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ABSTRACT

Introduction: The use of antiretroviral therapy (ART) in HIV management has closed
the gap in life expectancies between Persons Living with HIV (PLHIV) and the general
populace, leading to longevity among PLHIVs. However, increased life expectancies
or longevity do not translate to better treatment satisfaction and Quality of Life (QoL).
Available literature indicates a divergence in findings with regards the effect of ART
on patient satisfaction levels and QoL. With dolutegravir (DTG)-based regimens
currently the mainstay of HIV management, there is the need to ascertain effects of
DTG on patient satisfaction and QoL among PLHIV. Thus, the aim of this study is to
review the existing literature and pool the patient satisfaction levels and QoL among
PLHIV exposed to DTG. Methods: This is a systematic review and meta-analysis.
Study outcomes will be the mean values of the QoL, as well as the proportions, odds
ratios and risk ratios of patient satisfaction with DTG. Searches will be conducted on
PubMed and Scopus databases, with search period limited to the last 10 years. Studies
that reported on the effect of DTG on our outcomes of interest will be included. For
studies where the study population was exposed to other integrase strand transfer
inhibitors or other ART classes, we will collect data separately for the outcomes of
those exposed to DTG and those of the comparator. Also, included studies will be peer-
reviewed articles that utilized standardized assessment tools to evaluate QoL among
PLHIV exposed to DTG. Conversely, this review will exclude case studies,
commentaries, editorials, and all forms of reviews. The study will employ the Preferred
Reporting Items for Systematic Review and Meta-analysis checklist. Data extraction
and screening will be conducted by 4 independent reviewers. Quality assessment will
be conducted using the Newcastle Ottawa Scale. Further, narrative synthesis will be
conducted as well as a random effect meta-analysis to pool estimates of patient
satisfaction and QoL among PLHIV. All statistical analysis will be performed using
the R Studio v 4.2.1. Results: Findings from this study will be presented at relevant
theme-specific conferences and published in a peer-reviewed journal.
Conclusion: Given the global adoption of DTG-based regimens as the mainstay of
current treatment guidelines, a comprehensive systematic review focusing on the
effects of DTG on patient satisfaction and QoL is required. This study will represent
the first study to present the estimates of patient satisfaction levels and QoL among
PLHIVs exposed to DTG. Our review will provide a background for clinical decision-
making and patient-centred policies. Protocol Registration: This systematic review
and meta-analysis protocol was registered on 6 February 2025 on PROSPERO with
the identification number, CRD42025643301.
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Introduction

The introduction of antiretroviral therapy (ART) in
the management of the Human Immunodeficiency
Virus (HIV) has over the years reduced the mortality
and morbidity associated with the disease [1].
Currently, there are an estimated 29 million out of
37 million persons on ART, with evidence showing
that Persons Living with HIV (PLHIV) on long term
ART have almost similar life expectancy to that of
the general populace [2]. ART typically comprise the
backbone of two nucleoside reverse transcriptase
inhibitors and either a non-nucleoside reverse
transcriptase (NNRTI), a protease inhibitor or
integrase strand transfer inhibitor (INSTT). In recent
years, HIV treatment guidelines have incorporated
INSTI because of their relatively few adverse effects
and minimal drug interactions [3].

Raltegravir, the first approved INSTI, though well-
tolerated has the shortcomings of twice-daily dosing,
with potential consequences for medication
adherence. Another recently approved INSTI,
elvitegravir, though available as a single-tablet
regimen, is associated with significant drug-drug
interactions as well as a low genetic barrier to the
development of resistance [4]. In 2018, the World
Health Organization (WHO) recommended the
combination of the INSTI, dolutegravir (DTG) with
two NNRTIs as the preferred first-line regimen for
PLHIV initiating ART. Additionally, the WHO
recommended DTG as second-line regimen for
individuals who had failed on a NNRTI-based ART
[5]. As of 2021, more than 22 million PLHIV had
transitioned to DTG-based ART [6]. This
recommendation was enabled by overwhelming
evidence that DTG-based combinations led to higher
viral suppression as well as improved adherence
because of the convenience of its single-tablet
regimen, suggesting improved patient satisfaction.

