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Purpose

Racial disparities in colorectal cancer (CRC) persist, despite overall reductions in morbidity and
mortality. In addition, incidence is rising among individuals younger than 50 years of age. We
compared the survival of young-onset CRC among non-Hispanic black (NHB), non-Hispanic white
(NHW), and Hispanic individuals.

Patients and Methods

Using the National Cancer Institute’s Surveillance, Epidemiology, and End Results program data, we
identified individuals between the ages of 20 and 49 years, diagnosed with CRC between 2000 and
2009. Survival rates and Cox proportional hazards models were used to compare stage-specific
5-year survival among NHBs, NHWs, and Hispanics.

Results

We identified 28,145 patients with young-onset CRC (19,497 NHW; 4,384 NHB; 4,264 Hispanic)
during the 10-year study period. Overall survival at 5 years after CRC diagnosis was 54.9% among
NHB, 68.1% among NHW, and 62.9% among Hispanic individuals (P < .001). NHB individuals had a
significantly higher hazard of cancer-specific death compared with NHWSs after adjusting for age,
sex, race, stage, county-level poverty, and treatment history in cases of colon (hazard ratio [HRI],
1.35; 95% Cl 1.26 to 1.45) and rectum/rectosigmoid junction (HR, 1.51; 95% CI, 1.37 to 1.68)
cancers, whereas there was no significant difference in survival between NHWs and Hispanics. The
greatest racial disparities in cancer-specific survival were observed among NHB and NHW patients
diagnosed with stage Il cancers of the colon (HR, 1.69; 95% Cl, 1.33 to 2.14) and stage Il cancers of
the rectum (HR, 1.98; 95% ClI, 1.63 to 2.40).

Conclusion

Survival after CRC diagnosis at a young age is significantly worse among NHBs compared with
NHWs, even among patients with early-stage disease. Further study is needed to determine
whether differences in tumor biology and/or treatment are associated with racial disparities in
outcomes, which would have implications for CRC treatment and prevention.

J Clin Oncol 34:2148-2156. © 2016 by American Society of Clinical Oncology

among non-Hispanic blacks (NHBs) compared
with non-Hispanic whites (NHWSs).>*” Differ-
ences in uptake of cancer screening and unequal

Colorectal cancer (CRC) is the third most com-
mon cancer and the third leading cause of cancer
deaths in men and women in the United States,
with an estimated 136,830 people diagnosed and
50,310 deaths reported annually." Implementa-
tion of routine CRC screening among individuals
50 years of age and older and advances in adjuvant
therapies have resulted in overall reductions in
both CRC incidence and mortality in the United
States.” However, racial disparities in survival
rates have grown more pronounced.”” CRC
incidence and mortality are significantly higher
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access to high-quality treatments (surgery, adju-
vant chemotherapy) have been proposed as major
contributors to racial disparities in CRC incidence
and mortality.*’

Even as the absolute numbers of patients
with CRC in the United States have been de-
clining, CRC incidence rates among individuals
younger than 50 years old have continued to rise
by 1.5% annually since 1992.'>'" Approximately
one in 10 individuals diagnosed with CRC is
younger than 50 years, and the proportion of
those with CRCs who are younger than 50 years is
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nearly two-fold higher among NHBs compared with NHWs.'?
Young patients are more likely than their older counterparts to
present with regional or distant disease, and although some studies
have suggested that CRCs behave more aggressively in young
patients,">'* others have demonstrated improved disease-specific
survival compared with individuals diagnosed at older ages.'”"”

Study of patients with young-onset CRC offers an opportunity
to examine differences in cancer-specific survival by race, mini-
mizing the potential impact that routine CRC screening among
individuals 50 years of age and older might have on CRC-related
outcomes. The purpose of our study was to compare survival
among NHB, NHW, and Hispanic individuals diagnosed with CRC
at younger than 50 years of age.

