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In this issue, Coghill and colleagues (1) describe reduced inci-
dence of three common screen-detectable cancers among peo-
ple living with HIV relative to the general population of the
United States. Findings from the population-based HIV/AIDS
Cancer Match Study show a 37% reduced incidence of breast
cancer, 52% reduced incidence of prostate cancer, and 31% to
49% reduced incidence of rectal cancer, proximal colon, and dis-
tal colon cancer, respectively, among people living with HIV.

Coghill et al. further investigate whether observed deficits in
the incidence of breast, prostate, and colorectal cancers are con-
sistent across tumor stage and size, as stage and size distribution
may be impacted by differential application of cancer screening
in HIV-infected and HIV-uninfected populations. For example, if
reduced incidence of these cancers in HIV-positive populations is
due to lower uptake of cancer screening, an excess of advanced
stage disease and larger tumors would be observed in people
with HIV. Conversely, a stage shift toward earlier-stage disease
and smaller tumor size could result from higher screening rates
among HIV-infected populations engaged in regular care than the
general population. With the exception of late-stage breast can-
cer, which did not show a statistically significant association, the
observed reduced incidence of breast, prostate, and colorectal
cancers was consistent across local, regional, and distant tumor
stages, as well as small, medium, and large tumors, suggesting
that reduced risk for these cancers in people with HIV cannot be
explained solely by population-level screening effects.

Furthermore, the study addressed whether inverse risk asso-
ciations could be artifacts of the study design itself or con-
founded by unmeasured risk factors (1). Advanced analytic
approaches examined several scenarios and conditions that
would need to occur to replicate the magnitude of inverse risk
associations observed in this study. Under different scenarios,
the level of measurement error and confounding required to
generate such strong inverse associations are essentially im-
plausible. These findings taken together suggest a putative di-
rect effect of HIV infection and its sequelae on reduced risk for
these three common cancers without known oncogenic virus

associations. Further investigations are needed to elucidate the
underlying molecular mechanisms of how immune dysfunc-
tion, duration and class of antiretroviral therapy, and infection
with HIV itself may impact disease pathogenesis and to trans-
late these etiologic mechanisms into the clinical and public
health realms.

Importantly, while people living with HIV experience a lower
risk of breast, prostate, and colorectal cancers in the United
States, they continue to experience increased mortality after can-
cer diagnosis compared with their HIV-uninfected counterparts,
even after accounting for stage and receipt of cancer therapy (2,3).
HIV-infected individuals with breast cancer experience 2.6 times
greater cancer-specific mortality, and those with colorectal cancer
experience 1.5 times greater mortality (3). In light of worse cancer
outcomes and evolving cancer risk among aging HIV-infected
populations in the United States treated ever earlier with antire-
troviral therapy (4), early detection and primary prevention of
cancer remain important priorities for people living with HIV.
Currently, breast, prostate, and colorectal cancer screening rec-
ommendations by the US Preventive Task Force (USPSTF) for the
general population are usually applied to people living with HIV
(5). However, few studies have specifically examined the uptake,
efficacy, or cost-effectiveness of mammography, prostate-specific
antigen, or colonoscopy screening in HIV-infected individuals,
and such data could inform more tailored cancer screening rec-
ommendations for people living with HIV (6). Such data could also
inform the next phase of efforts to reduce health disparities and
inequities across the entire HIV care continuum (7), including ac-
cess to preventive services for chronic diseases and quality cancer
care for people living with HIV regardless of age and background.

We should also emphasize that high-quality epidemiologic
studies similar to the work by Coghill et al. are urgently needed
to describe risk patterns in other populations, notably in low-
and middle-income countries, where the global HIV epidemic is
most concentrated (8). An emerging global public health ques-
tion is whether HIV-cancer associations observed in Western
settings will be replicated in Africa during the current era of
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increasing access to antiretroviral therapy and rapidly improv-
ing life expectancy for HIV-infected populations (9,10). This is
an essential question for ministries of health across the conti-
nent, which are tasked with safeguarding public health with
many competing priorities and limited resources. Notably,
African populations with HIV differ dramatically from high-
income countries with respect to demographic, behavioral, and
other cancer risk factors, and the continent overall is undergo-
ing marked demographic shifts with major population growth
and aging. Beyond the well-described burden of AIDS-defining
malignancies, few studies have examined the effects of HIV and
antiretroviral therapy on the risk of developing non-AIDS-
defining cancers in the African setting, or prognosis following a
cancer diagnosis. These questions will be critical and highly dy-
namic in the coming decades, and robust cancer surveillance
should be prioritized within global efforts to scale up HIV treat-
ment and prevention.

In summary, high-quality descriptive epidemiology like the
work of Coghill and colleagues, coupled with molecular studies,
can provide etiologic insights into the unique cancer risk pat-
terns observed in HIV-infected individuals in the United States
and worldwide. These insights can ultimately translate into
more effective clinical management of HIV-infected patients
with cancer and more efficient allocation of scarce public health
resources to prevent cancer in this vulnerable population.
Continued progress toward these goals is important for all
countries where HIV and cancer are major public health prob-
lems, regardless of World Bank income level classification.
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