High Willingness to use Injectable Antiretroviral Therapy among Women who have been Lost to
Follow-Up from HIV Programmes: A Nested Cross-Sectional Study.
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Abstract
Objectives

Efforts to achieve zero transmission of HIV to infants born to women living with HIV in sub-
Saharan African are undermined by high rates of loss to follow up in Prevention of Vertical
Transmission (PVT) programs. The fear of HIV status disclosure by discovering pill bottles at
home is a major contributor. Injectable antiretroviral therapy (ART) has proven to be efficacious
in clinical trials and is discreet, offering a potential solution. We investigated the knowledge and
willingness to use injectable ART among women who were lost to follow up from the PVT
programme in Uganda.

Methods

Women were traced by nurse counselors and knowledge and opinions relating to injectable ART,
including willingness to use it when it becomes available, were collected. Generalized linear
models were used to determine predictors of willingness to use injectable ART.

Conclusion

Among 1023 women registered between 2017 — 2019 under the PVT programmes in Kampala
and Wakiso districts, Uganda, 385 (38%) were lost to follow up from care and 22% of these
(83/385) were successfully traced and interviewed. Only 25% (21/83) had heard of injectable
ART. Over half (55%, 46/83) were very willing to use injectable ART, 40% (33/83) were
somewhat willing and four (5%) were not willing. Those who associated ART tablets with
disclosure risk were more willing to consider injectable ART (adjusted OR 4.21; 95% CI 1.45-
12.19; P=0.008).

We report high willingness to use injectable ART associated with fears that ART tablets caused
potential for HIV status disclosure. Injectable ART could be a solution for women that have
challenges with disclosure.



Introduction

Despite the rapid expansion of HIV programmes including the prevention of mother-to-child
transmission (PVT), in 2019 8% [6—10%] (1) of babies born to women living with HIV
(WLHIV) in sub-Saharan Africa HIV positive. Data suggests that one of the main factors for
children infected is women discontinuing antiretroviral therapy (ART) (2) (1, 3). Women
disengage at different stages after HIV diagnosis but more especially during the postpartum
period (up to 53%)(4) .

Several reasons influence womens’ disengagement from HIV care and these can be broadly
categorized as; structural (e.g. transport difficulties, accessibility of healthcare facilities and
limited nuances), clinical (e.g. clinic delays, negative attitudes/experiences with healthcare
personnel and fear of drug side effects) and psychosocial (e.g. HIV stigma, disclosure and poor
family support) (5). Several studies have described that for many people living with HIV
(PLHIV) who disengage from care and do not reengage the main reasons are psychosocial
especially stigma and the fear of disclosure (5-7). Many women discover their HIV status during
mandatory HIV testing in antenatal care and need to start antiretroviral therapy (ART) urgently
to prevent vertical transmission to their offspring. They might not have time to deal with their
new diagnosis and also disclose to partners and household members (8-10). Taking tablets might
lead to unsolicited disclosure by medicine pills discovered by household members (11, 12).

Women who have disengaged from HIV care place themselves at risk of ill health, and their
nursing infants and sexual partners at risk of HIV transmission. Ortblad et al described that
despite the widespread coverage of ART, the 90-90-90 UNAIDS targets might not be reached
because of core marginalized groups that fail to engage with HIV services for several reasons
including stigma. Therefore, efforts must be directed at these groups and include novel HIV
service delivery models and new technologies such as long-acting ART (LA).

Two monthly injectable ART regimen containing cabotegravir and rilpivirine has recently been
approved for use in the USA and Europe (13, 14). Participants in studies who have used
injectable ART report high satisfaction and described it as more “discrete” than pills, with less
opportunity for stigma or discrimination or non-desired disclosure of HIV status. Given that
injectable ART is discreet it is predicted that it may offer a solution for those with adherence
challenges due to non-disclosure. (15-17).

We therefore set out to determine the knowledge about injectable ART and willingness to use it
among women disengaged from HIV care.