Patient satisfaction is defined as “an individual’s
cognitive evaluation of and emotional reaction to,
his or her health-care experience” [7]. Essentially,
patients who experience or perceive improvement in
their condition tend to be satisfied with therapy or
care and vice versa [8]. Therefore, it forms a critical
component in the management of chronic conditions
as it influences health outcomes [9,10]. For instance,
high levels of satisfaction with ART are associated
with improved medication adherence, which could
in turn lead to improved virological suppression [11].
Hence, indications are that determining the level of
patient satisfaction with DTG-based regimens as

well as factors associated with patient satisfaction are
essential for optimizing treatment strategies.
Importantly, there are suggestions that there exists a
solid relationship between patient satisfaction and
quality of life (QoL), with dissatisfied patients often
having poor QoL [12].

The WHO refers to QoL as a broad ranging concept
that comprehensively evaluates a person’s physical
health, psychological state, and other aspects of life
[13]. Being a self-reported assessment, QoL is
subjective and reflects on the perceived effects of a
disease or health intervention on an individual and
is a predictor of treatment success [13,14]. The effect
of health interventions such as ART on the QoL of
PLHIV has become pertinent as longevity due to
ART might not translate to QoL. Available literature
suggests diverse findings with regards the effect of
ART on the QoL of PLHIV. While there are settings
where ART-exposed PLHIV have shown improved
QoL, some studies on the impact of ART on QoL
have found no differences in outcomes between
ART-naive and ART-exposed persons or any long-
term improvement on QoL [15-17] Notably, a
scoping review established the debilitating effect of
HIV on the QoL of PLHIV despite exposure to ART
[18].

Given the adoption of DTG-based regimens by most
countries and its use recommended by current
treatment guidelines, a comprehensive systematic
review focusing on the effects of DTG on patient
satisfaction and QoL is required. Such a review
could present the factors influencing patient
satisfaction and QoL, further providing a solid
background for clinical decision-making and patient-
centred policies. Also, there is no existing attempt to
estimate the effects of DTG on patient satisfaction
and QoL on a global scale. Hence, quantifying the
level of patient satisfaction and QoL per DTG would
present the overall impact of DTG on both
outcomes. Further, this would allow policymakers
note the global disparities of the effect of DTG on
patient satisfaction and QoL among PLHIV. Thus,
we aim to systematically review the exiting literature
that presents estimates of the impact of DTG on
patient satisfaction and QoL among PLHIV.
Additionally, we would conduct a meta-analysis to
present estimates of the effects of DTG on our
outcomes as well as perform a subgroup analysis to
ascertain the factors influencing patient satisfaction
and QoL among PLHIV.



Review questions The conduct of this systematic
review and meta-analysis is premised on the
following questions:

1. What is the aggregate level of patient
satisfaction and QoL among PLHIV
exposed to DTG?

2. What are the factors influencing patient
satisfaction and QoL among PLHIV
exposed to DTG?

Methods

Search Strategy

The Search would be conducted on PubMed and
Scopus databases to cover for the period of 1 January
2015 to 1 January 2025. Keywords identified will
be: Dolutegravir, quality of life and patient satisfaction.
MMA and HI would independently develop and
implement all search strategies. For quality of
life and patient satisfaction, we would search for peer-
reviewed, published systematic review and
operationalise the key words [19-21]. The complete
search strategy is detailed at Annex 1. MMA, HI,
SM and CN would screen the articles on Microsoft
Excel by removing all duplicates as well as reading
the title and abstracts of the papers. For the articles
that meet our inclusion criteria, the screening team
would read the full text to determine whether to
finally include it. Where there is a disagreement,
another reviewer, RJ would break the tie. This
systematic review and meta-analysis protocol is
registered on PROSPERO with the identification
number CRD42025643301.

