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Cancer remains the second leading cause of death in the United
States, with an estimated 600 920 cancer deaths in 2017 (1). In
this issue of the Journal, the American Cancer Society, the
Centers for Disease Control and Prevention, the National Cancer
Institute (NCI), and the North American Association of Central
Cancer Registries deliver their annual update on US cancer inci-
dence and mortality trends (2). The report shows that during
1999 to 2013, cancer rates continued to decrease in men and re-
mained stable in women. In contrast, mortality rates statisti-
cally significantly decreased in men and women (1.8% and 1.4%
per year, respectively). Cancer site–specific statistics showed
few exceptions. While these results are encouraging overall,
they raise critical questions: Why do we see rate increases in
some cancers? How can we decrease cancer mortality more rap-
idly? Can we address mortality risk factors within the current
standard of care more effectively? Will the surge in new tar-
geted anticancer therapeutics translate to a peak drop in cancer
mortality soon?

The reported increase in the incidence of certain cancers,
such as cancers of the liver, pancreas, thyroid, female breast,
and uterus, is alarming, but a fraction of them may be explained
by known risk factors such as the expanding obesity epidemic
(3). Approximately 38% of US adults and 17% of children and ad-
olescents are obese (4,5). The dramatic decrease in the inci-
dence of cancers linked to tobacco smoking provides proof of
concept that changing lifestyle risk factors is important in can-
cer control.

The identified geographic survival differences in this
report—with survival for several common cancers being lowest
in select Southern and Midwestern states and highest in
Northeastern states—cannot be interpreted without consider-
ing the possible interaction with the population demographics
and/or access to specialty care. Racial differences in cancer inci-
dence and mortality have not changed from previous years.

Access to and affordability of state-of-the art cancer care are
important factors. Receiving care at an NCI-designated cancer
center was linked to lower mortality in patients with incident
cancers between 1998 to 2002 (6). Geocoding analysis suggested
that people living in the Northeast may have better access to an
NCI-designated cancer center, followed by those living in the
West, the Midwest, and then the South (7).

In addition, research aiming at a comprehensive under-
standing of the possible genetic or biological mechanisms that
may explain racial differences in cancer outcomes may play an
important role in closing such gaps. For example, recent studies
interrogating genome-wide germline single nucleotide poly-
morphisms may provide some explanation of the higher risk of
death from leukemia in Hispanics described in this report (8,9).
The Cancer Moonshot Blue Ribbon Panel Report (https://www.
cancer.gov/research/key-initiatives/moonshot-cancer-initiative/
blue-ribbon-panel) identified the development of a network for
direct patient involvement in cancer research and expansion of
proven prevention and early detection strategies as priorities to
accelerate progress against cancer. With increased investment
in these areas, there is hope for greater patient enrollment in
clinical trials overall, and in particular for minorities, which
would allow comparing treatment effects and molecular tumor
characteristics across racial groups.

The current development of cancer-targeted therapies focus
on tumors with oncogenic mutations, such as anaplastic lym-
phoma kinase (ALK) or epidermal growth factor receptor (EGFR)
in non–small cell lung cancer (10,11) or inherited breast cancer
susceptibility genes (BRCA1/2) in breast and ovarian cancers
(12), has resulted in smaller subgroups within common cancers.
For example, during the past five years, the US Food and Drug
Administration (FDA) approved five EGFR inhibitors and three
ALK inhibitors for non–small cell lung cancers harboring these
mutations. New FDA-approved drugs for these subgroups may
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result in survival improvement that may be undetectable when
the focus is on cancers based on pathologic and not molecular
classification. Also, some of the new drug approvals are for rare
cancers such as medullary thyroid carcinoma (13). The capture
of tumor molecular characteristics through cancer registries
would allow for a more precise evalulation of the effect of new
therapies on mortality rates in targeted cancer subgroups.

Unlike adults, cancer mortality in children age 0 to 14 years
during 2010 to 2014 decreased despite the statistically signifi-
cant increase in cancer incidence across evaluated racial
groups. A recent analysis covering the time frame from 1975 to
2010 showed a mortality decline between 1975 to 1998 and a
plateau from 1998 to 2002, followed by a decline between 2002
and 2010, with similar trends in children age 15 to 19 years (14).
The observed timeline change in childhood cancer mortality
could be attributed to advances in the treatment of childhood
acute lymphoblastic leukemia (15,16) and solid tumors (17) ac-
complished through the Children’s Oncology Group trials.
Widespread participation of children with cancers in clinical tri-
als, ranging from 60% to 90% compared with adult cancers,
where trial participation is around 3%, likely enhanced faster
changes in childhood cancer mortality. Increasing the enroll-
ment of adults in clinical trials by overcoming known barriers to
participation may substantially accelerate improvement in out-
comes (18). Of note, while tremendous progress has been made
in childhood cancers, fewer drugs are approved for children
compared with adults. Accelerating access to new agents for
children is critical for patients who do not have curative options
or for tumors in which there has been little progress (19).
Allowing enrollment of adolescents in disease- or target-appro-
priate adult oncology clinical trials is supported by the FDA and
would provide access to this group—known to have lower trial
enrollment—and potentially reduce mortality (20).

This year’s report is the first to use a single database cover-
ing 89% of the US population for the main cancer incidence and
mortality analyses, which increases the representation of the
population and ensures generalizability of the results. However,
different registries were used for more detailed information
based on availability and years of collection. The current statis-
tics do not reflect recent advances in targeted cancer therapies
because of the long lag time between cancer diagnosis and re-
porting. The shift in the medical treatment of cancers from pre-
dominantly cytotoxic drugs to the addition of agents targeting
molecular pathways, and more recently immunotherapy
approaches, may result in clinically significant improvements.
These treatment advances combined with increasing patient
enrollment in clinical trials provide a prospect for more rapid
improvement in cancer outcomes.
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