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and a community level. As other nations grapple with
implementing other harm reduction strategies, such
as opening overdose prevention centres, providing
safe supplies, or liberalising methadone regulations,
the results of this study underscore the urgent need to
ensure access to the gold standard treatment for opioid
use disorder worldwide. We strongly encourage Russian
policy makers to consider a more pragmatic and patient-
centred and less punitive strategy to address substance
use and HIV transmission.?

The results of the LINC-Il trial, and the earlier LINC trial,
support the expansion of integrated care and strengths-
based case management for the treatment of HIV and
opioid use disorder in Russia and show a potential way
forward, despite the current lack of access to opioid
agonist treatment.® Although other work has shown
the usefulness of online platforms and other innovative
approaches for the provision of harm reduction services
in this setting, these initiatives will have limited
success without access to opioid agonist treatment.”
We commend the authors on this compelling work
and propose that the current sociopolitical instability
in Russia might provide an opportunity to reconsider
policies and address stigma surrounding treatment of
HIV and opioid use disorder. We hope that the results of
the LINC-Il trial lead to policy change and the removal of
structural barriers to ensure that people in Russia have
access to evidence-based, life-saving care in order to
stem the ongoing HIV epidemic.
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Crucial need for improved pharmacovigilance in pregnancy

Despite the fact that antiretroviral therapy is essential
for both maternal health and prevention of new
paediatric infections, information on appropriate
antiretroviral drug dosing in pregnancy is often delayed
until years after drug approval for people living with
HIV.* Pharmacovigilance to determine the safety of
drugs used in the periconception period in women of
reproductive potential or during pregnancy has been
scarce and fragmented between different data sources,
resulting in inadequate data to assess risk, particularly
for relatively rare adverse outcomes, such as fetal demise
and birth defects.?

The unexpected identification of a neural tube defect
(NTD) safety signal with periconception dolutegravir
exposure in the Tsepamo study on birth outcomes in
Botswana in 2018 brought to attention the need for
reliable data on drug safety in pregnancy and improved
surveillance systems to evaluate safety of new drugs
that will be widely used by women of reproductive
potential > Preliminary data reporting four cases of NTD
among 494 periconception dolutegravir exposures—a
prevalence significantly higher than in all comparison
groups—resulted in a 2018 safety alert from WHO
regarding dolutegravir use in women of reproductive

www.thelancet.com/hiv Vol 10 September 2023


http://crossmark.crossref.org/dialog/?doi=10.1016/S2352-3018(23)00146-7&domain=pdf

Comment

potential, recommending it be prescribed only if given
with effective contraception.* Given that the alert
was based on a small number of events from a single
study, more data were rapidly needed to support or
refute the association; however, difficulty in finding
additional data in a timely manner highlighted the
limitations of existing pharmacovigilance systems.®
With an increased number of periconception exposures
in Tsepamo accumulating over several years, the safety
signal resolved;® by late 2019, WHO recommended
dolutegravir-based antiretroviral therapy as a preferred
regimen in all adults living with HIV.

In The Lancet HIV, Athena P Kourtis and colleagues®
report on innovative use of commercial and Medicaid
pregnancy health-care claims data in the USA from
over 18 million pregnant women delivering during
2008-20, comparing incidences of NTDs and stillbirth
or pregnancy loss between women living without
and with HIV, stratified in over 13500 pregnancies
with HIV by periconceptional dolutegravir (n=1532)
and non-dolutegravir (n=12034) exposure. No
significant  differences in NTD prevalence were
observed between periconception dolutegravir exposure
versus non-dolutegravir exposure in women with
HIV, or compared with women without HIV. These
data support the Tsepamo study results, which now
includes 9460 periconception exposures. The incidence
estimates from the study by Kourtis and colleagues
provide reassurance both to pregnant women and to
health-care providers that there is not an elevated risk of
NTD among women using dolutegravir around the time
of conception.

