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Background: Bictegravir/emtricitabine/tenofovir alafenamide (B/F/TAF) is a single-tablet regimen recommended as first-line HIV
treatment in international guidelines. This analysis aimed to assess the effectiveness and safety of B/F/TAF in real-world Spanish
clinical practice.

Methods: This was an analysis of the Spanish subset from the BICSTaR study in treatment-naive (TN) and treatment-experienced
(TE) people with HIV who started treatment between November 2019 and July 2021 (European study registration: EUPAS22185). The
primary endpoint was virologic suppression (HIV-1 RNA <50 copies/mL); additional endpoints included CD4 cell count changes,
treatment persistence, adverse events, weight changes, and the 36-Item Short Form Survey mental and physical component summary
(MCS/PCS) scores at 12 months.

Results: In total, 249 people with HIV initiated B/F/TAF treatment (62 TN, 187 TE). At 12 months, virologic suppression was
achieved by 86% of TN and 98% of TE participants, with 91% of those TE participants with baseline HIV-1 RNA >50 copies/uL
achieving suppression. Median CD4 count increased by 296 cells/uL in TN (p<0.001) and 12 cells/uL in TE (p=0.302) participants.
Persistence at 12 months was high in all participants, with 95% still on treatment. Overall, none of TN and less than 3% of TE
participants discontinued B/F/TAF due to drug-related adverse events, all of which were mild or moderate. Median weight increase
was 2.9 kg in TN (p<0.001) and 1.0 kg in TE (p<0.001) participants. Median MCS scores improved in the TN group (8.4-point
increase, p<0.001) but not in the TE group (0.4-point increase, p=0.767), while PCS scores remained stable both among TN and TE.
Conclusion: These real-world findings strongly support B/F/TAF use in TN and TE people with HIV in Spain, demonstrating high
12-month persistence and effectiveness, and mental health benefits in TN participants, with minimal adverse events.

Keywords: B/F/TAF, health-related quality of life, HIV-1, prospective non-interventional cohort study, real-world evidence, virologic
suppression

Introduction

HIV is a major global public health challenge. According to the latest UNAIDS report, an estimated 39.9 million people
were living with HIV, and 1.3 million people acquired HIV, in 2023." The Spanish government reported between 136,436
and 162,307 people with HIV in 2022, which is an HIV prevalence of approximately 0.31% of the total Spanish
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population. In 2022, 2,956 new HIV diagnoses were reported in Spain, from which 49% involved late diagnosis.? Other
reports including multiple European countries have reported a similar rates of late diagnosis (52.7%).> In 2021, 306
deaths (0.7 per 1000) were due to HIV and AIDS-related complications.> Access to effective HIV prevention, diagnosis,
treatment, and care has transformed HIV into a manageable chronic health condition, enabling people with HIV to lead
long and healthy lives.*

Antiretroviral therapy (ART) is recommended for everyone with HIV, and people with HIV should start ART as soon
as possible after diagnosis, ideally on the same day.’ According to the current guidelines,® initial ART should include two
(or, in specific scenarios, one) nucleoside/nucleotide reverse transcriptase inhibitors combined with a third drug,
including integrase strand transfer inhibitors (INSTIs), which represent a significant advancement in ART and improve-
ment in HIV treatment.” The selection of a regimen should be personalized based on efficacy, side effects, dosing, drug
interactions, resistance test results, comorbidities, HBV coinfection or lack of HBV vaccination response, drug avail-
ability, cost, and pregnancy considerations.®®

Bictegravir/emtricitabine/tenofovir alafenamide (B/F/TAF) is a single-tablet regimen supported by long-term efficacy
data, with an established safety profile and a high barrier to genetic resistance.” Recommended by international guide-
lines for both treatment-naive (TN) and treatment-experienced (TE) people with HIV,> its effectiveness, safety, and
tolerability are well supported by real-world evidence, making it a reliable choice in clinical practice.'’

