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People who inject drugs (PWID) accounted for 12% of
the 1.7 million new HIV infections globally in 2018,
with the following regional proportions: Eastern
Europe and Central Asia, 41%; the Middle East and
North Africa, 37%; Asia and the Pacific, 13%; Western
and Central Europe and North America, 11%; sub-
Saharan Africa, 8%; Latin America, 3%; and the
Caribbean, 2% [1]. As for all populations impacted by
HIV infection, achieving high levels of HIV diagnosis,
initiation, and continuation of antiretroviral therapy
(ART), and viral suppression are central to HIV control
among PWID [1].

Globally, there is a paucity of data on ART coverage
among PWID. Where such data exist, ART coverage
tends to be low, for example, 14% in Myanmar, 53% in
Vietnam, and 69% in China [1]. Ongoing substance use
presents challenges to achieving viral suppression and
HIV control among PWID. Issues related to punitive
laws, stigma and discrimination, and the common
requirement for HIV-positive PWID to abstain from
illicit drug use before initiation of ART are some key
barriers to accessing ART and sustained adherence [2,3].
Moreover, patterns of substance use are dynamic in
various regions of the world, including in parts of Asia
where amphetamine use increased over the past 2
decades, sometimes displacing heroin use and often
leading to dual use [4,5]. Although opioid substitution
therapy, including methadone, is effective for managing
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opioid use disorder, there are no broadly effective
pharmacotherapies for stimulant use, including cocaine
and amphetamines [6].

Hai Phong, Vietnam, is a city of two million, where an
estimated 5000 PWID have experienced a severe HIV
epidemic since the 1990s; HIV prevalence was 66% in
2005 among PWID [4,7]. Although HIV prevalence and
incidence have decreased among PWID since then, in
2014, prevalence was still 25% and incidence was one per
100 person-years among new injectors [4]. Heroin has
been the primary drug of injection in Vietnam, but
methamphetamine use, mostly smoked, has increased
over the past decade [4,7]. In this issue of AIDS,
Feelemyer et al. [8] present data from a cohort of HIV-
positive PWID on ART in Hai Phong, who primarily
injected heroin, indicating that recent methamphet-
amine use was associated with not achieving viral
suppression; methadone use was associated with viral
suppression. In their analysis, this methamphetamine
association was not fully explained by a mediating effect
of self-reported adherence to ART. Understanding this
association is critical to devising interventions leading to
sustained viral suppression among PWID who use
amphetamines.

There are a few possible explanations for why amphet-
amine use may have been associated with not achieving
viral suppression in this cohort of PWID. First, adherence
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to an effective ART regimen is the main determinant of
viral suppression and self-reported adherence is an
imperfect indicator of true adherence. Although the
underlying disease of addiction may influence accuracy of
self-reporting, there are other biologic explanations. As
discussed by Feelemyer et al. [8], methamphetamine causes
increased HIV replication in dendritic cells, monocyte-
derived macrophages [9], and monocyte activation [10].
The data showing direct effects of methamphetamine use
on immune function is independent of HIV serostatus
[11,12]. Consistent findings linking methamphetamine use
with inadequate viral suppression point to a key role of this
drug in HIV transmission [13]. A relevant research
question is whether pre-exposure prophylaxis medications
will remain effective in preventing HIV infection in the
face of recent methamphetamine-induced changes in
immune function.

In addition to HIV-related effects, methamphetamine
causes negative behavioral, social, and economic con-
sequences while impairing brain function. People with
methamphetamine addiction are significantly more likely
to make decisions of risk in the settings of recent loss
compared with people who do not use methamphet-
amine [14]. Biases in decision-making and impairments
in impulse inhibition can lead to disruptive behaviors by
people who use methamphetamine in the treatment
system [15]. In Vietnam, people in methadone mainte-
nance therapy (MMT) programs who use methamphet-
amine are more likely to continue using heroin [16]. As
methamphetamine use is illegal, there is a rationale for the
most disruptive individuals to be expelled from the MMT
clinic, with the possibility of imprisonment or detention
in treatment centers.

Addiction is a disease. Continued drug use during drug
treatment is not a sign of a bad person but of a failed
treatment. Providing more of a treatment that doesn’t
work is not good medicine. The idea of developing
evidence-based treatments, especially the issue of
contingency management and in the context of Vietnam
is ground-breaking. Local champions of evidence-based
treatments are implementing contingency management
and cognitive behavioral therapies, which is consistent
with calls in international addiction medicine to use data
to drive interventions [6].

We also need to consider pharmacotherapies for
amphetamine use disorder. There finally is some good
news on this front: two trials of the US Food and Drug
Administration (FDA) approved antidepressant medica-
tion mirtazapine showed efficacy for reducing metham-
phetamine use among MSM in San Francisco [17,18]
and other drug trials are underway. Although mirtaza-
pine is not FDA approved for methamphetamine use
disorder, ongoing studies of mirtazapine hope to provide
data on its efficacy in broad groups of people who
use methamphetamine.
Addressing amphetamine use in a comprehensive behav-
ioral and biological manner for PWID and all populations
will be critical to achieving HIV control globally.
Noninjection amphetamine use is an important cofactor
for HIV acquisition in multiple populations around the
world [6]. Amphetamine use has been a longstanding
important risk factor for HIVacquisition among MSM and
transgender individuals and is currentlyexpanding globally,
notably in Asia [6]. Of concern is a pattern known as
‘chemsex,’ a term used to describe sex under the influence
of some psychoactive substances, including amphetamines
[19,20]. This phenomenon has been found to be associated
with higher HIV risk behavior, such as sex without
condoms and sex with multiple partners who are often not
aware of their HIV serostatus or treatment status [19,20].
Thus, the need to address amphetamine use is not only
necessary for improving the chances of achieving viral
suppression among PWID, but an important step for
combating the further spread of HIV among all at risk
populations who use amphetamines.
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