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Abstract

Same-day initiation of antiretroviral therapy (ART), known as same-day ART, has been endorsed by the World Health Orga-
nization since 2017 as a strategy to improve treatment coverage, reduce HIV transmission, and increase the survival of people
living with HIV. This approach aims to minimize loss to follow-up (LTFU) and strengthen engagement in care, particularly in
high-prevalence settings such as South Africa. This review aims to synthesize available data on the benefits, challenges, and
impacts of same-day ART, with a particular focus on resource-limited settings. A literature review was conducted on published
studies that addressed the effectiveness, adherence, retention in care, and clinical outcomes associated with same-day ART.
The studies indicate that same-day ART is associated with a significant improvement in treatment initiation and reduced
delays in therapy. However, its success depends on several factors, including patient acceptability, healthcare system capa-
city, and the quality of psychosocial support. Increased risks of long-term LTFU have also been reported among certain
vulnerable populations. Same-day ART represents a major advancement in the fight against HIV, but its implementation
requires a contextualized approach, adequate training of healthcare providers, and strengthened psychosocial support to
ensure long-term retention in care.
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Introduction

To tackle ongoing challenges related to the initiation
of ART, the National Department of Health (NdoH)
introduced same-day initiation (SDI), which entails
beginning ART on the day an individual receives a
human immunodeficiency virus (HIV) diagnosis’. In
August 2017, a circular from the NDoH was issued,
urging all public health facilities to enhance ART initia-
tion for every individual infected with HIV, aligning with
universal test and treat (UTT) guidelines, and specifi-
cally aiming to offer SDI to those recently diagnosed
with HIV who are both clinically and psychologically
ready for lifelong ART'2. Clinical readiness involves
screening for symptoms of tuberculosis (TB) and
Cryptococcal meningitis, as it is important to postpone
the initiation of antiretroviral therapy (ART) for clients
with these conditions to reduce complications such as
immune reconstitution inflammatory syndrome (IRIS)?.
When effectively executed, streamlined delivery of care
(SDI) can help prevent the dropout of ART-eligible
clients from pre-ART services before treatment starts,
which has been an issue in various sub-Saharan
African regions, including South Africa®“. Multiple ran-
domized trials have demonstrated that rapid ART ini-
tiation offers several advantages compared to delayed
ART start, such as enhanced ART engagement by
6 months, improved retention in care after 6 months,
higher viral suppression rates at 6 months, and redu-
ced mortality risk>. Despite efforts to enhance
treatment outcomes through SDI, adverse treatment
results have still been observed in sub-Saharan Africa.
Consequently, there is a lack of developed and tested
tools in the literature that can monitor and provide close
support for newly diagnosed individuals living with HIV,
which is essential for strengthening the implementation
of SDI. This literature review, therefore, aims to explore
the benefits and limitations of SDI in South Africa, with
a focus on addressing the central research question:
What are the key factors limiting the effectiveness and
sustainability of same-day ART initiation in the South
African context?

Same-day initiation of ART

Rationale and global evidence for
same-day ART

Starting ART on the same day an individual is diag-
nosed with HIV has emerged as a critical strategy in
the global response to the HIV epidemic. This approach

aims to improve treatment uptake and patient outcomes
by minimizing delays between diagnosis and treatment
initiation. Studies have shown that same-day ART
enhances engagement in care and promotes better
health outcomes for people living with HIV (PLHIV)"8.
Notably, these studies reported no significant adverse
effects associated with rapid ART initiation in both ran-
domized controlled trials (RCTs) conducted in low- and
middle-income countries and observational cohorts in
high-income settings.

According to Glnthard et al., Bovinton et al., and
Ford et al.>'" same-day ART plays two essential roles.
First, it helps control the HIV epidemic by supporting
the principle that an undetectable viral load eliminates
the risk of HIV transmission (U = U). Second, it contri-
butes to improved individual health outcomes by
enabling early treatment. In low-resource settings,
where laboratory and baseline assessments may be
limited, same-day ART typically refers to initiating
treatment on the very day of diagnosis'. A pivotal study
by Koenig et al.”® in Haiti developed an operational
framework for implementing same-day ART. This
approach, outlined in Fig. 1, demonstrated positive cli-
nical outcomes and served as a model for rapid ART
initiation protocols in similar contexts.

