479 (1.6)
Urban 3194 (99.9) 2146 (100) 4201 (99.4) 28 978 (98.4)

Region of cancer registry
West 2630 (82.3) 1896 (88.4) 1201 (28.4) 14 359 (48.7)
South 113 (3.5) 64 (3.0) 1821 (43.1) 6325 (21.5)
Midwest 43 (1.3) 21 (1.0) 507 (12.0) 3181 (10.8)
Northeast 411 (12.9) 165 (7.7) 698 (16.5) 5594 (19.0)

Time to censoring, median [10th, 90th], mo 36 [3, 100] 42 [5, 114] 33 [2, 100] 39 [3, 111]
Time since first breast cancer, median [10th, 90th], mo 52 [13, 120] 52 [13, 119] 53 [14, 119] 55 [13, 122]

a S ¼5-year relative survival. SPC ¼ second primary cancer.
b Single included never married, separated, divorced, and widowed.
c Insurance status is available in year 2007 and onwards.
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counterparts, whereas Non-Hispanic Asian survivors had lower
mortality, even after adjusting for demographics, tumor charac-
teristics, and county-level factors. Survivors of racial and ethnic
minorities were diagnosed with SPCs up to 6 years younger than

Non-Hispanic White survivors and within a shorter time from
their first cancer. Increased cancer mortality was observed
among Non-Hispanic Black survivors with second breast, colorec-
tal, and uterine cancer and among Hispanic survivors with

Figure 1. Cumulative cancer (A) and cardiovascular disease (CVD) (B) mortality for Hispanic, Non-Hispanic Asian (NHA), Non-Hispanic Black (NHB),
and Non-Hispanic White (NHW) survivors diagnosed with second primary cancers (SPCs). The racial or ethnic groups were propensity-score weighted
by age at SPC diagnosis. Weighted mean (SD) age was 69 (13) years across groups. Follow-up started from the diagnosis of the SPC and ended at
December 31, 2016 (end of the study) for cancer mortality and at 120 months (10 years) for CVD mortality.

Table 2. Hazard ratios (95% confidence intervals) of cancer death comparing Hispanic, Non-Hispanic Asian, and Non-Hispanic Black
survivors with Non-Hispanic White survivors overall and by type of SPCs

SPC, race and ethnicity No. of SPC Person months No. of deaths Model 1a Model 2a Model 3a

HR (95% CI) HR (95% CI) HR (95% CI)

All SPCs
Hispanic 3197 144 973 1253 1.24 (1.17 to 1.31) 1.14 (1.06 to 1.21) 1.08 (1.00 to 1.16)
Non-Hispanic Asian 2146 113 402.5 697 0.89 (0.83 to 0.96) 0.93 (0.85 to 1.01) 0.92 (0.85 to 1.01)
Non-Hispanic Black 4227 182 490.5 1874 1.46 (1.39 to 1.53) 1.19 (1.12 to 1.25) 1.12 (1.05 to 1.19)
Non-Hispanic White 29 459 1 437 088.5 11 293 1.00 (Referent) 1.00 (Referent) 1.00 (Referent)

Second breast cancerb

Hispanic 1420 75 866 424 1.54 (1.39 to 1.72) 1.24 (1.09 to 1.41) 1.17 (1.01 to 1.35)
Non-Hispanic Asian 879 54 737 172 0.89 (0.76 to 1.04) 0.90 (0.75 to 1.08) 0.85 (0.71 to 1.03)
Non-Hispanic Black 1965 101 607 656 1.77 (1.62 to 1.94) 1.27 (1.14 to 1.42) 1.28 (1.14 to 1.44)
Non-Hispanic White 9895 601 328.5 2087 1.00 (Referent) 1.00 (Referent) 1.00 (Referent)

Second lung cancer
Hispanic 259 5914 177 1.03 (0.89 to 1.20) 0.92 (0.78 to 1.08) 0.86 (0.71 to 1.03)
Non-Hispanic Asian 187 6181.5 112 0.76 (0.63 to 0.91) 0.68 (0.55 to 0.84) 0.68 (0.54 to 0.85)
Non-Hispanic Black 451 10 569.5 318 1.07 (0.95 to 1.20) 0.84 (0.74 to 0.95) 0.81 (0.71 to 0.93)
Non-Hispanic White 4179 101 526 2928 1.00 (Referent) 1.00 (Referent) 1.00 (Referent)