BICSTaR (BICtegravir Single TAblet Regimen), a multinational, observational, prospective, non-interventional
cohort study, evaluated the effectiveness and safety of B/F/TAF in TN and TE adults with HIV during routine clinical
practice. Twelve-month results for the pooled BICSTaR cohort, including 1552 people with HIV enrolled across 12
countries, have been published.'’ In the present paper, we present detailed findings from the Spanish cohort of the
BICSTaR study at 12 months, offering valuable insights into the real-world application of B/F/TAF in Spain.

Methods
Study Design and Study Population

This prospective study was an analysis of Spanish participants within the broader BICSTaR cohort. It was set in eight
geographically diverse major hospitals: Hospital Alvaro Cunqueiro (Vigo), Hospital Clinico Universitario de Santiago
(Santiago de Compostela), Hospital niversitari de Bellvitge (L’Hospitalet de Llobregat), Hospital Universitari Germans
Trias i Pujol (Badalona), Hospital Clinic de Barcelona (Barcelona), Hospital General Universitario de Alicante
(Alicante), Consorcio Hospital General Universitario de Valencia (Valencia), and Hospital Regional Universitario de
Malaga (Malaga). The study population comprised TN and TE adults with HIV aged >18 years who were starting
treatment with B/F/TAF (50 mg/200 mg/25 mg) in routine clinical care. For this analysis, we included individuals who
had started B/F/TAF between November 2019 and July 2021, with follow-up until February 2023. We collected
enrollment and study variables from routine standard care, utilizing electronic case report forms (Medidata Rave
Electronic Data Capture System; Medidata, New York, NY, USA) accessed via a secure web portal by the participating
sites.

Study Endpoints and Assessments
The primary endpoint was to evaluate HIV-1 RNA suppression, defined as HIV-1 RNA <50 copies/mL, 12 months after
initiating or switching to B/F/TAF.

Secondary objectives included change from baseline in CD4 count (Month 12) and the cumulative incidence of
investigator-assessed adverse events (AEs), serious AEs (SAEs), drug-related AEs (DRAEs), and drug-related SAEs
(Month 12).

The exploratory endpoints examined reasons for initiating B/F/TAF treatment in TN participants and switching to B/
F/TAF in TE participants. Treatment persistence and causes for discontinuing treatment were explored. The proportion of
participants discontinuing B/F/TAF within 12 months was used as an indicator of treatment persistence. Weight, body
mass index, and lipid parameters at Month 12 were also assessed. Laboratory parameters, such as total cholesterol (TC),
low-density lipoprotein cholesterol (LDL), high-density lipoprotein cholesterol (HDL), and triglycerides, were analyzed
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according to routine clinical practice using standardized methods. The TC/HDL ratio was also calculated as a marker of
cardiovascular risk.'?

Key outcomes were stratified by baseline variables of interest. Participants were categorized according to receipt of
prior treatment (TN vs TE), age (<50 vs >50 years), late HIV diagnosis (CD4 count <350 cells/uL and/or >1 AIDS-
defining event vs >350 cells/puL), or late diagnosis with advanced HIV disease (CD4 count <200 cells/uL and/or >1
AIDS-defining event vs >200 cells/uL)."

Medication adherence was self-reported using a visual analog scale [VAS] score.'* Physical and mental health-related
quality of life (QoL) was measured with the 36-Item Short Form Survey (SF-36; Version 2). The SF-36 comprises 36
questions that cover eight domains of health. Responses to the questions across these domains contribute to a physical
component summary (PCS) score and a mental component summary (MCS) score, with higher scores indicating better
health status.'

