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Abstract

Background—Transgender women (TGW) consistently show lower adherence to antiretroviral
treatment (ART), than cisgender people (CP) living with HIV. This study examined
sociodemographic and psychosocial factors associated with gender identity among individuals
disengaged from HIV care in Argentina.

Methods—Data for this study was obtained at baseline from the Conexiones y Opciones
Positivas en la Argentina 2 (COPA2) study. Forty-one TGW and 360 CP (177 male, 183 female)
disengaged from HIV care completed questionnaires assessing sociodemographic information,
severity of depressive symptoms, substance and alcohol use, patient-provider relationship quality,
self-efficacy, ART adherence motivation, self-reported adherence, and treatment-related factors.
Analyses included chi-square tests exploring the association between categorical variables and
gender identity, and ANCOVAs comparing groups controlling for age.

Results—Being a TGW was associated with having only public health insurance; substance
use, particularly cocaine; substance-related problems; and hazardous drinking. TGW showed

“Pablo D. Radusky, pablo.radusky@huesped.org.ar.

Ethical Approval All procedures performed in studies involving human participants were in accordance with the ethical standards of
the institutional and/or national research committee and with the 1964 Helsinki declaration and its later amendments or comparable
ethical standards. This article does not contain any studies with animals performed by any of the authors.

Informed Consent Informed consent was obtained from all individual participants included in the study.
Conflict of Interest The authors declare no competing interests.



1duosnuen Joyiny 1duosnuey Joyiny 1duosnue Joyiny

1duosnuen Joyiny

Radusky et al.

Page 2

more negative consequences related to substance use, more hazardous alcohol use, lower patient-
provider relationship quality, and lower self-reported adherence, than CP.

Conclusions—Harm reduction should be a key component in HIV care for TGW to address
substance use. Health care teams should receive formal training in patient-provider communication
skills and trans-specific competencies to enhance TGW'’s adherence and retention. Public policies
to address structural factors that negatively affect TGW’s adherence to ART are also needed.
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Introduction

Adherence to antiretroviral treatment (ART) and retention in HIV care are vital to achieve
viral suppression and optimize health and quality of life of people living with HIV (PLWH),
reducing transmission to others. Of the approximately 129,000 PLWH in Argentina in 2018,
an estimated 80.2% had been diagnosed; of these, 83.5% were on ART, and only 67.8%

of those on ART had a suppressed viral load of < 50 copies/mL, despite universal access

to HIV care at no cost [1]. Clearly, increased efforts are needed to optimize both treatment
uptake and retention in HIV care among PLWH from Argentina.

Socially marginalized groups, such as transgender women (TGW), may have challenges
to adhere to ART that are specific to their circumstances. Several studies have found an
association between engagement and retention in HIV care and gender identity. TGW are
less adherent to ART and are at increased odds of not achieving durable viral suppression,
compared to cisgender people [2-4]. This is likely the result of multiple interacting
individual (e.g., mental health outcomes, substance use) and sociostructural factors (e.g.,
stigma and discrimination, context of vulnerability, barriers to access to health care) [5, 6].

Research suggests that some factors are common to cisgender PLWH and others are
unigue to TGW. Among cisgender PLWH, mental health problems, specifically depression,
and substance use may be the most prominent [7-9], including among Argentine PLWH
[10, 11]. However, exposure to gender identity stigma increases prevalence of depressive
symptoms and substance use in TGW [12, 13]. Depression is a highly prevalent mental
health problem among TGW worldwide [14], including Argentina [15], with rates that
significantly exceed those of cisgender people [16]. Substance and alcohol use is also high
among Argentine TGW [15], as it is a frequent strategy to cope with stigma, violence, and
social exclusion [17]. Given this, it is possible that the negative impact of these two factors
(depression and substance use) on engagement in HIV care may be significantly stronger in
TGW, compared to cisgender PLWH. In addition, other individual factors that are common
to TGW and cisgender PLWH can also affect adherence to ART, such as self-efficacy, a
sense of personal competence, and the ability to integrate ART into the daily life [18-20].