Second colorectal cancer
Hispanic 206 9725.5 74 1.14 (0.90 to 1.44) 1.17 (0.91 to 1.51) 1.15 (0.88 to 1.52)
Non-Hispanic Asian 187 10 696 52 0.85 (0.64 to 1.12) 0.95 (0.70 to 1.28) 0.99 (0.73 to 1.34)
Non-Hispanic Black 391 17 925.5 155 1.40 (1.18 to 1.67) 1.14 (0.95 to 1.38) 1.07 (0.87 to 1.31)
Non-Hispanic White 2670 137 148 957 1.00 (Referent) 1.00 (Referent) 1.00 (Referent)

Second uterine cancer
Hispanic 167 8899 46 1.28 (0.94 to 1.73) 1.27 (0.90 to 1.79) 0.98 (0.66 to 1.44)
Non-Hispanic Asian 166 9365 42 1.07 (0.78 to 1.47) 1.13 (0.80 to 1.60) 0.91 (0.61 to 1.36)
Non-Hispanic Black 249 11 375.5 98 1.83 (1.48 to 2.28) 1.31 (1.02 to 1.68) 1.25 (0.95 to 1.65)
Non-Hispanic White 1890 116 947.5 534 1.00 (Referent) 1.00 (Referent) 1.00 (Referent)

a Model 1 adjusted for age at diagnosis of SPC, year of diagnosis of SPC, and type of SPC (4 cancer groups based on 5-year relative survival rate. This is only for
all SPC model); Model 2: Model 1þ tumor stage of SPC, treatment of SPC (surgery, chemotherapy, and radiation therapy), marital status, median household income,
percent less than ninth grade, and region of registry at SPC diagnosis; Model 3: Model 2þage at diagnosis of first breast cancer, tumor stage of first breast cancer,
estrogen receptor status of first breast cancer, treatment of first breast cancer (surgery, chemotherapy, and radiation therapy). CI ¼ confidence interval; HR ¼
hazard ratio; SPC ¼ second primary cancer.

b Model 2 and 3 further adjusted for estrogen receptor status of the second breast cancer.
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second breast cancer. We demonstrated that in breast cancer

survivors who developed an SPC, mortality can be due to either

their first cancer or their SPC. Non-Hispanic Black survivors also

had increased risk of death from CVD, particularly when diag-

nosed with second breast and colorectal cancer. Larger differen-

ces in both cancer and CVD mortality were observed between

Non-Hispanic Black and Non-Hispanic White survivors diagnosed

with SPCs 70 years of age and younger, although the interaction

between race and ethnicity and age categories was not statisti-
cally significant.

In this study, later stage at presentation and more aggressive

tumor characteristics contributed to increased cancer mortality

among Hispanic and Non-Hispanic Black survivors after SPCs, as

did marital status, county-level education, and household

income at diagnosis. There is no prior study to directly compare

our findings with, but 2 large US studies reported that tumor

characteristics, neighborhood socioeconomic status, insurance

type, and marital status contributed to a statistically significant

proportion (approximately 50%) of the racial and ethnic survival

disparity among women diagnosed with a primary cancer (23,24).

Racial and ethnic differences in screening uptake and adherence

may also be contributors (25,26). Doses and toxicities from pre-

vious cancer treatments, particularly chemotherapy, can pre-
clude SPC survivors from being prescribed the standard

treatment. We observed more than 20% of Non-Hispanic Black

survivors diagnosed with SPC received chemotherapy twice com-

pared with 13% in Non-Hispanic White survivors. Providers may

be less likely to prescribe aggressive treatment the second time

around based on how patients tolerated it. Obesity is another fac-

tor that can affect mortality, and its prevalence is higher among

Hispanic and Non-Hispanic Black cancer survivors (24,27).

Preclinical data suggest that obesity may reduce the effectiveness

of therapies such as tamoxifen through acquired resistance (28).

Comorbidities, such as diabetes, can complicate treatment

options and increase mortality (29).
Interestingly, Non-Hispanic Asian survivors in this study had

lower mortality than Non-Hispanic White survivors for lung can-

cer. A meta-analysis showed that Asian patients with a first lung

cancer experienced 14% lower mortality than White patients (30).

The lower mortality could be due to more favorable behavior such

as smoking, where Asian survivors are more likely to be never

smokers and less likely to be former or current smokers (31).

Asian patients are also more likely than White patients to have

epidermal growth factor receptor-positive lung cancers, which can

have a more favorable short-term outcomes when treated with

targeted therapies involving tyrosine kinase inhibitor (32).
Non-Hispanic Black patients not only had higher risk of death

from cancer than Non-Hispanic White patients, but they are also

more likely to die from CVD, particularly women diagnosed at

age 70 years and younger. Previous studies have shown that

Black cancer survivors had a higher prevalence of CVD-related

risk factors, CVD incidence, and mortality (17,31). In addition,

Non-Hispanic Black women were more likely to receive chemo-

therapy due to the specific subtype or more aggressive disease.