Treatment satisfaction (in TE participants only) was assessed using the HIV Treatment Satisfaction Questionnaire
status (HIVTSQs) and change (HIVTSQc) versions. The HIVTSQs is a validated 10-item questionnaire that employs an
ordinal scale (Version 2006), where a score of 6 represents high satisfaction and 0 represents low satisfaction.'®
Responses to all questions are summed to yield a total treatment satisfaction score of 0 to 60, with higher scores
indicating greater satisfaction. The HIVTSQc is a 10-item measure of relative satisfaction, where all items are rated on
a scale wherein +3 means much more satisfied now and —3 means much less satisfied now. Responses to all questions are
summed to produce a total treatment satisfaction (change) score of +30 (improvement) to —30 (deterioration). The HIV
Symptom Index (HIV-SI) questionnaire was used to assess signs and symptoms associated with HIV, with a recall period
of the previous 4 weeks. Responses to the 5-point Likert scale were dichotomized into bothersome (scores: 2—4) or not
bothersome (scores: 0—1). The overall bothersome count indicates the number of bothersome symptoms and ranges from
0 to 20."

Results were assigned to the following timepoints based on time elapsed from the start of B/F/TAF treatment to the
date of sample collection: baseline, —2 months to Day 0; 3 months, 1.5 to 4.5 months; 6 months, 4.5 to 9 months; 12
months, 9 to 18 months.

Statistical Analysis

The primary endpoint was evaluated based on a missing = excluded (M=E) analysis. Participants who discontinued the
study and/or B/F/TAF before the 12-month visit window, and participants still in the study and taking B/F/TAF but
without an HIV-1 RNA value available within the visit window, were not considered (no imputation) for the M=E
analysis. For participants who discontinued B/F/TAF during study follow-up and remained in the study (as allowed by
study protocols), results collected after discontinuation of B/F/TAF were not considered for analysis.

A treatment discontinuation = failure (D=F) analysis was conducted for the primary endpoint at Months 3, 6, and 12.
The 12-month D=F analysis included participants with at least one HIV-1 RNA value recorded within the 12-month visit
window and those who discontinued B/F/TAF before the lower bound of the 12-month visit window (ie, >275 days or 9
months from baseline); in the latter case, HIV-1 RNA was imputed as >50 copies/mL. Results from participants who
discontinued B/F/TAF during the 12-month visit window were not imputed for the D=F analysis.

Descriptive analyses were used to describe population baseline characteristics. For categorical variables, the numbers
and percentages of individuals were reported, including the 95% confidence intervals (Cls). For continuous variables, the
mean, standard deviation (SD), minimum, first and third quartiles (Q1, Q3), median, maximum, and 95% CIs were
calculated. P-values and/or Cls (95% two-sided) were calculated when appropriate.

Analyses were conducted using SAS software, Version 9.4 (SAS Institute Inc., Cary, NC, USA).

Ethics Approval and Informed Consent

Written informed consent was obtained from all participants before their participation. The study was conducted in
accordance with the Declaration of Helsinki, the protocol was approved by the independent ethics committee at each
center, and the study was conducted following Ethical Guidelines for Medical and Health Research Involving Human
Subjects. Study registration: European cohort: EUPAS22185.
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Results
Baseline Characteristics
In total, 249 people with HIV who started treatment with B/F/TAF according to protocol between November 2019 and
July 2021 were included in the present analysis (Figure 1): 62 were newly diagnosed (TN) and 187 had been treated
previously with other regimens (TE). Of the 62 TN individuals, 57 (92%) were male, the median (Q1, Q3) age was 32.5
(26, 39) years, and 23 (37%) had ongoing comorbidities at baseline (3% neuropsychiatric, 3% hyperlipidemia, 7%
hypertension, 3% musculoskeletal). Of the 187 TE individuals, 148 (79%) were male, the median (Q1, Q3) age was 47
(37, 55) years, and 132 (71%) had ongoing comorbidities at baseline (17% neuropsychiatric, 23% hyperlipidemia, 12%
hypertension, 14% musculoskeletal). The median (Q1, Q3) number of treatments taken before B/F/TAF in the TE group
was 3 (2, 5). In the TE group, the reasons for switching to B/F/TAF were simplification (81/187 [43%]), side effects of
prior regimen (36/187 [19%]), and participant preferences (9/187 [5%]). Participant characteristics are listed in Table 1.
The proportion of late HIV diagnoses with advanced HIV disease (CD4 count <200 cells/pL and/or >1 AIDS-defining
event) in the TN population was 32% (19/59 participants with available data). About 50% (5/10) of TN participants aged
>50 years and 31% (16/52) of those aged <50 years present at the time of diagnosis had advanced HIV disease.