Other factors unique to TGW may negatively impact their retention in HIV care, as well.
Gender identity stigma and discrimination from health care workers have been associated
with avoidance of seeking health care among TGW in Argentina [21]. Similarly, research
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suggests that TGW report fewer positive patient-provider interactions in comparison with
cisgender patients [19]. Overall, transphobic experiences are negatively associated with
adherence to ART [6, 22], as well as concerns about adverse interactions between ART and
hormone therapy when TGW prioritize gender affirmation [6, 23, 24]. Gender affirmation
is the interpersonal process through which a person’s gender identity and expression

are socially recognized and supported [25]. Medical, psychological, and social gender
affirmation are significantly associated with psychological well-being and better quality of
life among TGW [26]. This may contribute to explain why gender-affirming health care and
hormone therapy were identified as primary health concerns in this population, over ART
[27].

Reduced levels of retention in HIV care among TGW are particularly concerning as this
population has the highest HIV prevalence among all key populations in Argentina (34%)
[1]. Additionally, barriers to access formal employment result in economic hardship and
engagement in survival sex work, usually in street-based settings [28, 29]. In that context,
TGW are exposed to high levels of violence and abuse that undermine the implementation of
safer sex behaviors [30]. This, in combination with depression and substance use, increases
HIV transmission risk behaviors [31]. Studies have shown that TGW who engage in such
behaviors are more likely to exhibit high levels of depression and to report having used
substances before or during sexual intercourse [32]. Optimizing TGW’s retention and
engagement in HIV care to reach viral suppression is fundamental, both to improve the
health of this population and, at a public health level, to achieve the 90-90-90 targets (i.e.,
90% of all PLWH knowing their status, 90% of those diagnosed receiving ART, and 90% of
those treated achieving viral suppression) [33, 34].

Therefore, identifying factors associated with lower retention in HIV care among TGW,
compared to cisgender PLWH, is especially relevant in Argentina. Despite this, to our
knowledge, local studies on TGW disengaged from HIV care are scarce. The present

study sought to examine sociodemographic and psychosocial factors associated with gender
identity among individuals disengaged from HIV care in Argentina.

Participants were 360 CP and 41 TGW living with HIV disengaged from HIV care recruited
from seven clinics in four Argentine urban centers: three public hospitals’ Infectious
Diseases Units, and four private clinics. The urban centers were located in four different
provinces in Argentina and were among those with highest HIV prevalence. Inclusion
criteria for both groups were (1) to be 18 years of age or older, (2) to have been diagnosed
with HIV for more than six months, (3) to have a recent viral load of > 500 copies/mL after
> 6 months of ART prescription, and (4) to be lost to care (i.e., 3 missed pharmacy pickups
in the last 6 months, or had not attended a physician visit in the last 12 months).
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Materials and Measures

Adherence to ART—A Visual Analog Scale (VAS), ranging from 0 (0%) to 10 (100%),
was used to assess self-reported adherence to ART [35]. Participants were requested

to indicate what proportion of their medication they had taken over the past 4 weeks.
Participants who take more than one pill per day responded about each pill individually (for
up to 3 pills). Then, an average VAS adherence score was calculated from the VAS responses
for each medication. For this sample, internal consistency was good (a = 0.87).

Depressive Symptoms—The Beck Depression Inventory-I1 (BDI-II) [36], which has
been validated in Argentina [37], was used to measure the severity of depressive symptoms.
A cutoff score of = 20 indicates moderate to severe depressive symptoms. The BDI-I1 total
score had good internal consistency (a = 0.88). Suicidal thoughts were evaluated with the
corresponding item from the BDI-I1. Scores different from 0 in this item were considered as
indicators of presence of suicidal thoughts in the last 2 weeks.

Substance Use—The 10-item Drug Abuse Screening Test (DAST-10) [38, 39] was
administered to assess substance use (excluding alcohol and tobacco) and substance-related
problems in the past 12 months, using dichotomic responses (yes/no). Each item answered
“yes” receives one point, except for item 3 (“Are you always able to stop using drugs when
you want t0?”), which is reverse scored. Point values are added to obtain a total score. A
cutoff score of = 3 was used as indicator of possible substance abuse or dependence, or of
substance-related problems. Internal consistency for the current sample was acceptable (a =
0.70). Participants responded the questionnaire only once for all the types of substances that
they may have used in the last 12 months. Additional questions gathered information about
type of substance used.

