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ABSTRACT

Introduction. Real-world data on bictegravirfemtricit-
abine/tenofovir alafenamide (BIC/FTC/TAF) fixed-dose combi-
nation from resource-constrained settings like Latin America
are limited.

Material and methods. We conducted an observa-
tional retrospective cohort study of treatment-naive (TN, n=
315) and treatment-experienced (TE, n= 2356) people living
with HIV prescribed BIC/FTC/TAF in Argentina from 10/2019
to 12/2021, with 24 and 48-week follow-up data analyzed
for virological suppression, persistence, safety, and metabolic
parameters. Patient-reported outcomes were assessed via a
cross-sectional online survey.

Results. Baseline characteristics: median age 45 vyears,
72.2% male, 99.6% Hispanic/Latino ethnicity. Treatment per-
sistence at 48 weeks was 99.3% (TN) and 99.5% (TE). Virologi-
cal suppression rates (<200/<50 copies/mL) at 24 weeks were
97.4/88% (TN) and 99/97% (TE). At 48 weeks were 100/92%
(TN) and 99/97% (TE). In the TE group, triglycerides decreased
with no other lipid changes. In TN, mild total/LDL/HDL choles-
terol increases occurred. eGFR mildly decreased in both groups.
The online survey (n=536) showed 91.5% reported no medica-
tion concerns. Median quality of life scores were 90 (TN) and
88 (TE). Most reported no self-care, activity, mobility, pain/dis-
comfort, or anxiety/depression issues.

Conclusions. BIC/FTC/TAF demonstrated high persistence,
safety, virological efficacy, and favorable metabolic profile over 48
weeks. The cross-sectional survey indicated high treatment satis-
faction and good quality of life in this cohort from Argentina.
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Eficacia, sequridad y resultados reportados por
pacientes del tratamiento con la combinacion de
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alafenamida en personas que viven con VIH en
Argentina: la cohorte BICTARG

RESUMEN

Introduccion. Los datos de vida real sobre bictegravir/
emtricitabina/tenofovir alafenamida (BIC/FTC/TAF) en entornos
con recursos limitados como América Latina son escasos.

Material y métodos. Estudio observacional retrospectivo de
cohorte en personas con VIH sin tratamiento previo (ST, n=315)
y experimentados en tratamiento (ET, n= 2356) a quienes se les
prescribio BIC/FTC/TAF en Argentina desde 10/2019 hasta 12/2021,
con datos de seguimiento de 24 y 48 semanas analizados para
supresion virologica, persistencia, seguridad y parametros meta-
bolicos. Los resultados reportados por los pacientes se evaluaron
mediante una encuesta transversal en linea.

Resultados. Caracteristicas basales: mediana de edad 45 afos,
72,2% hombres, 99,6% etnia hispanaflatina. La persistencia del tra-
tamiento a 48 semanas fue del 99,3% (ST) y 99,5% (ET). Las tasas
de supresion virologica (<200/<50 copias/mL) a 24 semanas fueron
97,4/88% (ST) y 99/97% (ET). A 48 semanas fueron 100/92% (ST) y
99/97% (ET). En el grupo ET, los triglicéridos disminuyeron sin otros
cambios lipidicos. En ST, se produjeron leves aumentos de colesterol
total/LDL/HDL La tasa de filtrado glomerular disminuyo levemen-
te en ambos grupos. La encuesta en linea (n=536) mostrd que el
91,5% no reportd preocupaciones sobre la medicacion. Las pun-
tuaciones medianas de calidad de vida fueron 90 (ST) y 88 (ET). La
mayoria no reporto problemas de autocuidado, actividad, movilidad,
dolor/malestar o ansiedad/depresion.