Effectiveness at 12 Months

At 12 months, 86% (48/56) and 98% (167/171) of TN and TE participants, respectively, had HIV-1 RNA <50 copies/mL
(M=E analysis, Figure 2a). Similar 12-month results were obtained in the D=F analysis (Figure 2b), where 84% (48/62)
of TN participants and 94% (167/187) of TE participants achieved HIV-1 RNA <50 copies/mL.

In TE participants, virologic suppression was achieved in 91% (10/11) of individuals with HIV-1 RNA >50 copies/
mL at baseline. TN participants with a late diagnosis and advanced HIV disease (CD4 count <200 cells/pL and/or >1
AIDS-defining event) achieved less virologic suppression (<50 copies/mL): 11/17 (65%) with a late HIV diagnosis
compared with 35/37 participants (95%) with no late HIV diagnosis.

Enrolled Population
N=265

Reasons for exlusion?:
- IC ‘Initiating treatment with B/F/TAF in accordance with the SmPC’ not met n=1

— - No information available related to B/F/TAF administration or B/F/TAF never taken n=1
- No follow-up form completed®: n=16

Included Population

N=249
ART-naive ART-experienced
participants participants
n=62 (25%) n=187 (75%)

Figure | Participant Flow.
Notes: *More than one reason may apply for one person. Among 3-month, 6-month, and |2-month follow-up forms.
Abbreviations: ART, antiretroviral therapy; B/F/TAF, bictegravir/emtricitabine/tenofovir alafenamide; IC, inclusion criterion; SmPC, Summary of Product Characteristics.
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Table | Baseline Demographic and Clinical Characteristics of Study Participants

Characteristic

TN (n=62)

TE (n=187)

Male, as defined by participant, n (%)

57 (91.9)

148 (79.1)

Age (years), median (QI, Q3)
<50 years, n (%)

325 (26.0, 39.0)
52 (83.9)

47.0 (37.0, 55.0)
106 (56.7)

Weight (kg), median (QI, Q3)

71.2 (64.0, 81.0)

76.5 (65.2, 85.0)

Age at HIV diagnosis (years), median (QI, Q3)

32,0 (26.0, 39.0)

32.0 (27.0, 38.0)

Any comorbidities/co-infections ongoing at 23 (37.1) 132 (70.6)
B/F/TAF initiation, n (%)
Neuropsychiatric 232 32 (17.1)
Hyperlipidemia 232 43 (23.0)
Hypertension 4 (6.5) 23 (12.3)
Osteopathic 232 27 (14.4)
Chronic hepatitis B 3 (48) 4 (2.1)
Chronic hepatitis C 1 (1.6) 6 (3.2)
Receiving concomitant medication, n (%) 17 (27.4) 78 (41.7)
Number of prior regimens, median (QI, Q3) - 3.0 (2.0, 5.0)
History of virologic failure on any regimen, n (%) - 18 (9.6)*
HIV RNA viral load (log,o copies/mL), median 4.71 (3.70, 5.32) 1.48 (1.28, 1.69)
(Ql,Q3)
>100,000 copies/mL, n/N (%) 19/61 (31.1) 0/180 (0)
<50 copies/mL, n/N (%) 1/61 (1.6) 167/180 (92.8)

CD4 count (cells/uL), median (QI, Q3)

338.0 (147.0, 490.0)

773.1 (596.5, 954.5)

Late HIV diagnosis, n (%)

CD4 <200 cells/uL and/or 2| AIDS-defining Event 17 (27.4) -
CD4 <350 cells/pL 31 (50.0) -
2| primary resistance mutation,® n (%) 6 (10.5)° 8 (4.3)¢
Reason for switching to B/F/TAE® n (%)
Simplification - 81 (43.3)
Participant preferences - 9 (4.8)
Side effects of previous ART - 36 (19.3)
Other - 70 (37.4)

Notes: *|2 (6.4%) are unknown. °For TN and TE participants, data were not available for 43.9% and 63.1%,
respectively. “IS4L/M/V, 184V, VIO6M/A, KIOIE/R M4IL, KIO3N/S. ®Y188L, GI90A/S/E, L9OM, MI84V/l, L210W,
T215Y/F, VIO6M/A, KIOIE/P, M4I1L, KIO3N/S (a person may have more than one mutation). “Participants may have
more than one reason for starting treatment with B/F/TAFE.