Data Sources and Patient Selection

Data were obtained from the National Cancer Institute’s SEER
program, which collects cancer incidence and mortality data from 18
population-based cancer registries covering approximately 28% of the US
population.'®

A case listing session in SEER*Stat was run on the SEER 18 incidence
data set to obtain demographic, tumor characteristic, and survival
information on early-onset CRCs." Early-onset CRCs were defined as
cancers of the colon and rectum diagnosed in individuals 20 to 49 years old
at diagnosis. We restricted our analysis to include patients diagnosed
during the years 2000 to 2009 with race/ethnicity classified as NHW, non-
Hispanic African American or black (NHB), and Hispanic; subjects whose
race was coded as Asian or Pacific Islander, American Indian or Alaskan
Native, or other/unknown were not included in this analysis because of the
small sample size (n = 3,595). Cancers diagnosed at autopsy, subjects who
survived for < 2 months after diagnosis (n = 876), and histopathologic
subtypes other than adenocarcinoma (eg, squamous cell, sarcoma, car-
cinoid, etc.) were excluded from this study (n = 3,141).

Clinical and demographic variables examined included sex, age at
diagnosis, American Joint Committee on Cancer (AJCC) clinical stage,
grade (categorized as well to moderately differentiated or poorly differ-
entiated to undifferentiated), and first course of treatment (receipt of
surgery or radiation therapy). Patients diagnosed with another cancer
before their CRC diagnosis (ie, not a first primary diagnosis) were excluded
from survival analyses (n = 1,405).

It has been suggested that race/ethnicity might be a proxy for
socioeconomic status (SES).” Therefore, we used an area-based measure of
poverty that is available in SEER as an approximation of SES. This measure
was the percentage of persons and families whose incomes are below 200%
of the poverty level taken from the US Census 2008-2012 American
Community Survey, county attribute table.'”” On the basis of the dis-
tribution in our cohort of patients with CRC, quartiles of the percentage of
persons with incomes below 200% of the poverty level were created.
Quartile 1 (Q1) represents the fourth of the cohort that reside in areas
where the lowest proportion of residents are low income (defined as below
200% of the poverty level), and quartile 4 (Q4) represents the highest
proportion of low-income residents, divided as follows: Q1: < 20% low
income; Q2: 20% to < 30% low income; Q3: 30% to < 38% low income;
and Q4: = 38% low income.

Tumor location was grouped by primary site, with C18.0 to C18.5
categorized as proximal colon and C18.6 to C18.9, C19.9, C20.9, and C26.0
categorized as distal colon/rectum. Surgical resection as part of first
course of therapy was evaluated as a dichotomous variable (yes/no) and by
type of resection (local resection, segmental resection, or segmental
resection involving other organs) on the basis of the SEER program
standardized coding and staging codes. Segmental resection included
partial colectomy; subtotal colectomy/hemicolectomy; total colectomy;
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total proctocolectomy; colectomy, not otherwise specified; wedge or
segmental resection; partial proctosigmoidectomy; partial proctectomy;
proctectomy; and surgery, not otherwise specified. Survival time was
calculated from the date of diagnosis to the last date of follow-up or until
the date of death. Cancer-specific survival was classified on the basis of
available death certificate information using SEER-defined variables.
Follow-up for each patient is current, within 22 months of the annual
submission date (November 1, 2014).

Statistical Analysis

Differences in demographic and tumor characteristics by race/
ethnicity were examined by x> tests for categorical variables and ¢ tests
for continuous variables. The mean and median survival (months) and the
proportion of patients alive at 5 years was calculated on the basis of Kaplan-
Meier analysis. Log-rank tests and Cox proportional hazards models were
used to assess 5-year survival. Hazard ratios (HRs) and 95% CIs were
estimated for race, sex, AJCC stage, tumor location, poverty level, and the
use of surgical resection and/or radiation treatment in adjusted models.
Cancer-specific survival was evaluated for all patients combined and
stratified by AJCC stage and tumor location. All data were analyzed using
SAS version 9.4 statistical software (SAS Institute, Cary, NC). A P value
of < .05 was considered to be statistically significant. We tested the
proportional hazards assumption in the multivariate models by adding an
interaction term with race and follow-up time to the final models. This
interaction term was not significant for the overall model or for the models
stratified by stage.