Alcohol Use—The 10-item Alcohol Use Disorders Identification Test (AUDIT) [40] was
used to assess alcohol use and alcohol-related problems. A cutoff score of = 8 was used

as indicator of hazardous alcohol use. Data indicated good reliability for this measure (a =
0.81).

Patient-Provider Communication—The Prerana Interview [41] is a 10-item
questionnaire that was used to assess the participants’ feelings toward and experiences

with their health care provider (e.g., “Do you feel that your doctor really listens to your
concerns?”). Each question is responded with a 4-point scale, ranging from 0 (“Never”) to 3
(“Every time”). Higher scores indicate higher patient-provider relationship quality. Internal
consistency for this sample was good (a = 0.80).

Self-Efficacy—The HIV Treatment Adherence Self-Efficacy Scale (HIV-ASES) was used
to evaluate adherence self-efficacy [42]. Participants responded to its 12 items (e.g., “In

the past month, how confident have you been that you can integrate your treatment into
your daily routine™) using a scale of 0 (“cannot do at all”) to 10 (“completely certain can
do”). Higher scores represent higher self-efficacy. The HIV-ASES total score had excellent
reliability for the current sample (a = 0.92).
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ART Adherence Motivation—The motivation section of the LifeWindows Information—
Motivation—Behavioral Skills Adherence Assessment Questionnaire (LW-IMB-AAQ) [43]
was administered to measure motivation to adhere to ART. It comprises 10 items (e.g., “I

get frustrated taking my HIV medications because | have to plan my life around them”)

that are responded using a 5-point scale ranging from 1 “strongly disagree” to 5 “strongly
agree.” Higher scores are interpreted as higher ART adherence motivation. Data showed that
reliability for this scale was acceptable (a = 0.72).

Sociodemographic Characteristics and Additional Information on Mental
Health and Adherence—A questionnaire was designed to collect sociodemographic
characteristics, and information on mental health history, engagement in and adherence to
HIV care. Sociodemographic characteristics included age, educational level, occupational
status, gender identity, and type of health insurance. A set of questions explored

mental health history (i.e., lifetime history of severe depression, severe anxiety, and
suicide attempts), by self-report. Participants were asked to report whether they had ever
experienced what they would describe as severe depression or severe anxiety. To collect
information on engagement in and adherence to HIV care, participants were requested to
indicate the number of times they stopped taking ART for more than 3 months, stopped
visiting the health care provider for more than 12 months, and did not attend the health care
service when supposed to in the last 12 months.

This study analyzes baseline data drawn from the Conexiones y Opciones Positivas en

la Argentina 2 (COPAZ2) study, a longitudinal cluster-randomized clinical trial of physician-
delivered motivational interviewing to improve adherence and retention in HIV care among
patients who were re-engaging in it [44]. Thus, as previously mentioned among the inclusion
criteria, all participants were lost to care at the moment of these assessments (i.e., baseline),
which were conducted before re-engagement in HIV care and any intervention. Approval
was obtained from the affiliated US Institutional Review Board (IRB) and ethics committees
at all participating Argentine sites. All participants signed informed consent prior to
enrollment and study-related assessments. Before consenting to participate, information

on study procedures was provided and the confidentiality of study records was assured.
Participants were recruited between August 2017 and June 2019.

An audio computer-assisted self-interview (ACASI) system was used to administer the
sociodemographic and psychosocial questionnaires to enhance disclosure, reduce social
desirability bias, and accommodate all literacy levels. The process of translation and
adaptation of materials to the local context has been described in Sued et al. [44]. If a
participant reported current suicidal ideation and/or had a BDI total score of = 20, the
ACASI system alerted study staff at the end of the interview. These identified participants
were assessed for suicide risk by a health care provider, and referral to mental health
services was facilitated to those who required it.
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Statistical Analyses

