
Generic Antiretrovirals and the Uncertain Future of HIV Care in the
United States

Generic antiretroviral drugs have contributed to re-
markable achievements in the global HIV epidemic.

Mortality has decreased by 24% since 2005, new HIV
infections have decreased by 20% since 2001, and 8 mil-
lion persons are receiving treatment (1). In the United
States, 10 available generic antiretrovirals have been used
infrequently because of greater toxicity and inferior effi-
cacy. However, when generic efavirenz becomes available
in 2013, a regimen of generic efavirenz and lamivudine
with branded tenofovir will become a credible alternative
to branded regimens.

In this issue, Walensky and colleagues (2) mathemat-
ically model the effect of the substitution of generic efa-
virenz and lamivudine in all people living with HIV
(PLWHIV) in the United States who were assumed to
receive the branded coformulation of these drugs with
tenofovir. They found a 50% reduction in drug costs and a
savings of $960 million in care costs in 1 year. They also
found reduced treatment efficacy, resulting in 4.4 months
of life lost per patient lifetime. Even with substantial vari-
ations in the model’s assumptions, large-scale cost savings
were achieved, and the comparative cost-effectiveness of
branded antiretrovirals exceeded the standard threshold of
$100 000 per quality-adjusted life-year. Recent studies in
Europe and the United Kingdom also report substantial
savings with generic antiretrovirals (3–5).

Can a regimen of combined generic and branded anti-
retrovirals perform as well as a preferred branded 1-pill,
once-daily coformulation? Current HIV treatment guide-
lines uniformly recommend the use of coformulated anti-
retrovirals because of convenience, superior patient adher-
ence, patient and clinician preference, and lower insurance
copayments. Most available evidence support these recom-
mendations (6). In 1 exception, once-daily regimens of 2
or 3 equipotent antiretrovirals were not inferior to a
branded once-daily coformulation (7). Similarly, although
guidelines recommend once-daily dosing when possible, 1
of 4 “preferred” initial regimens is dosed twice daily, and 7
of 11 studies in a meta-analysis found no difference be-
tween once- and twice-daily regimens (8).

Would even a small reduction in efficacy be accept-
able? In the study by Walensky and colleagues, poorer sur-
vival with generics resulted from minor differences of un-
certain clinical significance between lamivudine and
emtricitabine in resistance outcomes and virologic efficacy
from limited trial data (9, 10). The best regimen choice in
their model was generic efavirenz and coformulated emtric-
itabine plus tenofovir, a 2-pill, once-daily option with sim-
ilar efficacy and lower cost. Large-scale effectiveness trials
that compare generics, including abacavir, with branded
coformulations will be critical in assessing the comparabil-

ity of regimens that contain generic antiretrovirals and de-
fining differences in adherence, virologic success, and
health care use. How these studies will be supported is
unclear.

Angst and uncertainty about HIV care abound at this
time. According to the national version of the “Gardner
Cascade,” fewer than one third of PLWHIV in the United
States have sufficient disease control with treatment, and
fewer than half (36%) are reliably receiving care (11).
This unacceptably poor performance is worthy of soul-
searching. Fortunately, the National AIDS Strategy offers
measured and specific guidance to our response to expand
HIV testing and improve recruitment and retention in care
(12, 13). Nonetheless, our HIV care “system” is a fragile
edifice with disparate parts. Public sources, such as Medic-
aid, Medicare, and the Ryan White Care Act, support 80%
of care for PLWHIV, and the Ryan White Care Act covers
only care, drugs, and services that are not supported by
Medicare and Medicaid. Under the Affordable Care Act
(ACA), 32 million uninsured Americans will enter Medic-
aid starting in 2014, but of 37 states under single-party
control, 24 are hostile to ACA and 20 currently plan not to
participate in Medicaid expansion (14). Making matters
worse, rules for ACA that were recently issued left the
definition of “essential health benefits” and drug formulary
composition up to states (15). As a result, existing state-
to-state disparities in HIV care and access to antiretrovirals
will probably persist or worsen.

In addition to these strains, the Ryan White Care Act,
which serves more than 500 000 PLWHIV and provides
treatment for 200 000 persons, is up for reauthorization in
2013. High-quality HIV care evolved within the HIV multi-
disciplinary team with guidance, training, and funding
from the act. Many care innovations—such as the HIV
medical home and HIV prevention and treatment inte-
grated with maternal–child health, mental health, and sub-
stance abuse treatment—may be at risk if the act is sub-
sumed into Medicaid under ACA (16). Community health
centers are prioritized under ACA, but many lack skills and
capacity for HIV care and will require training. The act’s
budgets will probably be further strained in states opting
out of Medicaid expansion (17). Because half of its expen-
ditures are for medications, generic antiretrovirals will be a
critical issue in the reauthorization debate and in state
Medicaid formulary budgets. Vigilance by HIV advocates
will be critical at the federal and state levels to ensure that
the act has sufficient flexibility to improve outcomes in
states that expand Medicaid eligibility to include most
PLWHIV and in states that decline Medicaid expansion.
Activism to persuade reluctant states to expand Medicaid
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eligibility and to safeguard multidisciplinary HIV care
models in the transition into Medicaid will also be crucial.

HIV advocates and caregivers might more readily em-
brace generic antiretrovirals if, as Walensky and colleagues
suggest, the savings were diverted to address other funding
needs within the field of HIV medicine, but no such mech-
anism exists. Perhaps a large, simple trial should be con-
ducted in which generic and branded antiretrovirals are
compared and patients in the generic group are allowed to
use the cost savings of their regimen to support their an-
nual health insurance premiums, in which case I predict
rapid accrual. In any case, Walensky and colleagues’ study
is a wake-up call to PLWHIV and their clinicians: The era
of generic antiretrovirals in the United States has come.
The noted infectious diseases physician John G. Bartlett
has predicted that the annual cost of antiretrovirals in 10
years will be less than $200, and he has not often been
wrong when forecasting HIV care trends in the United
States (18).
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