Method

The LOCATOR study was undertaken to locate WLHIV initiated in HIV care under Option

B + who later were lost to follow up from care, to assess their health and wellbeing and that of
their infants. Women were considered lost to follow up if they had not visited the HIV clinic
within 90 days of the last scheduled appointment and those who were traced successfully and
found not to be in HIV care were categorized as disengaged from care. The study also
determined the reasons for disengagement and willingness to return into care. Traced women



were supported to reengage in care. The current study was nested in the LOCATOR study. The
protocol was approved by the Joint Clinical Research Centre IRB (JC3517) and registered with
the National Council of Science and Technology and the office of the President of Uganda
(HS175ES).

Community tracing by trained nurse counselors used contact information including phone
numbers and physical residence addresses obtained at enrollment in HIV care. Using structured-
questionnaires, knowledge about injectable ART, HIV disclosure, experiences with use of oral
ART and willingness to use injectable ART when available, were collected. After asking about
the knowledge on injectable ART women were provided information on injectable cabotegravir
/rilpivirine including the fact that it has not yet been licensed but studies were ongoing, there
were likely to be two options available a monthly and two monthly option, there would be a need
to come into the hospital to receive these injections and side-effects included those common to
other injections like injection-site pain. Opinions on willingness to use injectable ART were
measured using a 3-point Likert scale (1= not at all, 2 = somewhat willing, 3 = very willing).

Generalized linear models were used to explore what factors were associated with willingness to
use injectable ART. Factors included age, education (categorized as primary level and below and
above primary), employment status (employed or not), marital status (living with partner or not),
whether they had ever used injectable medicines or implants before (yes or no), whether they
felt like having to take tablets caused unwanted disclosure (yes or no), whether they ever heard
of injectable ART (yes or no), the outcome of the pregnancy at enrolment into HIV care (infant
alive or dead) and whether they have any child (yes or no) and if they had seen anyone for HIV
care since their last visit at original clinic (yes or no). Factors that were significant in unadjusted
analyses (p<0.2) were included in adjusted analyses with level of significance at 95%.

Results

Among a total of 1023 women registered between 2017 — 2019 under the PVT programmes in
Kampala and Wakiso districts, 385 (38%) had disengaged from care and 22% (83/385) were
successfully traced between June 2017 and July 2019 and interviewed in October 2019.

The population had a median age of 26 years (IQR; 23-29). Majority had an education level
above primary (49/83, 59%) and were unemployed (49/83, 59%). 88% (73/83) had a live infant
and 66% (55/83) were living with their partner. Almost half (40/83, 48.2% of the women were
not receiving HIV care since they were lost to follow from their previous HIV clinics. Only 37
women (45%) had disclosed to their sexual partner. A quarter; 25% (21/83) had heard of
injectable ART.

A high proportion of women (60/83; 72%) had experience with using other injectable
drugs/implants, mainly injectable contraceptives (70%; 42/60). The majority of women (69%;
57/83) felt that using ART tablets increased HIV disclosure risk. Women responded to
willingness to use injectable ART as follows: 55% (46/83) were very willing to use injectable
ART, 40% (33/83) were somewhat willing and four (5%) were not willing. Opinions on
willingness to use injectable ART did not differ among those engaged and those not engaged in
care (Have you seen anyone for HIV care since your last visit at original clinic, p=0.078, Table



1). We combined the outcome willing and somewhat willing to create an outcome willing with a
resultant binary outcome for willingness to use injectable ART (willing and not willing).

Before adjustment, factors that were significantly associated with willingness to use injectable
ART (p<0.2) included employment status, whether they had ever used injectable medication or
implant drugs before, whether they had seen anyone for HIV care since their last visit at original
clinic and whether they felt like having to take tablets caused unwanted disclosure (Tablel).
After adjustment for these factors, those who associated ART tablets with disclosure risk were
more willing to consider injectable ART (adjusted Prevalence Ratio [PR] 3.49; 95% confidence
interval (CI) 1.45-12.19; P=0.008).