Abbreviations: B/F/TAF, bictegravir/emtricitabine/tenofovir alafenamide; Q, quartile; TE, treatment-experienced; TN,
treatment-naive.

Immunologic Outcomes
Median (Q1, Q3) CD4 counts increased by 296 (169, 446) cells/uL (p<0.001) in TN participants and by 12 (=94, 110)
cells/uL (p=0.302) in TE participants (Table 2).

Persistence and Adherence

At Month 12, persistence was high, with 236/249 (95%) participants still on B/F/TAF: 61/62 (98%) TN participants and
175/187 (94%) TE participants. Self-reported medication adherence (measured by VAS score among TE participants)
was high at baseline (mean [SD]: 95% [15%]; n=158) and remained high at Month 12 (97% [5%]; n=171) (Table 2).

HIV/AIDS - Research and Palliative Care 2025:17 https: 411



Inciarte et al

A TN TE
100% 0 o
o0 86,5% 84.8% 85.7% 100% 96.4% 93.1% 97.7%
80% 90%
< 70% 80%
S I 70%
g 60% 2 60%
£ ° £ 40%
o 30% & 30%
20% 13,5% 15,2% 14,3% 20%
12:;0 10% 3.6% 6.9% 239,
’ 3 months 6 months 12 months 0% 3 months 6 months 12 months
m < 50 copies/mL 2 50 copies/mL
TN TE
B 100% 100%  95.5% o1.4% 93.8%
90% 84.9% 83.0% 84.2% 90%
80% 80%
9 70% . 10%
g 60% 2 50%
c [2]
g 50% T 50%
L 40% S 40%
£ 30% 5 30%
20% 15.1% 17.0% 15.8% 20%
10% 10% 45% 8.6% 6.2%
0% 0%
3 months 6 months 12 months 3 months 6 months 12 months

Figure 2 Effectiveness in TN and TE Participants. (A) Missing = excluded analysis at 3, 6, and 12 months. (B) Treatment discontinuation = failure analysis at 3, 6, and 12
months.

Notes: Window periods were defined as follows: 3 months = |.5 to 4.5 months; 6 months = 4.5 to 9 months; 12 months = 9 to 18 months.

Abbreviations: TE, treatment-experienced; TN, treatment-naive.

Safety

AEs were reported in 21/62 (34%) and 88/187 (47%) of TN and TE participants, respectively, while 1/62 (2%) of TN
participants and 15/187 (8%) of TE participants reported DRAEs (Table 2). All DRAEs were considered mild or
moderate. Five TE participants (3%) experienced DRAEs that led to discontinuation of B/F/TAF. The reasons for
discontinuation are shown in Table 3.

There were small changes in fasting lipids from baseline, with small reductions in the TC/HDL-C ratio. In TN
participants, all lipid fractions increased, which were statistically significant for TC (+0.73, p<0.001), LDL (+0.35,
p<0.001), and HDL (+0.26, p<0.001). In TE participants, statistically significant decreases were observed TC (—0.21,
p<0.012), LDL (—0.26, p=0.007), and triglycerides (—0.14, p=0.009) (Figure 3).

Median (Q1, Q3) weight increase at 12 months was 2.9 (0.5, 5.6) kg for TN participants (n=49, p<0.001) and
1.0 (-1.0, 3.0) kg for TE participants (n=126, p<0.001) (Table 2). Weight gain of >5% relative to basecline
occurred in 22 TN (45%) and 23 TE (18%) participants; weight gain of >10% occurred in 10 TN (20%) and 4 TE
(3%) participants. Two TN (4%) and 14 TE (11%) participants lost >5% of their weight relative to baseline.