Conclusiones. BIC/FTC/TAF demostrd alta persistencia,
seguridad, eficacia virologica y un perfil metabolico favorable
durante 48 semanas. Los resultados reportados por los pacien-
tes indicaron alta satisfaccion con el tratamiento y buena cali-
dad de vida en esta cohorte de Argentina.
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INTRODUCTION

Bictegravir/emtricitabine/tenofovir alafenamide (BIC/FTC/
TAF) fixed-dose combination (FDC) is an integrase strand inhib-
itor (InSTI)-based once-daily, single-tablet regimen for first-
line and switching antiretroviral therapy (ART) of people living
with HIV (PLWH) in clinical guidelines [1]. Supporting evidence
comes from randomized controlled trials (RCT's) involving
treatment-naive (TN) and treatment-experienced (TE) PLWH.
BIC/FTC/TAF quickly suppressed viral load, effectively main-
tained virologic suppression over time, was as well tolerated
as standard comparator regimens, had a high genetic barri-
er to resistance, and displayed improved metabolic param-
eters compared to other regimens [2-4]. While clinical trials
demonstrate efficacy under controlled conditions, real-world
evidence provides additional insights into effectiveness and
safety across broader populations in routine clinical settings
[5]. Therefore, real-world data on BIC/FTC/TAF is crucial to
complement findings from registration trials and inform evi-
dence-based use in clinical practice.

While current data on BIC/FTC/TAF largely stems from co-
hort studies in high-income regions like Europe [6-11], there
needs to be more evidence from Latin American people. Giv-
en potential differences in HIV epidemiology, exposure to
ART, adherence challenges, and metabolic profiles across Latin
American populations, generating real-world data from re-
gional cohorts would provide valuable information supporting
evidence-based use of BIC/FTC/TAF in this region.

Argentina has one of the largest HIV epidemics in Latin
America, with over 140,000 PLWH. While ART is provided free
of charge in public and private health systems, challenges per-
sist including late diagnosis and treatment initiation, subopti-
mal retention in care, and viral suppression rates [12]. There-
fore, further data on optimal ART regimens to improve the HIV
care cascade in the Argentine setting are needed. In this con-
text, this study aimed to characterize the baseline traits of PL-
WH in Argentina initiating or switching to BIC/FTC/TAF, assess
its effectiveness and safety, and ascertain the opinion of the
prescribed individuals in a real-world clinical setting.

METHODS

Study design and objectives. The BICTARG is a re-
al-world, single-center observational study evaluating the
effectiveness, safety, metabolic parameters, and patient-re-
ported outcomes of the BIC/FTC/TAF regimen among PLWH in
routine clinical practice. The objectives were:

a) To characterize the demographic and clinical profile of
PLWH initiating or switching to BIC/FTC/TAF.

b) To evaluate effectiveness by assessing virologic sup-
pression, defined as HIV-1 RNA <200 and <50 copies/mL at
week 24 and 48 after starting BIC/FTC/TAF.

¢) To characterize the tolerability and safety, including ad-
verse events at week 24 and 48.

d) To evaluate the impact of this regimen on renal func-
tion and lipid profile at week 24 and 48.

e) To evaluate quality of life and treatment satisfaction
using patient-reported outcomes (PRO) surveys among pa-
tients on BIC/FTC/TAF.

Study location, data sources and population. The study
population comprised HIV-1 infected patients aged >18 years
who initiated BIC/FTC/TAF through routine care prescription
between October 2019 and December 2021 in Helios Salud,
Argentina. Helios Salud is a private HIV care center located in
Buenos Aires city with a network all over the country. It covers
13,000 health-insured PLWH in its ambulatory program pro-
viding medical care, routine laboratory assessments and ART.

Both TN and TE subjects were included. Participants met
the following eligibility criteria: confirmed HIV-positive status
by serologic testing and detectable viral load, aged 18 years
and over, and prescribed BIC/FTC/TAF as part of routine clinical
care within the Helios Salud network. Subjects participating in
clinical trials involving BIC/FTC/TAF, and those initiating it out-
side the clinic’s network were excluded.

For the effectiveness, safety and metabolic part of BIC-
TARG, participants were identified through the institution’s
electronic medical record system InfHos®. Data on demo-
graphics, HIV history, comorbidities, ART exposure, laboratory
results and clinical events were retrospectively extracted from
medical charts by infectious diseases specialists. For laborato-
ry results, we analyzed viral load, CD4 + T-cell count, fasting
blood glucose, total cholesterol (TC), HDL cholesterol (HDL-c),
LDL cholesterol (LDL-c), triglycerides, and estimated glomerular
filtration rate (eGGR) at baseline, 24 and 48 weeks follow-up.
Effectiveness was evaluated with HIV-RNA threshold of <200
and <50 copies/mL, considering PLWH on treatment (discon-
tinuation/missing = excluded).

