The ethical implications of “treatment
as prevention” in the United States’

Since the first cases of what became known as HIV/AIDS were reported in

1981, various public health strategies have been proposed and developed
to combat the HIV/AIDS epidemic. A relatively new development within

this field is that of ‘“Treatment as Prevention,”’ or TasP, a policy that aims to
reduce HIV transmission by greatly increasing HIV testing and then immedi-
ately initiating antiretroviral therapy (ART) for all patients who test positive.

It is important that we distinguish
TasP, where ART is started regard-
less of the state of infection, from
the commencement of ART when it
is clinically indicated. High-quality
evidence supports the individual

— and public health — benefits of
starting ART when an HIV infection
reaches an advanced state’ In this
paper, we exclusively address the
application of TasP that advocates the
initiation of ART for patients with
HIV when it is not indicated by the
current federal * and international*
guidelines on ART.

In 2009, Dr. Reuben Granich
of the World Health Organization
(WHO) and colleagues developed a
compartmentalized stochastic mathe-
matical epidemiological model, based
on the South African HIV epidemic,
to estimate the potential effectiveness
of TasP. The results of this model
were dramatic, predicting that with
the universal implementation of TasP,
annual new HIV infections would
be reduced to less than one case per
1,000 persons within 10 years.’

In April 2010, the San Francisco
Department of Public Health (DPH)
endorsed a new policy that strongly
recommended immediate commence-
ment of ART for every person who
tested HIV positive, regardless of

the state of his or her infection. It is
worth noting that the potential indi-
vidual health benefits of starting ART
immediately — not the potential pub-
lic health benefits of ART as preven-
tion — was cited as the main factor
motivating this new policy.®

In December 2011, New York
City’s Department of Health and
Mental Hygiene (DOHMH) adopted
a similar policy, recommending the
immediate start of ART for all per-
sons who tested positive for HIV.
DOHMH commissioner Dr. Thomas
Farley noted in a letter to city health
care professionals that the reasons
for this new policy were two-fold:
the individual health benefits and the
public health rewards (i.e., a reduc-
tion in the HIV transmission rate).”

We support increasing access to
both testing and clinical care, and
initiating ART when it is clinically
indicated. The scientific data on the
relative benefits and risks of initiating
ART before an HIV infection reaches
an advanced state, however, are far
from conclusive. Despite this lack
of certainty, the enthusiastic adoption
of early ART by two of the largest
health departments in the United
States of America represents a cause
for concern. Indeed, advisory panels
on HIV ART of both the WHO and

the U.S. Department of Health and
Human Services have consistently
refused to recommend the initiation
of ART before the infection reaches
an advanced state, citing a lack of
evidence of acceptable quality sup-
porting the benefits of such a treat-
ment.®

The implementation of this policy,
based on public health guidelines
promoted without high-quality sup-
porting data demonstrating a benefit
to the patient, represents a significant
departure from the established pro-
cedures of evidence-based medicine.
Establishing a potentially dangerous
and unproven therapy as a standard
of care, for a hypothesized public
health benefit, represents a seri-
ous violation of three fundamental
principles® of medical ethics: benefi-
cence, non-malfeasance and patient
autonomy.

Treatment as prevention’s
effect on public health

The correlation between a patient’s
viral load and their infectiousness is
well documented within the literature.
ART, when successfully implemented,
reduces viral load, often to undetect-
able levels. Granich and his col-
leagues’ work suggested that ART had
the potential to slow down and effec-
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tively halt an epidemic. However,
the implicit limitations of their model
must be remembered when seeking
to apply it to a real-world situation.
Important elements of the model that
do not correspond to any known real-
ity of the HIV epidemic include the
assumption that all transmission of
HIV is heterosexual;' that patients on
ART are always fully adherent; that
100 percent of patients who tested
positive would voluntarily consent to
ART, regardless of the state of their
infection; and that testing the whole
population would not be encumbered
by significant challenges.

Although this model stipulated
that early intervention would be “vol-
untary,” it is questionable how it is
possible to get anything close to 100
percent of a large community to con-
sent to testing and treatment without
some form of coercion. Furthermore,
the Granich model assumes that
every person with HIV will take their
medication exactly as prescribed with
no limiting side effects, despite being
prescribed medications when the per-
son is not necessarily symptomatic.

Advocates of TasP often point to
the 2011 randomized trial of HPTN
052 as empirical evidence of the
epidemiological efficacy of TasP."
Although this trial showed that com-
mencement of ART was effective in
reducing the transmission rate within
heterosexual serodiscordant couples,
it did not analyze the effects of early
ART outside of this small subset of
the population. Importantly, patients
with a CD4+ count of above 550
cells per uLL were not enrolled in the
study, unlike TasP as implemented
in both San Francisco and New York
City (where all HIV positive patients,
regardless of the state infection, are
urged to start ART). The HIV epi-
demic is an inherently complex sys-
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tem; empirical evidence that shows a
reduction in one transmission catego-
ry (i.e., heterosexual sero-discordant
couples) does not necessarily imply
that this would have a statistically
significant effect on the transmission
dynamics of the entire epidemic.?

Clearly, both the theoretical and
empirical data on whether TasP, for
patients for whom it is not clinically
indicated is effective as a public
health intervention are still evolving
and not yet conclusive. Despite this,
New York and San Francisco have
implemented TasP as a public health
policy.

Impact of treatment

as prevention on
individual health

It is one thing for individual clini-

cians to promote early ART to their
patients based on a combination of

scientific data and clinical experience.