Patient-Reported Outcomes

At baseline, SF-36 PCS scores were high and did not change significantly after 12 months. Changes in the SF-36 MCS
score showed statistically significant improvement from baseline in the TN group after 12 months, with a median (Q1,
Q3) increase of 8.4 (1.4, 12.4; p<0.001) (Table 4). In the TE group, the MCS score remained stable.
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Table 2 Summary of Outcomes at 12 Months

TN (n=62) TE (n=187)

CD4 change from baseline (cells/pL), median (QI, Q3) | 296 (169, 446) | 12 (94, 110)
Adherence to B/F/TAF: VAS score (%), mean (SD) 97 (6) 98 (5)
Weight change from baseline (kg), median (QI, Q3) 2.9 (0.5, 5.6) 1.0 (-1.0, 3.0)
Summary of AEs through 12 months, n (%)
Participants with 21 AE 21 (33.9) 88 (47.1)
Participants with 2| DRAE I (1.6) 15 (8.0)

Mild AE I (1.6) 11 (5.9)

Moderate AE 0 (0.0 421

SAE* 0 (0.0 0 (0.0
DRAEs in >1% of participants

Weight gain I (1.6) 3 (1.6)

Headache 0 (0.0) 3 (1.6)

Notes: *Seriousness criteria: led to death, life-threatening, initial/prolonged hospitalization, persistent or
significant disability, or other significant medical event.

Abbreviations: AE, adverse event; B/F/TAF, bictegravir/emtricitabine/tenofovir alafenamide; DRAE, drug-
related adverse event; SAE, serious adverse event; TE, treatment-experienced; TN, treatment-naive; VAS,

visual analog scale.

Table 3 Reasons for B/F/TAF Discontinuation
Through 12 Months
TN (n=62) | TE (n=187)
Any discontinuations I (1.6) 12 (6.4)
DRAE* 0 (0.0 5(2.7)
Participant decision 0 (0.0) 3 (1.6)
Death 0 (0.0 | (0.5)
Investigator’s decision I (1.6) I (0.5)
Lack of efficacy 0 (0.0) I (0.5)
Data missing 0 (0.0) I (0.5)

Notes: Data are presented as n (%). If several events with the same
preferred term have been reported for the same person, they are
counted once for that term. *Asthenia (n=1), fatigue (n=1), weight
gain (n=2), headache (n=1).

Abbreviations: B/F/TAF, bictegravir/emtricitabine/tenofovir alafena-
mide; DRAE, drug-related adverse event; TE, treatment-experienced;
TN, treatment-naive.

Overall bothersome symptom count decreased in TN participants, from a median (Q1, Q3) of 4.0 (2.0, 8.0) at baseline
by —1.0 (5.0, 1.0; p=0.047) at 12 months, but did not change significantly in TE participants (Table 4).

In TE participants, the median (Q1, Q3) HIVTSQs score (for which the total score ranges from 0 to 66) was 55.0
(50.0, 59.0) at baseline, indicating high treatment satisfaction. Treatment satisfaction improved after switching to B/F/
TAF compared with prior treatment, with a median (Q1, Q3) HIVTSQc score (for which total score ranges from —33 to
+33) of +26.0 (18.0, 30.0) (Table 4).
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Figure 3 Absolute Values and Change in Lipid Fractions During the Treatment Period With B/F/TAF in TN and TE Participants.

Notes: N = number of participants with available data at baseline and within the follow-up time window. For people who discontinued B/F/TAF during study follow-up and
remained in the study, results collected after discontinuation of B/F/TAF were not considered for analysis. P-values were calculated using Sign tests.

Abbreviations: B/F/TAF, bictegravir/emtricitabine/tenofovir alafenamide; HDL, high-density lipoprotein; LDL, low-density lipoprotein; NA, not available; TC, total
cholesterol; TE, treatment-experienced; TN, treatment-naive; Q, quartile.