A total of 28,145 incident CRC cases diagnosed in individuals < 50
years of age with race categorized as 19,497 NHW, 4,384 NHB, and
4,264 Hispanic were identified from SEER over the 10-year study
period (Table 1). Approximately one quarter of these patients with
young-onset CRC (6,686 of 28,145 patients) were diagnosed before
the age of 40 years. Age at cancer diagnosis differed by race, with
Hispanic individuals diagnosed at a younger age than were NHBs
or NHWs (41.4 years v 42.9 and 43.0 years, respectively; P <.001;
Table 1). Among young CRC patients, 3,479 reported one or more
additional cancer diagnoses, with NHB and Hispanic patients less
likely than NHW patients to report multiple primary tumors
(breast, cervical, and uterine cancers were the most commonly
reported; data not shown). CRCs located in the proximal colon
were significantly more frequent among NHB compared with
NHW and Hispanic patients (39.9% v 30.3% and 30.7%,
respectively; P <.001, .5573, and < .001, respectively) and women
comprised a higher proportion of NHB patients (50.3% v 45.8%
and 46.3%, respectively; P <.001). NHB patients were more likely
to present with advanced stage disease (stage III/IV) with higher-
grade tumors compared with NHW or Hispanic individuals.
Mean overall and cancer-specific survival were lower among
NHB patients diagnosed with CRC at younger than 50 years of age,
with this survival discrepancy observed among patients with colon
and rectum/rectosigmoid cancer diagnosed at stage II to IV
(Table 2). Irrespective of race, > 87% of all patient deaths were
attributable to the diagnosis of CRC (8,235 of 9,417 patient deaths;
data not shown). HRs for overall and cancer-specific deaths by
tumor site, adjusted for age, sex, race, county-level poverty, stage,
surgery, and radiation therapy are presented in Table 3. For colon
and rectum/rectosigmoid junction cancers, surgical intervention

© 2016 by American Society of Clinical Oncology 2149


http://www.jco.org

Holowatyj et al

Table 1. Summary of Demographic and Clinical Characteristics by Race/Ethnicity in Individuals With Colorectal Cancer: SEER 18, 2000-2009
NHW NHB H P
Characteristic No. % No. % No. % NHW:NHB NHW:H NHB:H
Total 19,497 4,384 4,264
Age at diagnosis, years .56394 < .001 < .001
20-29 708 3.6 146 3.3 268 6.3
30-39 3,664 18.8 811 18.5 1,110 26.0
40-49 15,125 77.6 3,427 78.2 2,886 67.7
Mean (SD), years 43.0 (5.7) 42.9 (5.6) 41.4 (6.5) 6064 < .001 < .001
Sex < .001 .6378 < .001
Female 8,934 45.8 2,206 50.3 1,976 46.3
Male 10,563 54.2 2,178 49.7 2,288 53.7
Poverty index < .001 < .001 < .001
Q1 5,464 28.0 658 15.0 618 14.5
Q2 5,449 27.9 995 22.7 826 19.4
Q3 4,567 23.4 1,425 325 1,089 25.5
Q4 4,016 20.6 1,306 29.8 1,731 40.6
Unknown 1 0.0 0 0.0 0 0.0
AJCC stage < .001 < .001 .0369
0 499 2.6 90 2.1 93 2.2
| 3,660 18.8 619 14.1 602 14.1
Il 4,169 21.4 964 22.0 982 23.0
11 5,834 29.9 1,258 28.7 1,297 30.4
I\ 4,228 21.7 1,187 271 1,033 24.2
Unknown 1,107 5.7 266 6.1 257 6.0
Tumor location < .001 .b573 < .001
Proximal 5,901 30.3 1,750 39.9 1,310 30.7
Distal 13,596 69.7 2,634 60.1 2,954 69.3
Grade < .001 .7288 .0012
| (well differentiated) 1,606 8.2 313 7.1 362 8.5
Il (moderately differentiated) 11,664 59.8 2,742 62.5 2,519 59.1
Il (poorly differentiated) Bi59Y 18.5 710 16.2 788 18.5
IV (undifferentiated) 259 1.3 48 1.1 49 1.1
Unknown 2,369 12.2 571 13.0 546 12.8
Cancer sequence .0062 .0378 .9005
Only 1 primary 16,988 87.1 3,902 89.0 3,776 88.6
1st of = 2 1,475 7.6 295 6.7 304 7.1
2nd of = 2 943 4.8 171 3.9 169 4.0
3rd of = 3 91 0.5 16 0.4 15 0.4
Previous cancer .0048 .008 .9092
No 18,463 94.7 4,197 95.7 4,080 95.7
Yes 1034 5.3 187 4.3 184 4.3
Surgery < .001 < .001 142
No 1,763 9.0 567 12.9 508 11.9
Yes 17,667 90.6 3,800 86.7 3,747 87.9
Unknown 67 0.3 17 04 9 0.2
Surgery type* .0023 .0062 .9667
Local resection 1,160 6.5 192 5.1 194 5.2
Segmental resection 15,383 86.7 3,359 88.4 3,306 88.2
Resection involving organs 1,124 6.3 249 6.6 247 6.6
Unknown 67 0.4 17 0.4 9 0.2
Radiation therapy < .001 1016 < .001
No 14,461 74.2 3,608 80.0 3,233 75.8
Yes 4,658 23.9 821 18.7 975 22.9
Unknown 378 1.9 55 1.3 56 1.3
NOTE. P value calculations do not include unknown values.
Abbreviations: AJCC, American Joint Committee on Cancer; H, Hispanic; NHW, non-Hispanic white; NHB, non-Hispanic black; Q1, < 20% low income; Q2, 20% to <
30% low income; Q3, 30% to < 38% low income; Q4, > 38% low income.
*Excludes nonsurgical patients.

