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The Holy Grail: The Search for Undiagnosed Cases Is Paramount in
Improving the Cascade of Care Among People Living With HIV
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ABSTRACT

Highly Active Antiretroviral Therapy (HAART) has transformed the nature of HIV/AIDS from an imminent death sentence to a chronic manageable
condition. There is a growing interest in the potential impact of “treatment as prevention” — a notion that expanded coverage with HAART would
substantially reduce morbidity and mortality from HIV, and secondarily HIV transmission at the population level. However, undiagnosed and
undocumented HIV cases cannot benefit from HAART and are more likely to experience HIV-related morbidity and untimely mortality. Late diagnosis of
HIV remains prevalent and represents missed opportunities for early linkage to and engagement in care. In the absence of a vaccine and cure for HIV,
undiagnosed HIV cases represent the biggest challenge yet in the fight against HIV/AIDS. As such, identifying them should be a priority of HIV

prevention programs.
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La traduction du résumé se trouve a la fin de Iarticle.

ighly Active Antiretroviral Therapy (HAART) has trans-

formed the nature of HIV/AIDS from an imminent death

sentence to a chronic manageable condition."* Although the
research community has yet to celebrate a breakthrough in the
development of a vaccine for HIV, considerable progress has been
made since the introduction of HAART in 1996. There is sound evi-
dence that HAART is effective in reducing HIV/AIDS-related mor-
bidity and mortality among HIV-positive individuals receiving
these therapies.’>* The past few years have witnessed a growing
interest in the potential impact of “treatment as prevention” —
based on the notion that expanded coverage with HAART would
substantially reduce HIV and AIDS-related morbidity and mortali-
ty and secondarily HIV transmission.® The recent news that an HIV-
infected infant treated with early HAART has achieved a
“functional cure” — where the HIV viral load is suppressed to
undetectable levels and the virus is no longer replicating® — is an
exciting development. Similarly, findings from a French cohort
showed that very early treatment among HIV-infected adults could
lead at least in some instances to a “functional cure”.’

However, it is estimated that in North America, somewhere
around 20% of HIV-infected persons remain undiagnosed.®? This
represents a huge challenge and a missed opportunity. Undiagnosed
HIV cases cannot benefit from HAART and are more likely to expe-
rience HIV-related morbidity and untimely mortality. Furthermore,
HIV-undiagnosed individuals unknowingly contribute dispropor-
tionately to onwards transmission, in part due to the higher preva-
lence of high-risk sexual behaviour compared to their HIV-diagnosed
counterparts.'® As such, they pose a major threat to the control of
the spread of HIV in terms of their continuing transmission of the
disease to the community. Current surveillance estimates of people
living with HIV/AIDS do not accurately reflect the number of all
HIV-infected individuals, primarily because not all infected indi-
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viduals have been tested. As a result, these undocumented and most-
ly asymptomatic individuals are unaware of their infection and thus
they are not able to enter into care in a timely fashion; this leads to
an excess risk for morbidity and mortality, and an inability to take
adequate preventive measures, which in due course makes these
individuals more likely to transmit the infection.!® Naturally, pre-
ventive strategies and programs targeting HIV-positive individuals
fail to reach this critical group, with serious consequences. In the
United States, 207,600 (18.1%) of the estimated 1.1 million indi-
viduals living with HIV in 2009 were believed to be unaware of their
positive status.® In Canada, an estimated 17,980 (25.2%) of the esti-
mated 71,300 persons living with HIV as at the end of 2011 were
unaware of their HIV infection.’ In the United Kingdom, the same
was true for an estimated 22,600 (24%) of the estimated 96,000 peo-
ple living with HIV as of 2011."
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Effective strategies to promote early detection of HIV are urgent-
ly required. Considering that barriers to testing exist at several lev-
els — including at the individual, health care provider and
institutional levels — strategies to improve testing should incorpo-
rate approaches where HIV testing is both provider- and non-
provider-initiated. These include offering routine testing at the time
of acute care admissions and emergency department visits,
increased screening campaigns and the possible use of home test
kits. Additionally, HIV screening at the point of care should be
much more ubiquitous, including taking place at methadone clin-
ics, STI clinics, pharmacies, and dentist offices. Indeed, a recent HIV
screening and testing guide produced by the Public Health Agency
of Canada recommends discussing and considering HIV testing as
a part of periodic routine medical care.? In addition to these, active
engagement of sex workers to encourage their clients to seek test-
ing also needs to be promoted. A number of these initiatives are
being undertaken in the province of British Columbia, Canada,
which has recently expanded the STOP HIV/AIDS (“Seek and Treat
for Optimal Prevention of HIV/AIDS”) pilot project to the rest of
the province, as a means to further decrease HIV-related morbidity
and mortality and, secondarily, new HIV infections.!*!* The STOP
HIV/AIDS initiative represents a strategy to promote early HIV diag-
nosis to facilitate and support immediate and sustained involve-
ment with HIV/AIDS health-related services among HIV-positive
individuals in order to optimize their engagement with the cascade
of care.!>1°