Discussion

Our study contributes to the growing body of real-world evidence on the effectiveness and safety of the antiretroviral
regimen B/F/TAF in people with HIV. This research highlights critical clinical outcomes by analyzing data from 249
people with HIV in Spain, including virologic suppression, comorbidity prevalence, and QoL improvements.

As would be expected (given the age difference), a higher prevalence of comorbidities was observed in the TE group.
This difference in baseline health status could affect treatment outcomes and highlights the need for tailored treatment
approaches.'®'? These observational cohort data provide further evidence supporting the use of B/F/TAF in clinical
practice.

The results presented for the subpopulation of Spanish centers from the BICSTaR study showed similar results to the
global pooled BICSTaR population.'" The high rates of virologic suppression at 12 months observed in our analysis
(86% of TN and 98% of TE participants) are in line with rates of 94% and 97%, respectively, in the pooled analysis.“
Additionally, the effectiveness of B/F/TAF has been evaluated in a systematic review and meta-analysis confirming the
results reported from randomized clinical trials, showing virologic suppression rates of 80% (95% CI: 0.72-0.86%) in
TN participants at Week 24 and 95% (95% CI 0.93-0.97%) in TE participants at Week 48.2
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Table 4 Patient-Reported Outcomes at Baseline and 12 Months

TN
n Baseline 12-Month Change P-value
SF-36* PCS score 37 57.4 (54.7, 59.4) —0.1 (4.3, 4.9) 1.000
SF-36® MCS score 37 44.0 (38.2, 52.6) 84 (1.4, 12.4) <0.001
HIV-SI® overall bothersome symptom count | 47 4.0 (2.0, 8.0) —1.0 (-5.0, 1.0) 0.047
HIVTSQ - - - -
TE
n Baseline 12-Month Change P-value
SF-36 PCS score 102 55.9 (50.9, 59.0) 0.1 (4.2, 2.8) 1.000
SF-36" MCS score 102 48.1 (39.7, 55.4) 0.4 (-6.8,4.7) 0.767
HIV-SI® overall bothersome symptom count | 146 5.0 (1.0, 7.0) 0.0 (-3.0, 2.0) 0.149
HIVTSQ - 55.0 (50.0, 59.0)[n=183; HIVTSQs] | +26.0 (18.0, 30.0)[n=141; HIVTSQc?] -

Notes: Score values are shown as median (QI, Q3). *SF-36: median scores >50 indicate better-than-average function; increased change scores indicate improvement.
PHIV-SI: indicates the number of bothersome symptoms and is ranged from 0 to 20. HIVTSQs: ranges from 0 to 60 (baseline); the higher the score, the greater the
satisfaction with treatment. “HIVTSQc: ranges from —30 to +30 (12 months); the higher the score, the greater the improvement in satisfaction with treatment; the lower
the score, the greater the deterioration in satisfaction with treatment; a score of 0 represents no change.

Abbreviations: HIV-SI, HIV Symptom Index; HIVTSQs/c, HIV Treatment Satisfaction Questionnaire: status/change version; MCS, mental component summary; PCS,
physical component summary; Q, quartile; SF-36, 36-ltem Short Form Survey; TE, treatment-experienced; TN, treatment-naive.

In the current population, although the proportion of TN participants with a late diagnosis was lower than was seen in
other cohorts, we found a higher proportion of participants with a late diagnosis in the subgroup of older participants,
consistent with previous studies.?' The lower suppression rate in late-diagnosed TN in our study, compared to the high
rates observed in other BIC/FTC/TAF studies on advanced disease, may be explained by small sample variability,
baseline immune status, higher viremia, and adherence.”? Late HIV diagnosis is associated with increased morbidity,
mortality, and healthcare costs.*>* Effectiveness at 12 months was higher in participants without a late HIV diagnosis
than in those who presented with advanced disease, drawing attention to the importance of early diagnosis and treatment
initiation in HIV management.*’

As expected, CD4 cell count improved with B/F/TAF treatment in TN participants and, to a lesser extent, TE
participants. These findings align with the known benefits of ART, indicating restoration of immunologic function.?*’

Persistence was high in both TN and TE participants. This is in agreement with a previous analysis, which also
showed that participants initiating B/F/TAF were less likely to discontinue their regimen compared with other
regimens.”® It is important to note the potential variability in real-world adherence and management practices that
might affect outcomes. Future studies could benefit from a comparative analysis of observational versus controlled trial
settings to better understand these dynamics.