However, despite the apparent NTD signal resolution
and revised WHO recommendations, data from sub-
Saharan Africa show that even after release of new
guidelines recommending dolutegravir in women
regardless of reproductive potential, uptake among
both pregnant and non-pregnant women has been
lower than that in men, resulting in women being
denied access to a potent and safe drug;**® for example,
in a large cohort from 59 South African clinics, women
were less likely to receive dolutegravir than were men,
with the strongest effect early during the roll-out and
among younger women.? Although the data from
Kourtis and colleagues is reassuring, they are being
published in 2023, 5 years after the original 2018
safety signal.
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As new long-acting antiretrovirals for treatment and
prevention are approved and introduced, improved
pharmacovigilance systems are necessary to continually
evaluate birth outcomes, especially for rare outcomes
that require large numbers of observations; data need
to be collected in limited-resource settings where
most pregnant women with HIV reside and most
exposures will occur. Necessary safety evidence needs
to be generated as quickly as possible as new agents
enter the marketplace. Crucial to pharmacovigilance is
the quality, interpretability, and comparability of data.
The prevalence of each outcome has a large impact on
the denominator required to understand a signal; for
example, rare events such as NTDs require surveillance
of several thousand exposures to gain adequate
precision. Standardisation of outcome definitions
within and across surveillance sites is paramount.
Having an appropriate comparison group and obtaining
denominator data is essential to understanding any
potential signal. Surveillance must include both exposed
and unexposed individuals, and normal and abnormal
findings, to be interpretable. Sentinel site surveillance,
such as the Tsepamo study, provides a cost-effective
data collection mechanism in low-resource settings,
and the analysis by Kourtis and colleagues provides
an example of an innovative way to use electronic
databases in higher-income settings to assist in
generating safety data.
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Malawi HIV progress: persistence and innovation are needed

In The Lancet HIV, Danielle Payne and colleagues' show
that there has been remarkable progress in controlling
the HIV epidemic in Malawi. HIV incidence and the
proportion of adults with unsuppressed HIV fell steeply
between 2015-16 and 2020-2021." Viral suppression
rates have increased to 87-0% (95% Cl 85-3-88.5)
among those living with HIV, reflecting gains in all steps
in the treatment cascade and viral suppression levels
consistent with exceeding the 95-95-95 goals.

These gains are the result of an impressive commitment
by the Government of Malawi and its partners to expand
access to antiretroviral therapy (ART), including through
a policy shift to immediate-start ART, interventions
to retain people with HIV on treatment, and proactive
measures to re-engage those who have been out of
care. Malawi has mounted a well managed, data-guided
public health response that has been key to its success.
Expanded HIV testing and the ongoing evolution of
treatment options have played their part, particularly
the roll out of dolutegravir, which has rapidly increased
viral suppression among people on ART.? Community
engagement has been a cornerstone of the response.

There are similar signs of progress across eastern and
southern Africa, the region that has been the most
affected by the HIV pandemic. Some authors suggested
that the 90-90-90 goals were a useful aspirational
target, but might not be achievable >* Multiple countries
now reaching these goals reflects a profound success of
public health implementation.® Payne and colleagues®
also highlight the importance of epidemic surveillance
data, particularly national surveys with HIV testing.
Since the early 2000s, surveys conducted by national
governments, demographic and health surveys, and the
Population-based HIV Impact Assessment programmes
have provided data for tracking the epidemic and
maintaining global awareness.

These successes should be celebrated in Malawi
and beyond. But there are important lessons for the
future, too. Sustained country and global commitments
are essential to end AIDS. This will require ongoing
innovation in treatment, primary prevention, prog-
ramme design, health system strengthening, and
financing and surveillance over the coming decades.

Sustaining treatment gains is essential. Payne and
colleagues' show that the cohort of those living with
HIV is ageing, highlighting the changing needs among
individuals accessing ART. HIV services will need to be
integrated within broader health systems. Countries
will need to expand options for long-term financing of
treatment. The emergence of viral strains resistant to
HIV treatments will remain a risk, and new therapies
might be needed over time. Monitoring and preventing
viral rebound and re-engaging those who drop out
from treatment will be needed. Paediatric HIV remains
a policy concern, with more to be done to make
sure children living with HIV start and remain virally
suppressed on treatment.

HIV testing programmes have focused on identifying
new cases and ensuring these individuals are linked to
treatment. There is an opportunity to additionally focus
on identifying individuals at highest risk and linking
them to HIV prevention services. Payne and colleagues
acknowledge a shortfall in achieving the first 95%
target. We urge caution in interpreting these data given
possible reporting biases. Identifying those with HIV
early and linking them to care is crucial, but so too are
efforts to retain people with HIV on treatment and find
and relink those who discontinue.

Strengthening prevention and treatment among key
populations will remain important. While treatment
expansion has driven HIV incidence declines in
recent years, improving access, choices, convenience,
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