Enfermedades Infecciosas y Microbiologia Clinica 43 (2025) 123-124

Enfermedades ™
Infecciosas

Enfermedades Infecciosas y
Microbiologia Chnica =8

www.elsevier.es/eimc » ca

Editorial

Lung cancer screening in people with HIV: A missed opportunity for

better outcomes?

Check for
updates

Cribado de cancer de pulmén en personas con VIH: juna oportunidad perdida para mejorar

los resultados?

Non-AIDS-defining cancers have emerged as the leading cause
of mortality among people with HIV (PWH), with lung cancer
being the most prevalent and the primary contributor to cancer-
related mortality in this population.!-2 Lung cancer, also the leading
cause of cancer-related deaths in the general population, remains
a major concern, with over two-thirds of cases diagnosed at incur-
able stages and a 5-year overall survival rate of only 23.6% in Spain.3
The situation is even more critical for PWH, who experience dispro-
portionately higher incidence and mortality rates, are diagnosed
at younger ages, and often present with advanced-stage disease.*
Delayed diagnosis and poorer outcomes after diagnosis underscore
the critical need for effective prevention and early detection strate-
gies in this vulnerable group.”

Lung cancer, fortunately, is a screenable malignancy, and the use
of low-dose computed tomography (LDCT) has demonstrated sig-
nificant mortality reduction among high-risk individuals through
pivotal trials. This benefit is largely attributed to LDCT’s ability to
detect cancers at earlier, more treatable stages. Reflecting this evi-
dence, the US Preventive Services Task Force (USPSTF) recommends
annual LDCT screening for adults aged 50-80 years with a smoking
history of at least 20 pack-years or who have quit smoking within
the past 15 years.® However, these criteria have not been validated
for PWH, as they were excluded from major trials that informed
these guidelines.

A retrospective analysis of PWH in the Women'’s Interagency
HIV Study and the Multicenter AIDS Cohort Study found that only
44% of women and 63% of men with lung cancer would be eligi-
ble for screening applying the USPSTF criteria.” Lowering the age
and smoking history thresholds improved sensitivity, suggesting
that PWH may require tailored screening approaches. In addition
to a lower sensitivity, concerns about higher false-positive rates
in PWH, and the resulting unnecessary invasive procedures, have
also been raised. However, available data do not support these
concerns,® suggesting that LDCT screening may be as effective
and safe for PWH as it is for the general population. Unfortu-
nately, direct evidence remains limited, primarily derived from

DOI of original article: https://doi.org/10.1016/j.eimc.2024.03.003

https://doi.org/10.1016/j.eimce.2024.12.009

small observational studies with heterogeneous inclusion criteria
and short follow-up periods.3-10

The multicenter study by Valencia et al. represents a significant
step forward in understanding the role of lung cancer screening
in PWH.!! This prospective study evaluated LDCT-based screen-
ing in 371 PWH who were heavy smokers (>20 pack-years), aged
over 45 years, and had experienced severe immunosuppression
(nadir CD4+ <200 mm?). Over four years, 329 participants com-
pleted the initial LDCT, and 206 adhered to annual follow-ups.
Remarkably, nine lung cancers were detected, all at early, treat-
able stages. While the lack of a control group limits comparisons,
these results contrast sharply with the advanced-stage diagnoses
typical in PWH. Early detection significantly improves treatment
options and survival rates, underscoring the potential of lung can-
cer screening to alter the natural history of the disease in PWH.
Despite these promising findings, the authors highlighted a num-
ber of limitations. The study’s narrow inclusion criteria, targeting
only those with severe immunosuppression, may limit generaliz-
ability to the broader PWH population. Additionally, adherence to
annual screenings decreased significantly over time, exacerbated
by the COVID-19 pandemic. Sustained engagement with screening
programs is a critical issue that must be addressed to maximize
benefits.

Lung cancer screening in PWH faces several challenges. Unlike
in the United States, lung cancer screening in Europe is not yet
integrated into national healthcare systems, as it is for other
cancers. Initiatives like the Spanish Cancer Screening, Smoking
Cessation, and Respiratory Assessment (CASSANDRA) pilot project
aim to demonstrate the feasibility, viability, and cost-effectiveness
of lung cancer screening programs. These initiatives seek to pro-
mote broader implementation and enhance adherence to screening
guidelines, including those established by HIV scientific societies,
which have aligned with USPSTF criteria.

The unique risk profile of PWH demands tailored screening
strategies. Beyond their higher smoking prevalence, PWH face addi-
tional risk factors, including prolonged immunosuppression and
immune activation, which likely contribute to increased cancer sus-
ceptibility. These factors suggest that screening criteria designed
for the general population may not be sensitive enough for PWH.
Adapted screening strategies, such as lowering age thresholds,
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modifying smoking history requirements, and incorporating crite-
ria specific to women, who face a disproportionately higher excess
risk than men,'2 could improve effectiveness.

Economic considerations represent another challenge. While
evaluations in the general population have shown that LDCT
screening is cost-effective,’®> similar modeling studies suggest
comparable results for PWH with well-controlled infection.* Con-
sidering the higher burden of lung cancer in PWH and their
increasing life expectancy, screening programs may offer even
greater cost-effectiveness for this population. However, clinical
research is essential to validate these projections and refine cost-
effectiveness assessments tailored to HIV-specific strategies. The
ongoing multicenter IMPAC-Neo trial in Spain compares standard
and tailored cancer screening strategies in PWH, incorporating
cost-utility analysis as one of its primary endpoints. The trial’s
findings are expected to provide critical perspectives on optimiz-
ing screening protocols and evaluating the economic feasibility of
targeted approaches for PWH.!>

Finally, despite the theoretical benefits, the implementation of
lung cancer screening in PWH has been slow.!® Surveys of health-
care providers reveal limited prioritization of lung cancer screening
in this population, with only a 20% of adherence to clinical prac-
tice recommendations.!” Scarcity of resources and unawareness
of screening recommendations were the main arguments for this
low rate, to which competing demands in HIV care, combined with
the perception that cancer screening falls outside the scope of
routine HIV management, may also contribute to this gap. Further-
more, although data are limited, current evidence also indicates low
uptake of lung cancer screening among PWH, and lower adherence
to follow-up compared to the general population.'® Barriers from
the patient perspective include limited understanding of screening
benefits, logistical challenges, and competing health and socioe-
conomic concerns.!? Interventions to improve adherence might
include patient education, digital reminders, and mobile health
technologies. Shared decision-making tools tailored to PWH could
further improve uptake and adherence.?? Pilot trials suggest these
tools enhance patient-provider discussions and align screening
decisions with patient preferences.

The high incidence of lung cancer in PWH, coupled with their
increased mortality risk, underscores the urgency of implementing
effective screening programs. The study by Valencia et al. demon-
strates the potential of lung cancer screening to identify the disease
at early, treatable stages in this population. Although existing evi-
dence supports the use of LDCT for PWH, further research is needed
to optimize screening criteria, improve adherence, and evaluate
the cost-effectiveness of tailored approaches. Obviously, smoking
cessation programs should complement screening efforts, but pre-
vention cannot rely solely on reducing tobacco use. Many high-risk
individuals meet screening criteria even after quitting smoking,
emphasizing the importance of LDCT screening as a critical com-
ponent of comprehensive lung cancer prevention.

By overcoming implementation barriers and tailoring screen-
ing strategies to the unique needs of this vulnerable population,
lung cancer screening has the potential to significantly enhance
outcomes and improve the quality of life for people with HIV.
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