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In the United States, more than 1.2 million individuals are infected with HIV, approximately
200,000 remain undiagnosed, and 50,000 new infections occur annually.? These estimates
have not changed dramatically over the last 15 years, and new diagnoses seem to be on the
rise in certain populations.}2 Testing for HIV infection is the first in a series of important
interventions aimed at impacting the epidemic. Identifying individuals with HIV infection
provides a critical opportunity to link them into care where treatment with antiretroviral
medications reduces viral concentrations, thus slowing disease progression and reducing
infectivity.34 Also, knowing one’s serostatus is thought to attenuate individual behaviors
that contribute to transmission of the virus.?

In 2006, the Centers for Disease Control and Prevention (CDC) dramatically shifted its HIV
testing paradigm to recommend non-risk-based (i.e., nontargeted) opt-out HIV screening in
health care settings where the undiagnosed prevalence was 0.1% or greater.5 This was
accompanied by additional suggestions to limit testing barriers and resulted primarily from
the following considerations: (1) the number of undiagnosed HIV infections in the United
States had not significantly changed during the previous decade; (2) those with undiagnosed
infections contributed significantly to forward transmission; and (3) nontargeted opt-out
screening would result in larger numbers of individuals tested and identified earlier with
HIV infection.”

In 2010, the Office of National AIDS Policy published the National HIVV/AIDS Strategy for
the United States, where, for the first time, the federal government took an aggressive stance
in support of broad screening with goals of reducing the number of individuals with

undiagnosed HIV infection to 10% (approximately 100,000 undiagnosed infections) and the
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number of annual new infections by 25% (approximately 37,500 new annual infections) by
2015.8 Subsequently, in 2013, the US Preventive Services Task Force updated their
recommendations to support routine HIV screening based primarily on the consideration that
morbidity and transmission may be significantly reduced after diagnosis and initiation of
antiretroviral treatment.®

Although the premise of having all individuals know their HIV serostatus and those with
HIV infection engaged in care cannot be argued as a critical public health need, our
understanding of how best to achieve these results, especially as it relates to actual
performance of HIV screening, is still significantly limited. In the nearly 8 years since the
CDC'’s current recommendation, substantial advocacy, policy, and research efforts have
been put forth to help better understand how nontargeted screening should be used in
practice. Unfortunately, implementation of these large prevention interventions has proven
difficult, with only modest successes limited to relatively few institutions with dedicated
resources. 10

In this edition of Sexually Transmitted Diseases, Klein et al.1! contribute significantly to this
conversation by reporting the impact of routine opt-out HIV screening in sexually
transmitted disease (STD) clinics in North Carolina. This before-after study specifically
compared nontargeted opt-out HIV screening to more traditional targeted opt-in HIV
screening across 102 county-based STD clinics in their state, concluding that nontargeted
opt-out screening did not significantly increase the number of patients tested for or newly
diagnosed with HIV infection.

This study is unique in that it reports the comparative effectiveness of nontargeted HIV
screening on a state wide level, using a multidimensional intervention, and robust analytic
methods to account for public health surveillance data. The authors describe using a number
of dissemination modalities including webinars, lectures, notices to health departments,
contract addendums, and state wide conferences over a 3-month period to supplant targeted
screening with nontargeted screening in accordance with the current CDC recommendations.
Given that the investigators report essentially no change in the number of HIV tests
performed or the number of newly diagnosed patients between the 2 study periods, we
wonder whether the intervention was sufficient to change practice or, more likely, whether
nontargeted opt-out HIV screening simply is not the panacea once envisioned, especially in
this particular clinical setting.

The results reported in their article likely reflect how broad implementation of nontargeted
opt-out HIV screening occurs in STD clinics. In a clinical setting where routine HIV
screening is and has been commonplace, the incremental benefit of nontargeted screening is
likely to be marginal at best, and their results convincingly show that it had no effect. In
addition, although opt-out consent methods have been shown to increase proportions of
patients who ultimately complete HIV testing when compared with opt-in consent,12:13
additional data indicate that patients are more likely to misunderstand consenting for HIV
testing when using opt-out methods.13 Although it is impossible to tease out the individual
effects of nontargeted screening and opt-out consent from their study, given the overall
negative results, it is clear that neither component significantly impacted testing.
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Furthermore, a deeper evaluation of their results shows decreased HIV testing during the
nontargeted screening period among populations considered most at risk, including males,
racial/ethnic minorities (i.e., black and Hispanic), young adults, and those in high-density
areas or those with high HIV burden. This finding is particularly troubling and potentially
speaks to a saturation effect of testing among those most at risk or to negative effects of
nontargeted opt-out screening itself among these populations.