Results

Statistical analyses were assisted by the Statistical Package for the Social Sciences

v24. Frequencies, percentages, means, and standard deviations were used to describe
participants’ characteristics. Associations between categorical variables and gender identity
were explored using chi-square tests. One-way ANCOVA was run to analyze the difference
between TGW and CP on adherence to ART, depressive symptoms, substance and

alcohol use, self-efficacy, patient-provider communication, and ART adherence motivation,
controlling for age. This was the only relevant sociodemographic variable in which both
groups showed a significant difference. For depressive symptoms, substance and alcohol use,
dichotomized scores (using cut-offs) were used for the chi-square tests, whereas continuous
total scores were introduced in the ANCOVA. P< 0.05 were considered statistically
significant.

Descriptive Statistics and Variables Associated with Gender Identity

Sociodemographic characteristics, stratified by gender identity, are shown in Table 1.
Regarding the level of educational attainment, a considerable proportion of each group
(34.7% for CP, 41.5% for TGW) had not completed high school or secondary education.
Around only half of the CP (55.8%) reported to be employed, though that proportion
decreased to 43.9% for TGW. However, differences between groups in these two variables
were not significant. Almost all TGW had only public health insurance (95.1%, public
hospital or health care center). Being a TGW was significantly associated with having only
public health insurance (p < 0.001) (Table 1). TGW were significantly younger (4399) =
3.215, p<0.001). TGW’s mean age was 33.43 (SD = 8.84), vs. 39.14 years (SD = 10.96) for
CP. Among CP, 50.8% (7= 183) were female and 49.2% (n= 177) were male.

For mental health indicators, almost one-quarter of the participants in each group met
criteria for moderate to severe depressive symptoms. Around half of the participants in each
group reported lifetime history of severe depression (42.2% for CP, 51.2% for TGW) and
anxiety (50% for CP, 51.2% for TGW). More than one-quarter of TGW had attempted
suicide at least once in their lifetime (26.8%). The proportion of participants reporting
suicidal thoughts in the previous 2 weeks was similar for both groups (21.4% for CP, 22%
for TGW). No mental health indicator was found to be associated with gender identity
(Table 1).

Regarding substance use, TGW reported higher use of substances, in general (24.2% for CP,
73.2% for TGW), and of cocaine, in particular (47.1% for CP, 76.7% for TGW) in the last

6 months. More than one-third of TGW (39%) met criteria for substance-related problems
and almost one half met criteria for hazardous alcohol use (46.3%). Being a TGW was
significantly associated with use of substances (p < 0.001), particularly cocaine (p = 0.005),
in the last 6 months. Furthermore, TGW were more likely to meet criteria for the presence of
substance-related problems (p < 0.001) and for hazardous drinking (p = 0.001).
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ANCOVAs Comparing Transgender and Cisgender Participants

When controlling for age, TGW showed more substance use and substance-related problems
(H1,398) = 26.999, p< 0.001), more hazardous alcohol use (A1,398) = 14.198, p<

0.001), lower patient-provider relationship quality (A1,398) = 7.805, p = 0.005), and lower
self-reported adherence to ART (A1,398) = 5.725, p=0.017), than CP. On the other hand,
the number of times that CP stopped taking ART for more than 3 months since they started
was significantly higher (A1,398) = 7.435, p=0.007). No significant differences were
found by gender identity in other adherence indicators, depressive symptoms, self-efficacy,
and ART adherence motivation (Table 2).

Discussion

The present study sought to examine sociodemographic and psychosocial factors associated
with gender identity among individuals disengaged from HIV care in Argentina. Being a
transgender woman was associated with having only public health insurance, substance use,
particularly cocaine, in the last 6 months, and hazardous drinking. Furthermore, transgender
women disengaged from HIV care reported lower adherence to ART, experienced more
negative consequences related to substance use, more hazardous alcohol use, and a poorer
patient-provider relationship than cisgender participants disengaged from HIV care.