The expanding nature of the HIV pandemic presents extraordi-
nary challenges for global health, human and international devel-
opment, and economic growth. Efforts to curb the advance of the
pandemic are fraught with challenges, including the absence of free
and universal access to HAART worldwide, and the lack of a cure
and a vaccine. While these challenges persist, we propose that
undiagnosed HIV cases represent the biggest challenge yet in the
fight against HIV/AIDS. Therefore, identifying them should be a
priority and a critical focal point of HIV prevention programs.
Timely diagnosis of HIV-infected individuals can provide opportu-
nities for early linkage to and retention in care, as well as access to
other preventive health care services. To successfully achieve the
goals of HIV scale-up preventive efforts, strategies to promote
increased HIV testing, early detection and engagement in care need
to be increased and actively pursued. “The Holy Grail”, or early
identification and linkage to care of undiagnosed cases, is there-
fore paramount in improving the cascade of care among people liv-
ing with HIV. Until this is achieved, the prospect of a significant
reduction in the continuing high rates of disease transmission of
HIV remains uncertain.

REFERENCES

1. Nokes KM. Revisiting how the Chronic Illness Trajectory Framework can be
applied for persons living with HIV/AIDS. Sch Inq Nurs Pract 1998;12(1):27-31.

2. World Health Organization. HIV/AIDS in Europe - Moving from death sen-
tence to chronic disease management. Matic S, Lazarus J, Donoghoe MC
(Eds.), WHO Regional Office for Europe, 2006.

3. Mocroft A, Ledergerber B, Katlama C, Kirk O, Reiss P, d’Arminio Monforte A,
et al. Decline in the AIDS and death rates in the EuroSIDA study: An obser-
vational study. Lancet 2003;362(9377):22-29.

THE SEARCH FOR UNDIAGNOSED HIV CASES

4. Palella FJ Jr, Delaney KM, Moorman AC, Loveless MO, Fuhrer J, Satten GA,
et al. Declining morbidity and mortality among patients with advanced
human immunodeficiency virus infection. HIV Outpatient Study
Investigators. N Engl ] Med 1998;338(13):853-60.

5. Montaner JS, Hogg RS, Wood E, Kerr T, Tyndall M, Levy AR, et al. The case for
expanding access to highly active antiretroviral therapy to curb the growth
of the HIV epidemic. Lancet 2006;368(9534):531-36.

6. Persaud D, Gay H, Ziemniak C, Chen YH, Piatek M, Chun T-W, et al. (Eds.).
Functional HIV cure after very early ART on an infected infant.
20" Conference on Retroviruses and Opportunistic Infections (CROI),
Abstract # 48LB. Atlanta, GA: March 4, 2013.