To evaluate PRO, we conducted a cross-sectional study
from November 2022 to February 2023 among patients on
BIC/FTC/TAF using electronic surveys sent by WhatsApp®. The
following validated Spanish PRO instruments were implement-
ed: 1) The HIV Symptom Distress Module (HIV-SDM) assessed
symptom burden; 2) The EuroQol five-dimension questionnaire
(FQ-5D-51) evaluated health-related quality of life; and 3) The
HIV/AIDS-targeted quality of life questionnaire (HAT-Qol short
form) measured multidimensional impacts of HIV on quality of
life. Participants completed the surveys directly without inter-
vention from the study staff.

Study data were collected and managed using RED-
Cap (Research Electronic Data Capture, Vanderbilt University,
Nashville, TN, USA) electronic data capture tools hosted at
Fundacion Helios Salud [13]. PRO and cohort study databas-
es were independent, data was anonymized, and information
could not be matched.

Statistical analysis. Statistical analysis utilized descrip-
tive and analytical approaches. Categorical variables were
described using absolute and relative frequencies. Continu-
ous variables were described using medians with interquartile
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Table 1 Baseline characteristics of PLWH initiating or switching to
BIC/FTC/TAF fixed-dose combination in the BICTARG cohort,
Argentina.
) N TE
N (%) or median (IQR) R 1= 2356
Male sex 253 (80.3) 1,675 (71.1)
Age, years 37 (30-45) 46 (38-53)
HIV-1 RNA <50 copies/mL 5(2) 1,799° (89)
CD4 count, cells/uL 329 (171-505) 621 (436-843)°
Comorbidities® 35% 63.8%
Dyslipidemia 17 (10.2) 696 (37.3)
Hypertension 12 (7.2) 320 (17.1)
Obesity 15(9) 307 (16.5)
Participant reason for initiating or switching to B/FTAF?
Simplification NA 1,267 (54.8)
Prevention of toxicity NA 556 (24.1)
ART toxicity NA 453 (19.6)
Virological failure NA 46 (2)

NA: not applicable; IQR: interquartile range; PLWH: people living with HIV; TN: treatment-naive; TE:
treatment-experienced; ART: antiretroviral therapy; ®n= 2022 with available data; °n = 1998; “sample size of
166 for TN and 2265 for TE with available data; “sample size of 1895 TE with available data.

ranges (IQRs) and compared by the Mann-Whitney U test for
differences between groups. All tests were two-sided, and a
p-value less than 0.05 was considered significant. Variables
with missing values were excluded from the analysis. Graphical
techniques visualized key results. Analysis used Stata version
14. (STATA/MP 14.0 for Windows).

Ethical statement. The study protocol was reviewed and
approved by the Comité de Etica en Investigacion Clinica (CEIC)
in Buenos Aires, Argentina. For the retrospective component
analyzing existing medical record data, a waiver of informed
consent was granted as this involved no direct patient con-
tact. For the PRO measures, electronic informed consent was
required and obtained as the first question before participants
completed the surveys.

RESULTS

Effectiveness, safety and metabolic impact. The study
encompassed 2671 PLWH, with 315 being TN and 2356 TE. The
median age at baseline was 37 years for TN individuals and 46
years for TE, with the majority being male and 99.6% of His-
panic/Latino ethnicity, as detailed in Table 1. In the TE group,
the primary reasons for switching treatment were simplifica-
tion and toxicity prevention, with a median (IQR) of prior an-
tiretroviral regimens being 2 (1-3). Prior ARTs predominantly
involved as anchor drug boosted protease inhibitors (Pl's)
(38.2%, mostly ritonavir-boosted darunavir and atazana-
vir), non-nucleoside reverse transcriptase inhibitors (NNRTIs:

34.3%, mostly efavirenz, and nevirapine) and InSTls (21.9%,
mostly raltegravir).