was associated with increased survival at every stage of disease
(Table 4, Appendix Table A1, online only). Among all patients with
CRC, men experienced significantly worse overall and cancer-
specific survival compared with women. NHB patients demon-
strated a significantly higher hazard of cancer-specific death in
cases of colon (HR, 1.35; 95%, CI 1.26 to 1.45) and rectum/
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rectosigmoid junction (HR, 1.51; 95% CI, 1.37 to 1.68) cancers,
compared with NHW patients. No increase in hazard of death was
observed for Hispanics compared with NHW individuals.
Stratification of patients by tumor stage and site (using NHW
patients as the referent) revealed that NHB individuals were at an
increased risk of cancer-specific death for colon cancers diagnosed
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Table 2. Mean Overall and Cancer-Specific Survival Months for Patients
With Colorectal Cancer by Tumor Stage and Site by Race/Ethnicity, SEER 18,
2000-2009

Rectum and Rectosigmoid
Colon Junction
Survival White Black Hispanic White Black Hispanic
Overall survival
Stage 0-l 58.8 57.9 52.4 56.7 54.8 53.6
Stage Il 55.7 54.1 56.6 54.7 50.6 53.7
Stage |lI 51.4 48.2 50.1 8.3 47.2 50.3
Stage IV 27.3 22.8 26.1 28.6 22.6 26.1
Cancer-specific
survival
Stage 0-l 59.6 48.2 53.3 57.2 55.8 54.0
Stage Il 55.6 55.1 57.6 55.6 51.7 54.5
Stage |lI 51.9 49.1 50.9 53.7 47.7 50.8
Stage IV 27.9 23.4 27.0 29.0 23.2 27.2

at every stage, with the greatest differences observed among those
diagnosed with stage II cancers (HR, 1.69; 95% CI, 1.33 to 2.14;
Table 4). Among patients with rectum/rectosigmoid junction
cancer, cancer-specific survival was significantly worse among
NHB patients diagnosed at stages II to IV, with the largest HR of
death observed among those diagnosed with stage II (HR, 1.59;
95% CI, 1.16 to 2.17) and stage III (HR, 1.98; 95% CI, 1.63 to 2.40)
disease (Table 4). Adjusted survival curves stratified by stage and
tumor site confirmed that the greatest racial disparities were

observed among NHB stage II and III colon and rectum/
rectosigmoid junction cancers (Figs 1 and 2).

Our analysis of outcomes for 28,145 individuals with CRC diag-
nosed at younger than 50 years of age identified significantly worse
5-year survival for NHB compared with NHW and Hispanic
patients at every disease stage, with the greatest disparities noted
among individuals with stage II and III cancers of the colon and
rectum, respectively. This finding is novel, because previous studies
have found the most pronounced racial disparities in CRC survival
among individuals with advanced stage disease.”>*°
Implementation of CRC screening and improved treatments
have contributed to significant reductions in overall CRC incidence
and mortality. Unfortunately, racial disparities in CRC survival in
the United States have actually worsened since 2000.”> NHB
individuals have the highest CRC incidence and mortality com-
pared with all other racial and ethnic groups.”*' Reports that CRCs
in NHBs tend to be diagnosed at later stages compared with CRCs
in NHWs have raised the question of whether racial differences in
uptake of CRC screening and delays in CRC diagnosis could
explain a large part of racial disparities in survival.>*** Indeed,
there remains little doubt that widespread implementation of CRC
screening in individuals older than 50 years of age has changed
the epidemiology of CRC. Before 1980, CRC mortality was lower