7. Saez-Cirién A, Bacchus C, Hocqueloux L, Avettand-Fenoel V, Girault I,
Lecuroux C, et al. Post-treatment HIV-1 controllers with a long-term virolog-
ical remission after the interruption of early initiated antiretroviral therapy
ANRS VISCONTI Study. PLoS Pathog 2013;9(3):e1003211.

8. Centers for Disease Control and Prevention. Monitoring selected national
HIV prevention and care objectives by using HIV surveillance data—United
States and 6 U.S. dependent areas—2010. HIV Surveillance Supplemental Report
2012;17(3, part A).

9. Public Health Agency of Canada. Summary: Estimates of HIV Prevalence and
Incidence in Canada, 2011. Available at: http://www.phac-aspc.gc.ca/aids-
sida/publication/survreport/estimat2011-eng.php (Accessed March 20, 2013).

10. Marks G, Crepaz N, Senterfitt JW, Janssen RS. Meta-analysis of high-risk sex-
ual behavior in persons aware and unaware they are infected with HIV in the
United States: Implications for HIV prevention programs. | Acquir Immune
Defic Syndr 2005;39(4):446-53.

11. Health Protection Agency. HIV in the United Kingdom: 2012 Report.
Department of Health, Social Services and Public Safety, 2012. Available at:
http://www.hpa.org.uk/Publications/InfectiousDiseases/HIVAndSTIs/1211HIV
intheUK2012/ (Accessed March 20, 2013).

12. Public Health Agency of Canada. Human Immunodeficiency Virus: HIV
Screening and Testing Guide. 2012. Available at: http://www.catie.ca/sites/
default/files/EN_HIV-Screening-Guide-2013.pdf (Accessed September 6, 2013).

13. STOP HIV/AIDS Collaborative Pilot Project. STOP HIV/AIDS - Seek and Treat
for Optimal Prevention of HIV/AIDS pilot project. 2012. Available at:
http://www.stophivaids.ca/stop-hivaids-pilot-project (Accessed March 31,
2013).

14. British Columbia Centre for Excellence in HIV/AIDS. STOP HIV/AIDS. 2012.
Available at: http://cfenet.ubc.ca/stop-hiv-aids/about (Accessed March 31,
2013).

15. Gardner EM, McLees MP, Steiner JF, Del Rio C, Burman WJ. The spectrum of
engagement in HIV care and its relevance to test-and-treat strategies for pre-
vention of HIV infection. Clin Infect Dis 2011;52(6):793-800.

16. Nosyk B, Montaner JS, Colley G, Lima VD, Chan K, Heath K, et al. The cas-
cade of HIV care in British Columbia, Canada, 1996-2011: A population-based
retrospective cohort study. Lancet Infect Dis 2013; doi:pii: S1473-
3099(13)70254-58. [Epub ahead of print]

Received: May 17, 2013
Accepted: September 26, 2013

RESUME

La thérapie antirétrovirale hautement active (TAHA) a transformé le VIH et
le sida de sentences de mort imminente en états chroniques gérables. On
s'intéresse de plus en plus a I'impact potentiel du « traitement a titre
préventif » — la notion voulant qu’une couverture élargie de la TAHA
réduise considérablement la morbidité et la mortalité dues au VIH, et de
facon secondaire la transmission du VIH dans la population. Toutefois, les
cas de VIH non diagnostiqués et non documentés ne peuvent pas tirer
parti de la TAHA et sont plus susceptibles de souffrir de morbidité et de
mortalité prématurée liées au VIH. Le diagnostic tardif du VIH est encore
prévalent et représente des occasions manquées d’aiguiller les patients et
de les faire participer aux soins des le début de la maladie. En I'absence
d’un vaccin et d’'un reméde contre le VIH, les cas de VIH non
diagnostiqués représentent le plus grand défi a ce jour dans la lutte
contre le VIH et le sida. Identifier ces cas devrait donc étre une priorité
des programmes de prévention du VIH.

MOTS CLES : VIH; syndrome d’immunodéficience acquise; cas de VIH
non diagnostiqués; détection précoce du VIH; lien vers les soins;
traitement et prévention
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