After 24 weeks, 99.9% of TN and 99.6% of TE subjects con-
tinued on BIC/FTC/TAF therapy. Similarly, at the 48-week mark,
99.4% of TN and 99.5% of TE individuals remained on this reg-
imen. Adherence levels, immunological status, and virological
suppression rates at both time points are outlined in Table 2.

Discontinuations at 24 weeks (absolute numbers) were 1
for TN and 8 for TE, with reasons including intolerance (n = 1),
renal toxicity (n = 1), weight gain (n = 1), patient preference
(n = 1), and other causes (n = 4). At the 48-week assessment,
overall discontinuation rates were 10 (1 for TN and 9 for TE),
primarily due to weight gain (n = 2), hepatic toxicity (n = 1),
patient preference (n = 1), other causes (n = 3), and unknown
reasons (n = 3). The overall prevalence of adverse events at the
end of the study was low at 1%. No virological failures were
detected throughout the study period.

Baseline metabolic parameters were available for 1542 TE
PLWH. No statistically significant differences were observed at
24 and 48 weeks in the median values of blood glucose, total
cholesterol (TC), high-density lipoprotein cholesterol (HDL-c),
and low-density lipoprotein cholesterol (LDL-c). A decrease in
triglyceride levels was observed (136 mg/dL vs. 123 mg/dL, p
<0.001), as illustrated in Figure 1. In contrast, among the TN (n
= 87 with available data), slight increases were observed in the
median TC, HDL-c, and LDL-c levels at 24 weeks (158 mg/dL vs.
175 mag/dL; 38 mg/dL vs. 42 mg/dL; 95 mg/dL vs. 106 mg/dL,
respectively; p <0.05) and in TC and HDL-c at 48 weeks (158
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Rates of adherence (pharmacy
withdrawals), virologic suppression and
immunological status at 24 and 48
weeks in PLWH initiating or switching
to BIC/FTC/TAF fixed-dose combination
in the BICTARG cohort, Argentina.

Table 2 ‘

™ TE

24-week follow-up N=190 N=1,610
Adherence 99.9% 99.6%
Viral load <200 ¢/mL 97.4% 99%
Viral load <50 ¢/mL 88% 97%
CD+ T-cell/uL (median, IQR) 468 (288-702) 628 (461-838)
48-week follow-up N= 131 N= 1,464
Adherence 99.4% 99.5%
Viral load <200 ¢/mL 100% 99%
Viral load <50 ¢/mL 9200 97%

CD+ T-cellfuL (median, IQR) 550 (374-797) 642 (470-857)
PLWH: people living with HIV; TN: treatment-naive; TE: treatment-experienced

mg/dL vs. 169.5 mg/dL; 38 mg/dL vs. 41 mg/dL, respectively,
p <0.05), while fasting blood glucose and triglyceride levels
remained unchanged (Figure 2). Both groups documented a
slight decrease in the estimated glomerular filtration rate at 24
and 48 weeks (p<0.001).

Patient reported outcomes. The survey was adminis-
tered to 1500 PLWH on therapy with BIC/FTC/TAF. The response
rate was 35.7% (n=536). Eighty-one respondents (15.1%)
received BIC/FTC/TAF as initial treatment, while 455 (84.9%)
switched to BIC/FTC/TAF. The majority, 72%, were male, and
53.8% identified as non-heterosexual. The median age was
48 (40-56) years. HIV-1 RNA was suppressed <50 copies/mL
in 91.9% of respondents, and 69.5% had a CD4+ T-cell count
>350 cells/mm3. Sixty-five percent had been taking BIC/FTC/
TAF for at least one year.

Regarding treatment satisfaction, 91.5% reported no con-
cerns with their medication. The median quality of life (Qol)
score was 90 (IQR: 77-100) for those initiating and 88 (IQR:
75-98) for those who switched to BIC/FTC/TAF.

The majority reported no difficulties with self-care, activ-
ities of daily living, and mobility as shown in Figure 3. Seven-
ty-eight percent expressed overall life satisfaction. Absence of
pain or discomfort was reported by 74%, while 56.4% reported
no anxiety or depression. Concerning body alterations, 88%
described no weight or muscular mass loss concerns, whereas
62% reported no issues with weight gain or fat accumulation.
Overall medication worries were low (Figure 4).