It is not surprising given the aggressive public health efforts put forth by the CDC that
several prior surveillance studies have reported increases in HIV testing over the past
decade.14-18 However, multiple prior studies, mostly conducted in emergency departments,
have also demonstrated relatively limited impact of nontargeted HIV screening in a similarly
high-risk clinical setting.10 Since 2006, 17 peer-reviewed studies have reported the
feasibility and effectiveness of nontargeted screening in emergency departments, a clinical
setting different from STD clinics but one that has also been a central focus of broad HIV
screening efforts. In these studies, the median proportion of those eligible for testing who
actually completed testing was only 18%, leaving more than 80% of those eligible untested
(Table 1). Potentially contributing to this unsettling statistic, at least 2 studies have now
reported that most individuals who opt out of HIV testing in emergency department settings
do so because they believe they are not at risk.37:38 Although this is less likely in STD
clinics where patients seek care specifically for infections, including HIV, the findings by
Klein et al. support the notion that nontargeted screening has limited impact and that
alternative and more focused HIV screenings methods may be warranted. In fact, as the
proportion of undiagnosed HIV infection becomes less (in accordance with goals of the
National HIV/AIDS Strategy), the efficiency of non-risk-based HIV screening will become
less and we will likely have to shift back toward targeted strategies. Furthermore, of the 17
studies to date, only a few have compared nontargeted screening to alternative screening
methods (in most cases, either targeted screening or diagnostic testing), and none have found
nontargeted screening to be superior, in terms of identification of newly diagnosed HIV
infection.38-40 A nonspecific screening strategy applied to more than 200 million “eligible”
individuals to identify a vanishingly small proportion of those infected with HIV seems
inefficient (Fig. 1).

With this in mind, our group recently developed, validated, and preliminarily tested the
comparative effectiveness of enhanced targeted HIV screening using an empirically derived
clinical prediction instrument (Denver HIV Risk Score) to nontargeted HIV
screening.#0:42:43 The preliminary results demonstrate a significantly stronger association
between enhanced targeted HIV screening and new HIV diagnoses than to nontargeted HIV
screening in an urban emergency department.? A multicenter clinical trial is currently
underway to evaluate the broader comparative effectiveness of structured targeted screening
versus nontargeted screening.** The Denver HIV Risk Score includes only demographics
(age, sex, race/ethnicity), 2 risk behaviors (sex with men and injection drug use), and history
of HIV testing and has been shown to accurately stratify patients into 5 distinct risk groups
from several different clinical settings, including emergency departments and STD clinics.

Although the study by Klein et al. does not provide details related to why HIV testing
decreased among high-risk groups, it also raises the question as to whether a more structured
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risk-based approach would facilitate conversations about HIV testing, thus improving rates
of testing and identification of newly diagnosed cases. Such standardized risk-based
screening may also improve how clinicians identify patients for repeat screening, as
recommended by the CDC for “high-risk” patients.

Although HIV screening is feasible in clinical venues and will likely be the only way to
achieve the goals set forth by the Office of National AIDS Policy, routine screening can take
many forms and will likely need to vary depending on the venue. However, nontargeted
HIV screening has had little impact even in settings where prevalence is highest. We must
continue to work to understand which screening strategies are most effective at identifying
patients with HIV infection. High-impact prevention must prioritize effectiveness and costs,
feasibility of implementation, and coverage of target populations, and we believe that the
study by Klein et al. provides more evidence in support of using more structured approaches
to screen for HIV infection in health care settings.
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2010 US Population*
N = 308,745,538

13 to 64 years of age*
n,= 215,534,336

Undiagnosed
HIV Infectiont
n,=176,000

*Source: 2010 Census Data (factfinder2.census.gov/faces/tableservices/jsf/pages/productview.xhtm|?pif=DEC_10_SF1_QTP2)
tSource: CDC HIV/AIDS Basic Statistics (www.cdc.gov/hiv/basics/statistics)

FIGURE 1.
Venn diagram representing the total number of undiagnosed HIV infections in the United

States relative to the total population and the total number of those between 13 and 64 years
of age as the recommended age range by the CDC for performing nontargeted screening.
Areas represent precise proportions.
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