Regional experiences and implementation
in Sub-Saharan Africa

Evidence from sub-Saharan Africa provides further
insight into the benefits and limitations of same-day
ART. For instance'®, evaluated the implementation of
the “Treat All” strategy in Nigeria. Their findings
revealed that patients offered same-day HIV testing
and ART initiation were less likely to attend follow-up
visits regularly compared to those who were already
aware of their HIV status before initiating ART. Only
45% of the patients in their study attended a clinic
visit in each of the four quarters during their 15t year
of treatment'?, examining ART uptake across sub-
Saharan Africa, highlighted that while many indivi-
duals are eligible for ART under the “treat-all” strategy,
a significant proportion either refuse testing or choose
not to engage in care despite knowing their status.
Thus, although same-day ART increases eligibility, it
does not automatically translate into successful long-
term engagement.

In the SADC region'®, researchers reported that a
fast-track, clinic-based ART initiation model in Lesotho
significantly improved linkage to care and viral suppres-
sion outcomes shortly after diagnosis. These findings
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Same-day HIV testing, CD4 count and physician
evaluation
| Informed consent and screening evaluation |
| Standard ART Initiation f———] Enrollment and randomization |——>] Same-day ART Initiation |
Day of presentation: First adherence counseling visit with
social worker; physician visit for ART initiation.
v
Day 3: Second adherence counseling visit with social
Day 7: First adherence counseling visit with social [Week 1] Workffr; physician V.iSit to assess for oppo@nistic
worker; physician visit to assess for opportunistic infections and provide adherence counseling.
infections and provide adherence counseling. - v - — -
7 Day 10: Third adherence counseling visit with social
Day 14: Second adherence counseling visit with social Mek_Zl Yvork;r; physician V.iSit to assess for oppo@nistic
worker; physician visit to assess for opportunistic infections and provide adherence counseling.
infections and provide adherence counseling. y —_— -
1 Day 17: Fourth adherence counseling visit with social
Day 21: Third adherence counseling visit with social [Week 3] worker and p hysic?an visit for medical assessment and
worker; physician visit for ART initiation. adherence counseling. :
Day 24: Physician visit for medical assessment and
adherence counseling.
|Week 4|
A.
Week 5: Fourth adherence counseling visit with social [Week 5}
worker; physician visit to assess for opportunistic
infections and provide adherence counseling.
[Week 6]
v
Week 7: Physician visit for medical assessment and WeekT ‘Week 7: Physician visit for medical assessment and
adherence counseling. £e adherence counseling.

Figure 1. Research interventions for standard antiretroviral therapy (ART) and same-day ART groups'®.

reinforce the potential of same-day ART when imple-
mented under well-structured protocols. In South Africa,
same-day ART eligibility is currently guided by WHO
clinical staging. Patients presenting signs or symptoms
consistent with WHO Stage 3 or 4 conditions (such as
TB or Cryptococcal meningitis) are excluded from
immediate ART initiation to avoid complications such
as IRIS. The current national eligibility framework is
illustrated in Fig. 2.

Historical context of ART initiation protocols

The initial reports of acquired immunodeficiency syn-
drome (AIDS) emerged in 1981. Since that time, HIV
infections have expanded globally, with an estimated

74.9 million individuals infected and 32 million suffering
from AIDS-related conditions'®. World Health Organization
(WHOQ)'” stated that for the first 15 years, no treatments
were effective in managing or slowing the virus’s spread.
Over the last two decades, the guidelines set by the
WHO regarding ART initiation have undergone signifi-
cant changes”. The initial guidelines, released in
2002/2003, recommended starting ART for patients with
AIDS-related conditions or a CD4 count of <200 cells/mm
(Fig. 3). At that time, available treatments were both
costly and risky'®.