Discussion

There was a poor knowledge of injectable ART in the population. While previous stories in the
Uganda media had publicized incoming clinical trials to be conducted on injectable ART in the
country, it is possible that this information has not been accessible to our study population (18).

We found that age was not associated with a willingness to use injectable ART after adjusting for
other factors unlike the study by Derrick ef al. where those of younger age were more willing to
switch to injectable ART from oral ART. This could be because our study population were all
relatively young (IQR; 23-29 years) and thus not our study was not adequately powered to
determine this difference. Social-economic factors like education and employment status also did
not affect willingness to use injectable ART. Other factors such as whether they had any living
child or the outcome of pregnancy at enrolment in care also did not affect willingness to use
injectable ART. Differences could also be due to the different sociocultural settings.

Contrary to our hypothesis, experience with use of injectable medication such as three-monthly
contraceptives or longer-term implants did not affect the willingness to use injectables. During
qualitative interviews with female sex workers in Tanzania and the Dominican Republic to
obtain perspectives on use of injectable ART, women drew analogies between LA ART and the
ease and popularity of injectable contraception (19).

Those who felt that using oral tablets caused unwanted disclosure were more willing to use
injectable ART. In this population where less than half had not disclosed to their partners and
were also not in care, we provide evidence that provision of injectable ART might influence
willingness to use ART and potentially return to care. Amongst non-trial participants in the USA,
women similarly expressed interest in LA injectable ART because it was discreet and prevented
unwanted disclosure reducing stigma (17).

In the study by Kerrigan and colleagues, which was one of the first to collect perspectives on
injectable ART that included a sub-Saharan African population, there were low rates of viral
suppression (72.64% of sex workers in Dominican Republic and 48.53% of women in Tanzania
were virologically suppressed). Women felt that injectable ART would reduce stigma and
discrimination. Additionally, many participants expressed the need to hide their pills from their
clients and other people in their work, households, and communities to avoid stigma,



discrimination, and potential violence. LA ART was viewed as helping to avoid those negative
situations and outcomes, since no one could discover their HIV and could improve adherence.

Women’s interests in LA ART has also been described to be related to perspectives that are
unique from men including that injectable ART allowed them carry out different gender-related
responsibilities and tasks (20). We were not able to explore these in the current study

Limitations include the small sample size which was limited by the number of women that were
traceable within the LOCATOR study and this could be the reason why we were not able to
determine any other association with willingness to use injectable ART. Larger and more in-
depth studies including in-depth interview and focus group discussions are needed in order to
understand what could potentially drive the use of injectable and other forms of long acting (LA)
as they become available.

Injectable ART will add to the options of treatments available for HIV in sub-Saharan Africa.
There was high willingness to use injectable ART in this population which may relate to fears
that ART tablets caused potential for HIV status disclosure. Injectable ART could be a solution
for women that have challenges with disclosure; it may potentially increase retention in care and
warrants further investigation in this setting. Making injectable ART available to women of
childbearing potential could enable them remain in care reducing risk of mother to child
transmission so conducting trials of safety and efficacy in women is a key priority.
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Contribution to Science

There has been a widespread roll out of antiretroviral therapy include in programs that aim to
prevent vertical transmission of HIV. However, many women living with HIV discontinue HIV
care putting their babies and sexual partners at risk. The reasons for this are varied but include
fear of unsolicited disclosure of their HIV status. Injectable antiretroviral therapy has been
described to be discreet and could potentially offer a solution for women who fear that
antiretroviral tablets increase stigma. Even as injectable antiretroviral therapy containing long-
acting cabotegravir and rilpivirine has been recently approved for use by regulatory authorities,
there is need to understand which populations would best benefit from its use. We interviewed
women who were lost to follow up from HIV care and determined their knowledge and
willingness to use injectable antiretroviral therapy when it becomes available. Many women
showed an interest in using injectable antiretroviral therapy and this was highly associated with a
fear that oral antiretroviral tablets increased HIV disclosure. This population should therefore be
further studied but also prioritized as a group that could benefit from injectable antiretroviral
therapy.
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