Consistent with research conducted elsewhere, Argentine TGW disengaged from HIV care
reported lower adherence to ART than their cisgender counterparts [2, 4, 19]. However, CP
reported having stopped taking ART for more than 3 months significantly more times than
TGW. This possibly indicates that CP tend to be less consistent and interrupt HIV care more
frequently than TGW. On the contrary, TGW who engage in HIV care may tend to persist in
it with less interruptions. One possible explanation could be that due to its high prevalence
among TGW, HIV may be more present and visible for them, who probably know more
than one peer living with it. Thus, they may be more aware of and exposed to the negative
consequences of non-adherence and more prone to stay engaged once they start treatment.

As observed in similar studies [19], TGW disengaged from HIV care were significantly
younger than CP with the same status regarding HIV care. Lacombe-Duncan et al. [6]
found that TGW who were not using ART were younger and living with HIV for a shorter
period of time, than those who were on HIV treatment. Additionally, TGW are frequently
expelled from their homes and school early in life and many engage in sex work at a

young age [29, 30], which increases exposure to HIV. On that line, research suggests that
HIV acquisition often occurs early among TGW, during adolescence or shortly after [45].
Considered together, these pieces of evidence may contribute to explaining the difference
of average age between TGW and CP disengaged from HIV care. They may also possibly
explain the difference in the average number of times that participants of each group stopped
taking ART for more than 3 months. These results could suggest that CP may have been on
ART longer, and therefore, they may have switched treatment more often within that period
of time.

In the present study, TGW disengaged from HIV care were more likely to have only
public health insurance and less likely to have additional private or employer-provided
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health insurance. This situation may be associated with the self-reported low level of
adherence in this group, compared to their cisgender counterparts. Having only public
health insurance may actually be an indicator of socioeconomic vulnerability and economic
instability, as private or employer-provided health insurance is usually received through
formal employment in Argentina. Structural factors, such as socioeconomic problems
resulting from a context of stigma and discrimination, have been previously identified as
barriers to engagement and retention in HIV care among TGW [6]. On the other hand,
Argentina provides free public health insurance coverage to all its citizens regardless of
income and, therefore, grants universal access to ART and HIV care through the public
health system. Lack of private or employer-provided health insurance should not be a
barrier to access. However, despite being at no cost, public health care is not always easily
accessible to TGW in Argentina. Zalazar et al. [46] explored barriers to access to an
Infectious Diseases Service in a public hospital in Buenos Aires. They identified structural
(e.g., overcrowded service, difficulties to get an appointment with the provider, long waiting
lists) and social (e.g., stigma and discrimination from health care staff) barriers to access.
Thus, barriers to access include both private and public health care when access to the public
system is challenging and economic hardship impedes paying for private insurance.

In relation to the social barriers to access health care, previously mentioned, TGW in this
study exhibited poorer patient-provider relationship quality than CP disengaged from HIV
care. This may also have a differential negative impact on TGW’s adherence to ART.
Previous studies have found that TGW reported significantly fewer positive interactions with
their health care providers [19]. As mentioned before, stigma and discrimination from health
care workers have also been associated with avoidance of seeking health care and noted as a
barrier to access among Argentine TGW [21, 46].

Hazardous alcohol use and problems related to substance use were associated with gender
identity, being higher among TGW disengaged from HIV care. High rates of substance

use have been observed among TGW both in international [47] and local settings [15].
According to researchers, substance use may be a frequent strategy to cope with the stigma,
violence, and socioeconomic hardship that TGW experience [17]. Substance use has been
linked to lower adherence to ART among Argentine PLWH, regardless of gender identity
[10]. However, higher rates of substance use among TGW, in comparison with CP, may
interfere with adherence to ART and engagement in HIV care even more.

Mental health indicators (severity of depressive symptoms, suicidal thoughts, and lifetime
history of severe depression, anxiety, or suicide attempts) were not associated with gender
identity. In contrast with previous research [16], no difference was found in levels of
depressive symptoms between TGW and CP disengaged from HIV care. However, unlike
these earlier studies, cisgender participants were all living with HIV and disengaged from
HIV care. Depression and suboptimal adherence to ART have been consistently associated
[8]. As all participants were disengaged from care, the CP participating in this study may
have had higher levels of depressive symptoms than those found in general cisgender
population and more similar to those found among TGW. Another possible interpretation of
this result is that depressive symptoms negatively affect adherence and engagement in HIV
care for most PLWH, regardless of their gender identity.
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Similarly, no differences were found in self-efficacy between TGW and CP disengaged