As noted by Govere and Chimbari'®, delaying ART
until a CD4 count fell below 200 cells/mm3 was inten-
ded to minimize adverse effects. However, persistent
AIDS-related deaths and ART effectiveness prompted
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Figure 2. Same-day antiretroviral therapy initiation eligibility criteria in South Africa.

an increase in the CD4 threshold to 350 cells/mm? in
2006. In 2010, the limit was further raised to CD4
< 350 cells/mm?3, irrespective of the clinical stage.
Then in June 2013, the standard was adjusted to
CD4 < 500 cells/mm? for all individuals over the age
of 5 and adults, regardless of clinical conditions or
symptoms®® (Fig. 3). By 2015, the WHO and various
international organizations did away with the CD4 thres-
hold, suggesting that ART should be given to everyone,
irrespective of CD4 count or clinical stage®'. This
change resulted in the implementation of the UTT policy
by all major international organizations, including the
WHO. As reported by the WHO, adopting these

guidelines on a global scale could avert 21 million
deaths and result in 28 million fewer new infections by
20302 (Fig. 3).

Despite the progress made in HIV treatment and pre-
vention, there remain considerable disparities in the glo-
bal HIV crisis, with inequalities fueling the epidemic
worldwide, particularly in low- and middle-income coun-
tries?®. In their study, they further claim that since 2019,
ART guidelines recommend that patients should be
enrolled in treatment on the same day of their HIV status
to optimize early linkage to care and subsequently
achieve positive treatment outcomes such as retention
in care and early viral load suppression (Fig. 4).
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WHO AND HIV: 40-YEAR TIMELINE

1983/88 1991

In 1983, the HIV virus was first isolated by
Dr Frangoise Barré-Sinoussi and Dr Luc
Montagnier at the Institut Pasteur in Paris.

WHO celebrates the first World AIDS Day in
1988 acknowledging the key role of civil
society in mobilizing a global response.

Of the 28.5 miillion people living with HIV in
Africa, only 35 000 are accessing HIV
treatment.

WHO issues its first full guidelines on HIV
treatment.

WHO launches the global ‘3 by 5’ initiative,
to provide HIV treatment to 3 million people
in developing countries by 2005.

i

202

WHO worked with partners to track the impact of
the COVID-19 pandemic including understanding
implications for people living with HIV and through
tracking disruptions including in the provision of
antiretroviral therapy services.

Approximately 86% of people living with HIV
knew their HIV status, 76% were receiving HIV
treatment, and 71% were virally suppressed.

WHO publishes the first guidelines on the
clinical management of HIV infection with
disease staging. World AIDS Day 1990 calls
for a global focus on women and HIV, for their
role and contributions in the global response,
as patients and carers, and in prevention of
mother-to-child transmission.

Highly active antiretroviral therapy is first
introduced changing the mood of the HIV
response from despair to great hope.

WHO, together with 5 UN agencies, establishes
the Joint United Nations Programme on AIDS
(UNAIDS).

Only 10% of people with HIV knew of their
diagnosis in 2005. WHO recommends a
revolutionary step to offer provider-initiated HIV
testing and counselling.

HIV testing reaches 75% of people with HIV
and nearly 60% of people with HIV are
receiving treatment. Despite successes, huge
disparities still exist — many populations are
being left behind, particularly key populations.

Half of the people living with HIV are not virally
suppressed, and 1.8 million people are newly
infected every year.

The number of countries with
national AIDS programmes rises
from 7 to 130 within a year.

WHO estimates 13—14 million people are
living with HIV, with this figure projected
to reach 30—40 million by 2000.

The world is on track to achieve the
Millennium Development Goal target to
treat 15 million people with HIV by
2015.

WHO launches historic guidelines
recommending treatment for all people
living with HIV, for both prevention and
treatment outcomes.

Further innovations, including pre-
exposure prophylaxis and self-testing are
recommended.

HIV services in some communities and context
diverted in support of the multi-country mpox
outbreak.