DISCUSSION

This study presents a substantial real-world cohort of
PLWH from Argentina who receive BIC/FTC/TAF therapy, pro-

viding valuable insights into the tolerability, effectiveness,
metabolic impact and patient’s perspective. The demographic
characteristics of the PLWH here align with the epidemiolo-
gy of the HIV epidemic in Argentina and Latin America more
broadly, with a high proportion of men and young adults rep-
resented [14,15].

The majority of PLWH in this study had previous exposure
to ART. Similar findings have been reported across different
cohorts examining BIC/FTC/TAF as a switch option for TE per-
sons. The frequency of TE in our cohort is comparable to rates
between 80-90% noted in other studies [6,9,11,16]. The specif-
ic prior regimens taken by PLWH vary across different coun-
tries and regional contexts. In our cohort, regimens containing
Pls and NNRTIs were most common, whereas others reported
higher rates of InSTIs between 60-800%. This is consistent with
the trends in ART prescription in Latin America [17].

Documented reasons for switching antiretroviral regimens
include simplification, improved tolerance, prevention of ad-
verse events or toxicity, and drug-drug interactions, among
others. As prior regimens in BICTARG contained primarily Pls
and NNRTIs, known concerns like high pill burden and inter-
actions with co-medications likely motivated many of the
switches. These motivations align with those reported across
European and other regional cohorts [9,11].

Notably, a substantial proportion of PLWH in our cohort
had comorbid conditions at the time of BIC/FTC/TAF initiation,
including about 60% of the TE subgroup. The most frequent
comorbidities were dyslipidemia, hypertension, and obesity.
Similar patterns have been reported in other cohorts, with
neuropsychiatric conditions, dyslipidemia, and hypertension
being most common [6,9,11]. TE PLWH tend to have a high-
er frequency of comorbidities compared to treatment-naive
PLWH. Given BIC/FTC/TAF favorable safety profile and limited
drug interactions, it remains an appropriate choice for PLWH
with one or more comorbid conditions requiring polypharmacy
[18].

This study found a high rate of viral suppression at both
6 and 12 months in TN individuals. This rate was even higher
among those with previous ART exposure. These real-world ef-
fectiveness results align with observations from other cohort
studies, which have also shown higher rates of viral suppres-
sion in TE patients, with approximately 92-949% suppressed at
6 months and around 96% at 12 months. For TN individuals,
the viral suppression rates tend to range from 80-85% at 6
months, and then reach up to >90% by the 12-month time
point [4,6,9,11,19].

Our cohort demonstrates a remarkably low rate of treat-
ment discontinuation at 6 and 12 months, highlighting the
tolerability of BIC/FTC/TAF. Clinical trials have consistently
reported a low prevalence of discontinuation due to adverse
events, typically 2% or less. The most commonly observed ad-
verse events were related to gastrointestinal and neuropsychi-
atric disorders [2,4]. On the other hand, real-world data show
a discontinuation prevalence between less than 2% and 3.5%,
predominantly due to gastrointestinal and neuropsychiatric
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Figure 3

Responses to EuroQol Five-Dimension questionnaire in people living with HIV under

BIC/FTC/TAF therapy in Argentina (n = 536).

"IT WAS HARD TO TAKE MY MEDICACTION"

"TAKING MY MEDICATION MADE IT DIFFICULT
FOT ME TO LIVE A NORMAL LIFE"

"TAKING MY MEDICATION CAUSED ME
UNPLEASANT SIDE EFFECTS"

"I WAS CONCERNED ABOUT THE EFFECTS THE
MEDICATION MIGHT HAVE ON MY BODY"

"l WASN'T SURE WHY [I'M TAKING
MEDICATION"

H Never

W Rarely mSometimes

m Almost always m® Always

Figure 4
Argentina (n = 536).

side effects, weight gain, and renal complications. These find-
ings underscore the overall favorable tolerability profile of BIC/
FTC/TAF-based regimens, albeit with varying discontinuation
rates across different cohorts, likely influenced by factors such
as study design, population characteristics, and regional varia-
tions in clinical practice [7,10,11,16].