Table 3. Adjusted Hazard of Overall Death and Cancer-Specific Death for Patients With Colorectal Cancer by Tumor Site: SEER 18, 2000-2009
Colon* Rectum and Rectosigmoid Junction*
Observational Study Estimate HR (95% Cl) P HR (95% Cl) P
Overall death
Race
White Ref Ref
Black 1.36 (1.27 to 1.45) < .001 1.562 (1.38 to 1.68) < .001
Hispanic 1.03 (0.95 to 1.14) 4688 1.11 (1.00 to 1.22) .0474
Sex
Female Ref Ref
Male 1.15 (1.09 to 1.22) < .001 1.20 (1.11 to 1.29) < .001
AJCC stage
0-1 Ref Ref
Il 3.09 (2.52 to 3.77) < .001 2.22 (1.85 to 2.65) < .001
1] 7.64 (6.34 to 9.21) < .001 3.34 (2.84 to 3.91) < .001
v 37.33 (31.07 to 44.85) < .001 15.28 (13.10 to 17.82) < .001
Cancer-specific death
Race
White Ref Ref
Black 1.35 (1.26 to 1.45) < .001 1.51 (1.37 to 1.68) < .001
Hispanic 1.00 (0.92 to 1.09) .9649 1.09 (0.99 to 1.21) .0927
Sex
Female Ref Ref
Male 1.12 (1.06 to 1.19) < .01 1.18 (1.09 to 1.28) < .001
AJCC stage
0-l Ref Ref
Il 5.18 (3.90 to 6.87) < .001 2.42 (1.98 to 2.95) < .001
1 15.19 (11.59 to 19.91) < .001 4.05 (3.39 to 4.83) < .001
v 77.75 (59.50 to 101.61) < .001 19.10 (16.08 to 22.68) < .001
Abbreviations: AJCC, American Joint Committee on Cancer; HR, hazard ratio; Ref, reference.
*Adjusted for age (5-year groups), county-level poverty (quartiles), race, sex, AJCC stage, surgery, and radiation.
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Table 4. Adjusted HRs of Cancer-Specific Death for Patients With Colorectal Cancer by Tumor Site and Stage
) AJCC Stage 0-I1* AJCC Stage II* AJCC Stage III* AJCC Stage IV*
Observational
Study Estimate HR (95% CI) P HR (95% CI) P HR (95% Cl) P HR (95% Cl) P
Colon
Race
White Ref Ref Ref Ref
Black 2.05 (1.08 to 3.90) .0292 1.69 (1.33 to 2.14) < .001 1.33 (1.16 to 1.53) .001 1.29 (1.18 to 1.41) < .001
Hispanic 1.47 (0.69 to 3.14) 3229 0.89 (0.66 to 1.22) 4764 0.99 (0.84 to 1.16) .8708 1.01 (0.91 to0 1.12) .8568
Sex
Female Ref Ref Ref Ref
Male 1.52 (0.88 to 2.64) 1334 1.10 (0.90 to 1.35) .3621 1.18 (1.05 to 1.32) .0047 1.10 (1.03 to 1.18) .0059
Surgery
None Ref Ref Ref Ref
Yes 0.09 (0.04 to 0.18) < .001 0.14 (0.08 to 0.22) < .001 0.37 (0.20 to 0.68) .0016 0.42 (0.39 to 0.46) < .001
Radiation
None Ref Ref Ref Ref
Yes 1.40 (0.18 to 10.65) 7445 2.31 (1.65 to 3.23) < .001 1.58 (1.28 to 1.95) .001 1.31 (1.14 to 1.50) .001
Rectum and
rectosigmoid
junction
Race
White Ref Ref Ref Ref
Black 1.46 (0.92 to 2.31) 1062 1.59 (1.16 to 2.17) .0036 1.98 (1.63 to 2.40) .001 1.31 (1.14 to 1.50) .001
Hispanic 1.28 (0.79 to 2.06) 3126 1.09 (0.78 to 1.53) .6099 1.33 (1.09 to 1.61) .0045 0.98 (0.85 to 1.12) .7260
Sex
Female Ref Ref Ref Ref
Male 1.75 (1.24 to 2.46) .0013 0.99 (0.78 to 1.25) 9142 1.23 (1.06 to 1.43) .0055 1.14 (1.03 to 1.26) .0136
Surgery
None Ref Ref Ref Ref
Yes 0.15 (0.10 to 0.22) < .001 0.24 (0.18 to 0.33) < .001 0.33 (0.25 to 0.44) .001 0.47 (0.42 to 0.52) < .001
Radiation
None Ref Ref Ref Ref
Yes 2.19 (1.59 to 3.01) < .001 1.95 (1.41 to 2.69) < .001 1.13 (0.95 to 1.34) .1602 0.82 (0.74 to 0.90) < .001
Abbreviations: AJCC, American Joint Committee on Cancer; HR, hazard ratio; Ref, reference.
*Adjusted for age (5-year groups), race, poverty level (quartiles), sex, surgery, and radiation therapy.