Strategies and approaches increasingly focus
on integration, universal health coverage and
primary health care.

ENDING AIDS BY 2030
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At the end of 2022, 29.8 million of the 39 million
people living with HIV were taking antiretroviral
treatment (which means 76% of all people
living with HIV) with almost three-quarters of
them (71%) living with suppressed HIV.

Figure 3. History of HIV in the 40-year timeline?.

Current guidelines and recommendations
for ART initiation

Current recommendations regarding the initiation of
ART highlight the importance of starting treatment as
soon as an individual is diagnosed with HIV, as this
approach is crucial for enhancing the health and life
expectancy of HIV patients, as well as for preventing
the transmission of the virus to sexual partners, injec-
tion drug users, and infants. Research by Pathela et al.
and Huhn et al.?>26 indicates that rapid initiation of ART
(within 7 days of diagnosis), which may include initiating
treatment on the same day as diagnosis or during the
first clinic visit, significantly increases the chances of
patients engaging with HIV care and sustaining viral
suppression over time. Based on existing evidence,
ART should be commenced within 7 days of diagnosis,
including on the actual day of diagnosis or at the initial

clinic appointment, provided that the patient is prepared
and there are no co-occurring opportunistic infections
that could affect the timing of treatment initiation®.
Since 2019, the recommended initial ART regimens for
patients with HIV have included dolutegravir (DTG) due
to its effectiveness, tolerability, safety, high resistance
barrier, minimal pill burden, and low risk of drug—drug
interactions?®. According to Saag et al. and Garcia-Ruiz
de Morales et al.?”-?¢, a fixed dose of tenofovir disoproxil
fumarate/lamivudine (3TC)/DTG is recommended for
starting ART. According to their findings, abacavir is no
longer recommended as the first-line treatment for the
majority of HIV patients due to concerns about its link
to cardiovascular disease, the risk of abacavir hyper-
sensitivity, and the cost of HLA B*5701 testing.

When laboratory results are not available, it is recom-
mended to begin early ART with DTG/3TC/TAF*°. For
individuals with an opportunistic infection, ART should
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Figure 4. Diagram presenting the 2023 same-day antiretroviral therapy initiation guideline.

ideally start within 2 weeks of initiating treatment for the
infection unless there is evidence indicating that dela-
ying ART could pose a higher risk of morbidity or mor-
tality due to IRIS®.

The research suggests that individuals diagnosed
with active TB should commence ART within
2 weeks of starting their treatment, particularly if
their CD4 cell count falls below 50/uL®°. Furthermore,
advise that individuals with tuberculous meningitis
receive high-dose steroids alongside their TB
treatment, with ART initiation occurring within
2 weeks. In addition, individuals with Cryptococcal
meningitis who have access to close monitoring and
supportive care for potential side effects should
start ART between 2 and 4 weeks after beginning
antifungal therapy?°.

Benefits and challenges of same-day ART
initiation

The provision of antiretroviral medication (ART) to
persons infected with HIV has led to a better prognosis
of sickness, a higher quality of life, and a reduction in
HIV transmission®'. HIV-positive people who begin ART
on the same day as their HIV diagnosis, stick to
treatment, and remain in care can reduce the HIV viral
load in their serum to undetectable levels, removing the
risk of spreading HIV to others®>3. The main advan-
tage of starting ART on the same day, highlighted in

studies from South Africa and Kenya, is an increase in
prompt ART uptake®*. Nevertheless, despite improved
access to HIV testing and treatment services, the issue
of individuals discontinuing antiretroviral medication
(ART) remains a significant challenge for ART pro-
grams in low-income countries®. Their report also
emphasizes that since the same day “test and treat”
strategy is relatively new in developing nations, there
exists limited evidence regarding the effectiveness of
initiating ART on the same day as an HIV diagnosis.