Agents such as anthracyclines can cause cardiotoxicity and an

elevated risk of dying from CVD (33).
This study has several limitations. We were not able to investi-

gate factors such as provider recommendation, receipt of appro-

priate treatment, treatment adherence, access to health care,

patient behaviors, and health status, including smoking,

Table 3. Hazard ratios (95% confidence intervals) of death from cardiovascular disease comparing Hispanic, Non-Hispanic Asian, and
Non-Hispanic Black to Non-Hispanic White survivors overall and by type of SPCs

SPC, race and ethnicity
No. of deaths Model 1a Model 2a Model 3a

HR (95% CI) HR (95% CI) HR (95% CI)

All SPCs
Hispanic 97 1.12 (0.91 to 1.38) 1.03 (0.82 to 1.29) 1.01 (0.78 to 1.29)
Non-Hispanic Asian 61 0.83 (0.64 to 1.07) 0.89 (0.67 to 1.17) 0.83 (0.61 to 1.13)
Non-Hispanic Black 196 1.67 (1.44 to 1.94) 1.47 (1.25 to 1.74) 1.44 (1.20 to 1.74)
Non-Hispanic White 1422 1.00 (Referent) 1.00 (Referent) 1.00 (Referent)

Second breast cancerb

Hispanic 36 1.04 (0.74 to 1.47) 0.86 (0.57 to 1.31) 0.91 (0.58 to 1.42)
Non-Hispanic Asian 19 0.64 (0.41 to 1.02) 0.75 (0.45 to 1.23) 0.62 (0.35 to 1.12)
Non-Hispanic Black 91 1.94 (1.55 to 2.43) 1.62 (1.25 to 2.09) 1.74 (1.30 to 2.32)
Non-Hispanic White 479 1.00 (Referent) 1.00 (Referent) 1.00 (Referent)

Second lung cancer
Hispanic 7 0.97 (0.45 to 2.06) 0.99 (0.45 to 2.15) 0.81 (0.32 to 2.02)
Non-Hispanic Asian 10 1.62 (0.85 to 3.08) 1.80 (0.92 to 3.53) 1.86 (0.87 to 3.96)
Non-Hispanic Black 24 1.80 (1.17 to 2.78) 1.31 (0.81 to 2.13) 1.08 (0.61 to 1.92)
Non-Hispanic White 148 1.00 (Referent) 1.00 (Referent) 1.00 (Referent)

Second colorectal cancer
Hispanic 18 1.76 (1.08 to 2.86) 1.60 (0.96 to 2.67) 1.54 (0.86 to 2.76)
Non-Hispanic Asian 2 0.21 (0.05 to 0.86) 0.20 (0.05 to 0.83) 0.21 (0.05 to 0.86)
Non-Hispanic Black 27 1.52 (1.01 to 2.28) 1.64 (1.07 to 2.50) 1.64 (1.02 to 2.64)
Non-Hispanic White 203 1.00 (Referent) 1.00 (Referent) 1.00 (Referent)

Second uterine cancer
Hispanic 4 1.02 (0.37 to 2.78) 1.16 (0.41 to 3.25) 0.89 (0.27 to 2.92)
Non-Hispanic Asian 6 1.21 (0.53 to 2.78) 1.33 (0.57 to 3.13) 0.79 (0.24 to 2.59)
Non-Hispanic Black 3 0.43 (0.14 to 1.37) 0.49 (0.15 to 1.60) 0.56 (0.17 to 1.83)
Non-Hispanic White 98 1.00 (Referent) 1.00 (Referent) 1.00 (Referent)

a Model 1 adjusted for age at diagnosis of SPC, year of diagnosis of SPC, and type of SPC (4 cancer groups based on 5-year relative survival rate. This is only for
all SPC model); Model 2: Model 1þ tumor stage of SPC, treatment of SPC (surgery, chemotherapy, and radiation therapy), marital status, median household income,
percent less than ninth grade, and region of registry at SPC diagnosis; Model 3: Model 2þage at diagnosis of first breast cancer, tumor stage of first breast cancer,
estrogen receptor status of first breast cancer, treatment of first breast cancer (surgery, chemotherapy, and radiation therapy). CI ¼ confidence interval; HR ¼
hazard ratio; SPC ¼ second primary cancer.

b Model 2 and 3 further adjusted for estrogen receptor status of the second breast cancer.
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Table 4. Hazard ratios (95% confidence intervals) of death from cancer and cardiovascular disease comparing Hispanic, Non-Hispanic Asian, and Non-Hispanic Black to Non-Hispanic
White survivors among women diagnosed with SPCs age 70 years and younger, and older than 70 years of age