among black men compared with white men and similar among
women of both races, but by 2007, CRC mortality was 44% higher for
blacks compared with whites.>>**** It has also been proposed that
inequalities in access to high-quality surgical and oncology care are
responsible for the increased CRC mortality observed among NHBs
compared with NHWs. Studies conducted in populations in which
barriers to care are removed and treatments are standardized have
demonstrated that racial differences in outcomes are diminished.”**’

However, it is important to note that most previous studies of
CRC outcomes by race have analyzed data from all-comers with
CRC, and few have specifically examined survival among the
subgroup of individuals diagnosed at younger than 50 years of age.
In their analysis of patients with advanced-stage CRC from the
South Carolina Central Cancer Registry, Wallace et al* found that
African Americans had a significantly higher risk of death com-
pared with European Americans but also noted that racial dis-
parities in survival were significantly greater among individuals
diagnosed at younger than 50 years of age when compared with
those who were diagnosed at an older age. Similarly, in analyzing
predictors of CRC survival among patients treated in Texas hos-
pitals, Phatak et al?° identified an interaction between age and race,
with African Americans and Hispanics exhibiting significantly
worse survival at younger ages, whereas mortality among African
Americans older than 70 years of age was lower compared with
whites.

2152  © 2016 by American Society of Clinical Oncology

Our study is novel in that we focused on comparing clinical
outcomes by race/ethnicity specifically among individuals diag-
nosed with CRC at younger than 50 years of age. Although we
observed racial differences in survival at all disease stages, we found
that the greatest racial disparities in outcomes were between NHB
and NHW patients with local/regional disease stage at the time of
diagnosis. These findings are important for several reasons. First,
because of their young age (under 50 years), these patients would
not have been considered candidates for routine CRC screening. By
examining stage-specific survival, we were able to minimize the
potential impact that use of CRC screening might have on racial
disparities in survival. Second, our finding that young NHB
individuals diagnosed with stage II colon cancer have a 60% to 70%
higher risk of death compared with NHWs is interesting in light of
existing data demonstrating that adjuvant therapy in stage II
cancers is of marginal benefit (associated with improvements in
overall survival of 5% or less).?® In a recent nationwide cohort
study of 13,102 patients diagnosed with CRC between the ages of
18 and 49 years, Kneuertz et al'® found that young patients were
significantly more likely than older patients to receive multiagent
systemic chemotherapy at all disease stages, suggesting a trend
toward overtreatment of young patients. Because use of adjuvant
chemotherapy in stage II CRC is often at the discretion of the
treating oncologist, it is possible that differences in the treatment of
stage II cancers may contribute to racial disparities in survival.

JOURNAL OF CLINICAL ONCOLOGY
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Fig 1. Adjusted overall survival curves for young-onset (A) stage 0 to |, (B) stage Il, (C) stage Ill, and (D) stage IV colon cancers. Covariates adjusted for include age (5-year
groups), county-level poverty (quartiles), sex, surgery, and radiation therapy by race/ethnicity.