Eligibility Criteria

This review would include peer-reviewed original
studies that used assessment tools to evaluate QoL
and patient treatment preferences among patients
exposed to DTG. For studies where the study
population was exposed to other INSTIs or other
ART classes, we will collect data separately for the
outcomes of those exposed to DTG and those of the
comparator. Where comparisons were done between
DTG-exposed and DTG-naive populations, we
would report both. Conversely, we would exclude
the following types of publications: case studies,
commentaries, editorials, and all forms of reviews.
Further, articles lacking assessment tools to evaluate
QoL will be excluded. The study will employ the
Preferred Reporting Items for Systematic Review
and Meta-analysis checklist (Page et al., 2021).
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Data Extraction and Quality Assessment

The following data would be extracted from each of
the included studies: first author and publication
year, country, study design, sample size, mean age
of participants, and percentage of females. Further,
period of DTG exposure, the assessment tools used
for QoL, and patient satisfaction would be extracted.
Reported outcomes of the study would also be
collected. The Newecastle-Ottawa Scale would be
used to assess for quality of the included studies. The
Scale assigns a maximum of 9 points based on the
selection, comparability, and outcome parameters.
Quality assessment would be performed by two
independent authors (MMA and IKI). Any
uncertainty would be resolved by contacting a third
reviewer, Al

Data Synthesis and Analysis

Outcomes considered would be the mean values of
the QoL validated tools as well as proportions, odds
ratios and risk ratios of patients’ satisfaction with
DTG use. Results for QoL and patient satisfaction
would be pooled in a meta-analysis if at least two
studies reported the outcomes, and if data were
reported consistently enough for analysis to be
feasible. Otherwise, results would be synthesised
narratively. Where meta-analyses will be performed,
we will wutilize the standard random-effects
DerSimonian-Laird  meta-analyses.  Subgroup
analysis will be performed for the different
geographic regions, age, sex and DTG exposure
period. Statistical heterogeneity will be assessed
using the 12 statistic. We will visualise the funnel
plots to ascertain publication bias. All analyses will
be conducted on the statistical environment
RStudio, version 4.2.1 (RStudio, 2024).

Ethics statement

No ethics review was required as the study involved
an analysis of published studies. However, we have
registered the protocol in PROSPERO

Discussion

This systematic review and meta-analysis protocol
will provide a detailed summary of the levels of
patient satisfaction and QoL among PLHIV exposed
to DTG and DTG-based regimens. Findings from
this review will be discussed in the context of the
existing literature on effects of ART on patient
satisfaction and QoL. We will also present the
implication of our findings for clinical practice by



comparing our results with that of similar studies
that focused on other ART regimens. By including
high-quality studies, we will make robust
recommendations to support policy promulgations
for enhanced patient care. Through the identification
of factors influencing patient satisfaction and QoL,
findings from this study will have the potentials to
update recommendations for clinical practice. We
also aim to present significant findings that are
reported in the included studies to identify future
research and practice directions.

Potential Strength and Limitations

This systematic review and meta-analysis would
represent the first study to synthesise evidence on the
impact of DTG on the level of patient satisfaction
and QoL globally, providing broader implications
for clinical practice and patient care for PLHIV. Our
study would not apply restrictions to language,
providing a wider and comprehensive search of the
literature. Further, we have registered this review
work on PROSPERO, to curtail any chance of
researcher bias. Also, by including only high-quality
studies, we would be providing robust evidence on
the effect of DTG on our outcomes. Nevertheless,
we anticipate some limitations in this study. First,
due to variations in the use of QoL and patient
satisfaction instruments, there could be a high level
of heterogeneity across the studies which may pose a
challenge to definitive conclusions. However, we
will conduct subgroup analysis to identify potential
sources of heterogenicity as well as present findings
as a narrative synthesis to support our statistical
analysis. Second, the search of literature on only two
databases presents the potential of missing out on
some studies, leading to publication bias. However,
we would ascertain this with the test for publication
bias via visualization of the funnel plot. We would
aim to report all potential limitations at the end of
this study.

Conclusion
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