Age, race and ethnicity No. of SPC Person-months

Death from cancer Death from cardiovascular disease

No. of
deaths

Model 1a Model 2a Model 3a No. of deaths Model 1a Model 2a Model 3a

HR (95% CI) HR (95% CI) HR (95% CI) HR (95% CI) HR (95% CI) HR (95% CI)

�70 y
Hispanic 2229 110 560.5 779 1.27 (1.18 to 1.37) 1.10 (1.01 to 1.20) 1.04 (0.94 to 1.14) 28 1.17 (0.79 to 1.73) 1.14 (0.76 to 1.73) 1.03 (0.64 to 1.66)
Non-Hispanic Asian 1481 86 278.5 420 0.88 (0.79 to 0.97) 0.94 (0.84 to 1.04) 0.91 (0.81 to 1.02) 19 0.96 (0.60 to 1.52) 1.08 (0.66 to 1.77) 1.08 (0.64 to 1.83)
Non-Hispanic Black 2869 137 919 1190 1.56 (1.46 to 1.66) 1.24 (1.15 to 1.33) 1.17 (1.08 to 1.26) 80 2.60 (2.02 to 3.35) 1.85 (1.39 to 2.46) 1.70 (1.23 to 2.33)
Non-Hispanic White 15 421 890 655.5 4990 1.00 (Referent) 1.00 (Referent) 1.00 (Referent) 246 1.00 (Referent) 1.00 (Referent) 1.00 (Referent)

>70 y
Hispanic 968 34 412.5 474 1.17 (1.07 to 1.29) 1.15 (1.04 to 1.28) 1.08 (0.97 to 1.21) 69 1.12 (0.88 to 1.43) 0.99 (0.76 to 1.30) 1.01 (0.75 to 1.35)
Non-Hispanic Asian 665 27 124 277 0.90 (0.80 to 1.01) 0.89 (0.78 to 1.02) 0.92 (0.80 to 1.06) 42 0.79 (0.58 to 1.08) 0.84 (0.60 to 1.17) 0.76 (0.52 to 1.10)
Non-Hispanic Black 1358 44 571.5 684 1.29 (1.19 to 1.40) 1.12 (1.02 to 1.22) 1.07 (0.97 to 1.17) 116 1.35 (1.12 to 1.64) 1.28 (1.04 to 1.58) 1.31 (1.04 to 1.64)
Non-Hispanic White 14 038 546 433 6303 1.00 (Referent) 1.00 (Referent) 1.00 (Referent) 1176 1.00 (Referent) 1.00 (Referent) 1.00 (Referent)

Pinteraction

Poverall interaction
b .12 .07

PHispanic*age70
c .51 .97

PNon-Hispanic Asian*age70
c .59 .46

PNon-Hispanic Black*age70
c .02 .009

a Model 1 adjusted for age at diagnosis of SPC, year of diagnosis of SPC, and type of SPC (4 cancer groups based on 5-year relative survival rate); Model 2: Model 1þ tumor stage of SPC, treatment of SPC (surgery,
chemotherapy, and radiation therapy), marital status, median household income, precent ninth grade, and region of registry at SPC diagnosis; Model 3: Model 2þage at diagnosis of first breast cancer, tumor stage of first
breast cancer, estrogen receptor status of first breast cancer, treatment of first breast cancer (surgery, chemotherapy, and radiation therapy). CI ¼ confidence interval; HR = hazard ratio; SPC ¼ second primary cancer.

b P value was from the likelihood ratio test comparing Model 3 with interaction between race and ethnicity and age category (70 years and younger vs older than 70 years) with Model 3 without interaction.
c P value was for the interaction term between each race and ethnicity and age category (70 years and younger vs older than 70 years) using Model 3.
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increased weight, and comorbidities, all of which can play a role

in the racial and ethnic disparities. There could be misclassifica-

tion on cause of death from death certificates for survivors with

SPCs (34). However, this should be nondifferential across racial

and ethnic groups, resulting in an underestimation of the

observed associations. The strengths of this study include the

large sample size of SPC survivors representative of multiple

racial and ethnic groups across the United States, the long-term

follow-up, the high-quality data on cancer diagnosis, tumor char-

acteristics, mortality, and the rigorous ascertainment of SPCs.

The approach used in this article can be applied to other cancers.
In summary, this large population-based study observed racial

and ethnic disparities in mortality among breast cancer survivors

who developed an SPC. The findings are extremely concerning

given the increasing prevalence of second cancer at a young age

among women diagnosed with breast cancer. In our study,

Hispanic and Non-Hispanic Black survivors had higher risk of

death from cancer, and Non-Hispanic Black survivors had higher

risk of death from CVD. A multilevel approach is needed to iden-

tify patient, provider, and systems level contributors to survival

outcomes among breast cancer survivors.
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