Unfortunately, because SEER registry data do not include infor-
mation about chemotherapy treatments, it was not possible to
ascertain which subjects received adjuvant chemotherapy; nor
could we assess for racial differences in how treatments were
administered.

Even so, our findings raise a number of questions about the
possible impact that treatment factors and patient factors have with
regard to differences in CRC survival by race. To date, the majority
of the focus has been on differences in cancer screening and cancer
care; studies have shown consistently that NHBs have the lowest
rates of CRC screening, have lower SES, have less access to high-
quality oncology care, and thus may be more likely to be
understaged and receive nonstandard treatments.” Although it is
widely accepted that differences in quality of care contribute to
racial disparities in CRC outcomes, there have been randomized
clinical trials of adjuvant chemotherapy in subjects with stage III
CRC that have found worse overall and recurrence-free survival for

Wwww.jco.org

NHBs compared with NHWs.***® These findings suggest that
equal treatments may not necessarily result in equal outcomes.
It is known that specific molecular characteristics of colorectal
tumors, such as microsatellite instability and somatic mutations in
KRAS and BRAF, are associated with differential responses to
adjuvant therapies.’”” Data suggest that NHB patients are at a
higher risk of advanced neoplasia in the proximal colon and are
more likely than NHWs to develop proximal CRCs that are
microsatellite stable.”»** Information regarding the prevalence of
specific characteristics in CRC tumors and the effects of these on
survival is continuing to emerge; in one of the largest studies to
date, Sylvester et al’> compared CRCs diagnosed in 200 black and
172 white individuals and found a higher prevalence of KRAS
mutated tumors in blacks compared with whites, with the sub-
group of blacks with microsatellite stable tumors having a 73%
increased risk of death compared with whites. Elevated micro-
satellite alterations at selected tetranucleotide repeats, which
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Fig 2. Adjusted overall survival curves for young-onset (A) stage 0 to |, (B) stage Il, (C) stage Ill, and (D) stage IV rectum/rectosigmoid cancers. Covariates adjusted for
include age (5-year groups), county-level poverty (quartiles), sex, surgery, and radiation therapy by race/ethnicity.

correlates with somatic loss of function of the DNA mismatch
repair protein hMSH3, has been associated with worse prognosis
and is more frequent in CRC tumors of NHB individuals.’®
Although information about the molecular characteristics of
CRC tumors diagnosed in young individuals is limited, published
studies suggest that these more often have histologic features
associated with adverse prognosis (such as poor differentiation and
perineural and/or lymphovascular invasion) when compared with
tumors from older individuals.'>*”*® Consequently, if CRC
tumors that develop in young NHW patients and in NHBs tend to
respond differently to standard treatments, then it is possible that
young NHB individuals who develop CRC might respond less
favorably to conventional therapies, which would have significant
implications for the clinical management of these patients.
Although our findings suggest that racial disparities in CRC
survival are amplified among patients diagnosed at a young age, we
acknowledge that our study has limitations. Our analyses were

2154  © 2016 by American Society of Clinical Oncology

conducted using SEER registry data from a large number of young
patients with CRC with standardized 5-year follow-up. SEER does
not record information about chemotherapy use, so we were
unable to assess for differences in treatment regimens by race or to
investigate whether these differences were associated with differ-
ences in survival. SEER lacks detailed information regarding
patient-level characteristics, such as comorbid conditions, envi-
ronmental exposures, and family history, which are known to be
associated with CRC risk, and individual-level socioeconomic
factors that can affect quality of care and survival. Because race/
ethnicity classification in SEER is based on self-identification, it is
subject to misclassification. Although comparison of mean survival
months should be interpreted with caution because this could be
affected by censored data, we expect that any bias should be equal
across race/ethnicity groups. Lastly, SEER does not routinely collect
data regarding tumor molecular phenotypes (such as microsatellite
instability and somatic mutations) that are clinically relevant for
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CRC treatment/prognosis. Thus, although our findings raise the
possibility that interactions between CRC tumor biology and
treatments might contribute to racial disparities in CRC outcomes,
our study does not provide any data about the tumor molecular
phenotypes or treatment regimens of young patients with CRC.