It is entirely different, however, for
a public health agency to advocate
a standard of care for public health
purposes and claim that it is also for
the benefit of the individual patient,
despite the lack of high-quality data
supporting that assertion. ART is far
from a benign therapeutic interven-
tion; patients taking antiretrovirals
(ARVs) often experience serious
long-term side effects and toxicities.
In addition, as ART transitions from
an acute therapy to a chronic one,
more research is needed to determine
the effects of chronic use of ARVs.
For patients who have advanced
HIV disease — that is, a CD4+ count
of < 350 cells per uL and\or certain
severe clinical symptoms of infection
— high-quality evidence supports the
relative benefits of treatment. That
is to say, the net benefit of treatment
outweighs the known side effects."?
The WHO maintains that a CD4+
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count of < 350 cells per pL or severe
symptoms of HIV infection indicate
the need for ART.!"

It is not clear, however, if start-
ing ART before the patient reaches
an advanced stage of infection (i.e.,
when the patient has >500 CD4+)
is, on net, beneficial or deleterious.
Indeed, data from a randomized,
controlled clinical trial, the START
(Strategic Timing of Antiretroviral
Treatment) trial, will not be avail-
able until at least 2015."5 There have
been several observational cohort
trials performed. While some have
demonstrated a benefit from starting
ART immediately,'s one of the larg-
est such studies failed to demonstrate
any positive benefit from starting
ART early."”

Scientific data on the
benefits of initiating ART
before an HIV infection
reaches an advanced state

are far from conclusive.

The lack of high-quality data avail-
able, coupled with the lack of con-
sensus within the lower-quality data,
demonstrates that significant questions
remain as to whether starting ART
early provides any positive benefit to
the patients. This, along with the seri-
ous nature of ART and its side effects,
makes it inappropriate for health agen-
cies to establish or promote a standard
of care that advocates for immediate
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ART when it is not justified by suf-
ficient high-quality evidence.

Ethical implications

Public health interventions have
contributed to dramatic reductions in
mortality and morbidity around the
world. Vaccinations are perhaps the
most obvious example. Their wide-
spread use and, in many cases, the
requirement to be immunized have
led to a drastic decrease in the inci-
dence and, in some cases, eradication
of serious infectious diseases.

The current implementation of
TasP, however, is an inherently
different situation. Before clini-
cians routinely administer vaccines,
high-quality evidence must dem-
onstrate that the individual benefits
of that vaccine — providing immu-
nity against a disease — are greater
than the possible adverse effects.
Unfortunately, high-quality evidence
has not yet been provided that dem-
onstrates that immediately initiating
ART, regardless of the state of a
patient’s infection, is beneficial to the
individual patient.

The ethical concerns of imple-
menting a policy of vastly increased
HIV testing and immediate initia-
tion of ART, regardless of infection
state, have not been ignored by the
literature.'® Other papers, including
those of Ron Bayer,"” analyze the eth-
ics of implementing TasP within the
context of a policy that, as of now,
shifts the benefit from the individual
to the public good. We are aware
of no scholarly articles that discuss
the ethical concerns of these policies
being implemented by major health
departments in the U.S.

TasP, as implemented by both San
Francisco and New York, advocates
for physicians to encourage their
individual patients to start ART,
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regardless of the state of their infec-
tions. TasP thus may be viewed as
inherently infringing on the estab-
lished standards and codes of clinical
medical ethics.

Three fundamental prima facie
principles of medical ethics are those
of beneficence, primum non nocere
(“first, do no harm”) and patient
autonomy.” A physician must ensure
that his or her actions are first and
foremost in the best interest of the
patient being treated. A physician’s
responsibility to the individual patient
is paramount, except in certain
extreme circumstances.” The phy-
sician must also, to the best of his
or her ability, ensure that treatment
will not cause harm to the patient
and that, if a treatment is prescribed,
the possible benefits outweigh the
possible risks. Every patient has a
fundamental right to autonomy and to
make informed decisions about their
treatment free from coercion.

Inherent to the concept of patient
autonomy is the right of a patient,
or his or her authorized proxy, to be
accurately and honestly informed of
the risks and benefits of a treatment,
and to be able to accept or refuse
this treatment at his or her discretion
without coercion or penalty.

The New York City DOHMH and
the San Francisco DPH are advis-
ing physicians to commence ART
immediately, regardless of the stage
of infection, and claim that ART
will provide a net benefit to those
patients. Yet, the scientific data are
far from conclusive to support such
an assertion. Clinicians heeding the
advice of the public health authori-
ties are promoting a treatment that
is not known to provide a net ben-
efit to their patients whose HIV has
not reached an advanced state of
infection. Therefore, a patient is not
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given the right to make an informed
decision about his or her care. This
deception represents an ipso facto
violation of the principles of patient
autonomy.

Every patient has a
fundamental right to
autonomy and to make
informed decisions about
their treatment free from

coercion.

The formulation of formal stan-
dards of care for public health pur-
poses must meet a higher standard
of evidence than what is required of
a clinician, who, correctly, uses the
best externally-provided evidence,
combined with his own clinical expe-
rience and judgment.

In the absence of high-quality evi-
dence demonstrating the individual
health benefits, it is unethical for pub-
lic health authorities to, in pursuit of
their public health goals, recommend
TasP to clinicians as an appropriate
standard of care. Recommendations
from public health authorities, who
often control or influence funding and
other resources, can have an inhibit-
ing effect on a clinician’s ability to
determine whether a treatment is con-
sistent with the principles of benefi-
cence and non-malfeasance.

The goal of reducing HIV trans-
mission is an admirable one. We
cannot support, however, a policy,
which as of now violates fundamen-

VOLUME 16, MAY 2012



THE ETHICAL

tal principles of medical ethics. If
conclusive, high quality data demon-
strate that starting ART immediately,
regardless of the state of the patient’s
infection, is in the net interest of the
individual patient, we see no reason
why this approach should not be sup-
ported. This has not yet been demon-
strated, and may never be.
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