from HIV care, in contrast with findings from Sevelius et al. [19]. Sweeney and Vanable
have proposed that reduced adherence self-efficacy is a consequence of HIV-related stigma
that undermines PLWH’s confidence in taking the medication [20]. It is possible that both
transgender and cisgender participants may have experienced or anticipated HIV-related
stigma in a similar level, thereby reducing their adherence self-efficacy. Analogous results
were observed in ART adherence motivation. As noted, one of the inclusion criteria for this
study was to be disengaged from HIV care. Therefore, it is possible that both TGW and CP
may have been similarly motivated to re-engage and adhere to ART. However, considered

in combination with findings regarding depressive symptoms, these pieces of evidence

may suggest that certain variables may not be significantly related to gender identity, and
thus, they may be equally affected for most PLWH disengaged from HIV care. From

an intersectional approach, the HIV status may be more salient than the gender identity
regarding certain variables such as self-efficacy or ART adherence motivation, among TGW,
thus, leading to similar outcomes as those of CP living with HIV. For example, as mentioned
before, self-efficacy may be more negatively affected by HIV-related stigma than by gender
identity stigma.

This study is limited by the use of cross-sectional data which precluded causal
interpretations. In addition, adherence measurement relied only on self-report, which may
have been inflated by participant bias. Data on depressive symptoms and substance use
was also collected by self-report, and categories were defined using a cutoff score. Future
studies will benefit by having clinical assessments of these variables. A non-probability
sample, consisting exclusively of participants disengaged from HIV care, was selected.
Consequently, it may not be representative of the general population of CP and TGW,

both living with HIV or not, impeding generalization of results. Furthermore, there was
substantial heterogeneity among CP with regard to sex and sexual minority status. As this
study sought to explore the role of gender identity, comparisons were conducted between
CP and TGW. Future studies should examine differences between cisgender women, sexual
minority men, and transgender women, and could inform interventions to optimize the HIV
care continuum in gender and sexual minority populations. Additionally, comparisons that
incorporate the distinction between male and female CP may also contribute to understand
the role of sex assigned at birth or being female in adherence to ART, in future analyses.
By comparing non-adherent TGW to TGW engaged in HIV care, it would be possible

to examine if the factors associated with transgender identity in the present study are
indeed contributing to lower adherence in this population. Finally, this was an exploratory
study, and as such, may not have been powered to find significance for all aspects of

these analyses. The statistical analyses that were conducted did not allow to examine the
role of mediational variables to find more indirect or complex associations. Studies in the
future should explore, for example, the role of gender affirmation (medical, psychological,
social, and legal) and gender affirmative health care as mediational variables between
mental health indicators, substance use, and adherence to ART among TGW. Additionally,
differing sample sizes were compared; future research should expand comparisons to include
comparable numbers and enroll larger samples as appropriate. Nonetheless, this study
provides important, new information on adherence and engagement in ART among TGW,
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especially in the Argentine and South American context, where evidence is frequently
scarce. These results may also contribute to future studies that seek to identify predictors of
adherence and retention in HIV care among TGW in Argentina.

In conclusion, TGW shared most of the factors that negatively affect optimal uptake of
ART in CP. However, they also face unique challenges in adhering to ART and staying
engaged in HIV care, related to patient-provider relationship, substance use, and structural
barriers to access health care. To increase TGW’s adherence to ART and retention in HIV
care, interventions and public policies should incorporate components of harm reduction,
to address substance use, and formal trainings in patient-provider communication skills
and trans-specific competencies for health care providers. Trans-affirming HIV care, in
which providers and staff are encouraged to be welcoming and accepting of transgender
identities and aware of their specific needs, may contribute to reductions in gender identity
stigma and substance use [15], strengthening TGW’s adherence and retention in HIV
treatment. Moreover, these findings suggest that public policies and interventions to address
the structural factors that underlie TGW'’s context of exclusion and vulnerability (e.g.,
discrimination and stigma, low access to formal employment) are also needed.
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