Despite these limitations, our findings have important
implications. We observed significantly worse survival after CRC
diagnosis among NHB individuals younger than 50 years of age,
compared with NHWs younger than 50 years of age, at every stage,
but particularly among those diagnosed with early stage (II)
cancers of the colon and stage II to IIT cancers of the rectum and
rectosigmoid junction. We observed that racial disparities in CRC
survival persisted, even after adjusting for county-level poverty,
with outcomes significantly worse among NHBs compared with
NHWs, whereas no differences were observed between NHWs and
Hispanics who had SES similar to NHBs and presumably expe-
rienced similar barriers to oncology care. CRC incidence in
individuals younger than 50 years of age is continuing to rise, and
the proportion of patients with young-onset CRC is two-fold
higher among NHBs compared with NHWs (10.6% v 5.5%),
leading some to suggest that race be considered as a factor in CRC
screening algorithms.'>****! Diagnosis of CRC at younger than 50
years of age remains one of the primary indications for genetic
evaluation.*> However, nonwhites have been underrepresented in
these studies and whether the prevalence of genetic variants

associated with CRC predisposition is higher among NHB indi-
viduals remains unknown.*’ Further studies of the clinical and
molecular characteristics of young-onset CRCs are needed to
explore potential tumor/treatment interactions associated with
racial differences in survival and to refine clinical algorithms for
CRC treatment and early detection.
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Appendix

Table A1. Adjusted HRs of Overall Death for Patients With Colorectal Cancer by Tumor Site and Stage

Observational

AJCC Stage 0-I1*

AJCC Stage II*

AJCC Stage IlI*

AJCC Stage IV*

Study Estimate HR (95% ClI) P HR (95% ClI) P HR (95% CI) P HR (95% Cl) P
Colon
Race
White Ref Ref Ref Ref
Black 1.61 (1.02 to 2.53) .0421 1.63 (1.32 t0 2.02) < .001 1.35 (1.18 to 1.54) .001 1.29 (1.19 to 1.41) .001
Hispanic 1.45 (0.87 to 2.41) 1499 0.96 (0.74 to 1.25) 7746 1.01 (0.86 to 1.18) .9035 1.03 (0.93 to 1.14) 6542
Sex
Female Ref Ref Ref Ref
Male 1.29 (0.90 to 1.86) 1719 1.27 (1.06 to 1.53) .0088 1.20 (1.08 to 1.34) .001 1.11 (1.04 to 1.19) .0022
Surgery
None Ref Ref Ref Ref
Yes 0.16 (0.09 to 0.28) < .001 0.15 (0.09 to 0.24) < .001 0.33 (0.19 to 0.58) .001 0.42 (0.39 to 0.46) .001
Radiation
None Ref Ref Ref Ref
Yes 0.82 (0.11 to 5.98) .8439 1.87 (1.36 to 2.57) .001 1.58 (1.29 to 1.93) .001 1.30 (1.13 to 1.49) .001
Rectum and
rectosigmoid
junction
Race
White Ref Ref Ref Ref
Black 1.36 (0.90 to 2.05) 1464 1.55 (1.16 to 2.07) .0028 1.95 (1.62 to 2.36) .001 1.34 (1.17 to 1.53) .001
Hispanic 1.20 (0.78 to 1.85) 4143 1.03 (0.75 to 1.41) .8551 1.31 (1.08 to 1.58) .0053 1.02 (0.89 to 1.17) .7939
Sex
Female Ref Ref Ref Ref
Male 1.92 (1.42 to 2.61) < .001 1.06 (0.86 to 1.33) 5782 1.24 (1.08 to 1.43) .0031 1.13 (1.03 to 1.25) .0149
Surgery
None Ref Ref Ref Ref
Yes 0.16 (0.11 to 0.23) < .001 0.24 (0.18 to 0.31) < .001 0.34 (0.26 to 0.45) .001 0.47 (0.43 to 0.52) .001
Radiation
None Ref Ref Ref Ref
Yes 2.05 (1.54 to 2.71) < .001 1.71 (1.29 to0 2.28) < .001 1.13 (0.96 to 1.34) 1440 0.84 (0.76 to 0.92) .001

Abbreviations: AJCC, American Joint Committee on Cancer; HR, hazard ratio; Ref, reference.
*Adjusted for age (5-year groups), race, poverty level (quartiles), sex, surgery, and radiation therapy.
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