There are ongoing questions about the metabolic effects,
particularly on serum lipids, of the BIC/FTC/TAF. This study
found differential lipid changes between the TN and TE patient
groups. In the TN patients, we observed increases in choles-

HIV/AIDS medication worries in people living with HIV under BIC/FTC/TAF therapy in

terol levels at both 6 and 12 months of treatment. This aligns
with the clinical trial findings of lipid changes seen in those
initiating BIC/FTC/TAF. Real-world evidence also links the in-
itiation of this regimen to rises in total and LDL cholesterol.
The lipid changes observed, while statistically significant, may
not be of sufficient magnitude to warrant clinical concern or
intervention. In contrast, the TE patients showed reductions
in triglyceride levels. This is consistent with clinical trials and
observational studies, which have resulted in declines in total

60f 8


https://paperpile.com/c/I8dvml/IJXi+L1bx+Uf7D+cvlC

D. Cecchini, et al.

Effectiveness, safety, and patient-reported outcomes of treatment with bictegravir/femtricitabine/tenofovir

alafenamide fixed-dose combination in people living with HIV in Argentina: the BICTARG cohort

cholesterol, triglycerides, or both, especially when switching
from protease inhibitor-based therapy [7,16,20,21].

As treatment guidelines emphasize achieving the "fourth
90" goal of good health-related quality of life, considering
PROs along with standard efficacy endpoints is crucial for se-
lecting optimal HIV treatment strategies [22]. Our study shows
that after initiating or switching to BIC/FTC/TAF most real-world
PLWH reported high treatment satisfaction and an absence of
physical or psychological symptoms or alterations in activities
of daily living. Despite lack of a comparator group, the results
align with a secondary analysis by Wohl et al. of two phase 3
trials that also demonstrated a lower prevalence symptoms that
negatively affect quality of life with BIC/FTC/TAF compared to
ABC/DTG/3TC over 48 weeks in both treatment-naive and viro-
logically suppressed PLWH [23]. Our study also supports findings
in asiatic population: Chen et al. (2023) examined PROs of vi-
rally suppressed PLWH in Taiwan who switched to BIC/FTC/TAF.
The investigators found that after 48 weeks of switching to BIC/
FTC/TAF, the overall bothersome symptom burden decreased sig-
nificantly in both prevalence and severity, suggesting potential
benefits of switching to BIC/FTC/TAF in virally-suppressed PLWH.
The improvement was more pronounced in participants who
switched from elvitegravir-based regimens compared to dolute-
gravir-based regimens [24].

This study has several limitations that must be acknowl-
edged. Firstly, the research was conducted in a private clinic
setting, which may limit the generalizability of the findings to
PLWH from other healthcare settings or centers. However, it is
important to note that in Argentina, the BIC/FTC/TAF regimen
is not available in the public health system. Secondly, the ret-
rospective design of the study raises concerns about the com-
pleteness and variability of the available data: analyses were
done considering participants with available data and on treat-
ment. Thirdly, the lack of a comparator group further limits the
interpretability of the results in the context of other therapeutic
options. Additionally, the PROs were not linked to the clinical
and metabolic data and also lacked a comparator group or a
baseline survey in the experienced PLWH, which could have pro-
vided valuable insights. Despite these limitations, this study has
several strengths. It is one of the largest real-world cohorts of its
kind, comprising a homogeneous population of Hispanic-Latino
ethnicity. This unique population offers important observations
into the baseline characteristics, metabolic profiles, and partici-
pant's perspective of this ethnic group, which may differ from
other cohorts with diverse backgrounds and heritage. The avail-
ability of metabolic data and the analysis of PROs, an aspect of-
ten overlooked in other observational studies, further enhances
the study's significance.

In conclusion, the findings from this real-world cohort
study conducted in Argentina demonstrate that the BIC/FTC/
TAF regimen exhibited favorable safety and efficacy profiles
with high persistence and overall treatment satisfaction, both
in treatment-naive and experienced PLWH.
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