No new or unexpected safety findings were reported; AEs or deaths were similar to the pooled BICSTaR
population.'" Our study identified small, non-clinically relevant variations in fasting lipids with respect to baseline,
especially among TN participants, with a small improvement in the TC/HDL-C ratio, a cardiovascular risk indicator with
greater predictive value than isolated parameters used independently.”’ However, after 12 months of treatment, median
values in TN participants remained lower than those observed in TE participants. As expected, changes in lipid
parameters were less pronounced in TE than in TN participants. However, we did observe small decreases in all lipid
parameters, including a decrease in the TC/HDL-C ratio.

Previous studies have suggested that INSTIs, including bictegravir, are associated with greater weight gain than other
antiretroviral agents.’*>' Additionally, switching from tenofovir disoproxil fumarate (TDF) to TAF has been linked to
weight gain in people with HIV.*> However, recent comprehensive analyses of major clinical trials indicate that TDF-
based regimens, particularly when combined with efavirenz (EFV), tend to attenuate weight gain, while dolutegravir,
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bictegravir, and TAF can be considered neutral and not a cause of excessive weight gain.>® It is important to note that no
causal relationship between ART and weight gain has been established as the observed weight changes are multifactorial,
influenced by the “return to health” effect in TN participants and the weight-suppressing effects of prior ART regimens
such as TDF and EFV.** Our study data on B/F/TAF align with these recent findings, showing weight gain in both
groups, although further studies may be needed to assess whether these changes translate into significant metabolic
effects. People with HIV may continue to experience poorer health-related QoL than the general population despite
virologic suppression.*® In our study, the improvement in SF-36 MCS scores on TN participants might reflect the
psychological benefits of ART initiation, which reduces anxiety, depressive symptoms, and uncertainty related to
untreated HIV (A). Conversely, the stable scores in TE individuals are expected, as most mental health gains occur at
treatment start, and long-term ART users generally show limited additional improvement due to already stabilized well-
being and persistent comorbid or psychosocial stressors. The decrease in bothersome symptom count in TN participants
and the positive change reported in the TE group regarding treatment satisfaction further support the acceptability and
QoL benefits of B/F/TAF.

As with all observational cohorts, this study has several limitations, including potential confounding due to its non-
randomized design, and, as a single-arm, uncontrolled study, it cannot establish causal associations with B/F/TAF usage.
Selection bias may also play a role as clinics were not chosen randomly to participate in the study. The M=E approach for
effectiveness analysis may have resulted in an overestimation or underestimation of treatment effects due to systematic
differences between participants with and without reported viral loads. While this analysis offered detailed insights into
the treatment of HIV in Spain, its findings are constrained by limitations in statistical power given the relatively small
study population compared with the overall BICSTaR study population. Reliance on self-reported measures for
adherence and treatment satisfaction introduces the possibility of recall bias or social desirability effects. However,
data were collected using rigorous, homogeneous, and standardized procedures, reducing the possible reporting biases on
a large sample across a broad range of populations. Despite these limitations, the study offers valuable insights into the
effectiveness and safety of B/F/TAF in a real-world clinical setting, enhancing our understanding of HIV management in
the Spanish population.

Conclusion

This real-world study demonstrated that B/F/TAF is a highly effective and well-tolerated treatment option for both TN
and TE participants across diverse groups, and improvements in patient-reported outcomes further support the real-world
tolerability and acceptability of B/F/TAF.
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