The outcomes from published RCTs on same-day
ART initiation in Haiti'® and Lesotho'® are challenging
to apply to ART facilities with scarce resources for rou-
tine service delivery. Recent observational research
assessing the nationwide implementation of “test and
treat” in South Africa®® and Haiti®” revealed that although
a larger proportion of PLHIV began ART on the same
day as their diagnosis, those who started ART that day
were less likely to remain engaged in care 6 months
after initiating treatment in the 1% year of “test and treat”
implementation. Individuals who began ART on the
same day as their diagnosis had nearly 3 times the risk
of loss to follow-up (LTFU) at 6 months in comparison
to those who started ART more than 7 days prior®. In
addition, another study also reported that individuals
who initiated ART on the same day had higher odds of
LTFU compared to those who began treatment more
than 1 day later at the end of the 6-month follow-up
periode.
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FACILITATORS
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Figure 5. A summary of the hurdles and facilitators to same-day antiretroviral therapy policy implementation at

basic healthcare institutions in South Africa®.

Healthcare providers’ perspectives and
experiences with same-day ART initiation

In South Africa, a health provider's perspective on
the implementation of SDI policy was investigated,
where the facilitators of the policy were compared aga-
inst the barriers to implementing the policy®®. In their
analysis, they discovered that healthcare practitioners
were aware of the policy changes and appreciated the
importance of initiating ART early, not only to improve
clinical results but also to avoid transmission to HIV-
negative partners. They further assert that healthcare
providers also enjoyed the support they got from part-
ners or non-government organizations that supported
the facilities with the training and mentoring of the staff
on the implementation of the same-day ART policy.
However, barriers that were reported to hinder the
implementation of the same-day ART policy, including,
among others, health system resource and capacity
challenges in South Africa, were discovered®. As
noted by some studies, key challenges faced by health-
care providers include an increased workload coupled
with limited healthcare infrastructure and inadequate

health personnel®*“°. Furthermore, other research indi-
cates that while non-governmental organizations have
contributed to the implementation of policies in South
Africa and Sub-Saharan Africa, they frequently encou-
nter difficulties in addressing long-term infrastructural
challenges*'. In addition, highlight that healthcare pro-
viders expressed uncertainty regarding strategies for
evaluating ART readiness obstacles, as well as ways
to keep patients engaged in the healthcare system who
opt to postpone ART until they feel prepared to initiate
treatment®®. Moreover, other providers have pointed out
that issues related to patient implementation, along with
the pressure on clinicians to meet ART initiation tar-
gets, may unintentionally hinder attention to patient-
specific factors influencing ART readiness*.

Another healthcare professional involved in the
research mentioned that patients who are unprepared
and compelled to begin ART might withdraw from care,
diminishing the potential advantages of the SDI policy
provision®. Through interviews with healthcare provi-
ders, counseling is essential in helping patients accept
their HIV-positive status and get ready for lifelong ART,



especially among those diagnosed while relatively
healthy and who may not recognize the immediate
benefits of starting ART early'"*3. Fig. 5 illustrates the
schematic representation of the findings from.

Standard operating procedure (SOP) for
same-day ART initiation in South Africa

Several studies have developed SOPs for ART initia-
tion in South Africa, highlighting the importance of stan-
dardized protocols in ensuring consistent quality
care'®8, A review of existing SOPs reveals that while
they provide valuable guidance on ART initiation, they
often lack specific details on same-day initiation“*.
Although the fast-track initiation and counseling SOP
aims at rapidly linking patients to HIV treatment after
the diagnosis, same-day ART initiation is not explicitly
described. The monitoring of these patients through
patient navigation and out-of-the-facility psychosocial
support is not clearly stated.

Comparison of existing SOPs

A comparison of SOPs developed in South Africa
reveals that they often focus on general ART initiation
protocols, with limited attention to same-day initia-
tion'*'®. For example, the National Department of
Health’s guidelines provide a framework for ART initia-
tion, but do not specifically address same-day initia-
tion*4. Other studies have developed SOPs for specific
contexts, such as primary care facilities or community-
based programs®:27,

Limitations of existing SOPs

Existing SOPs in South Africa have the following
limitations: lack of specificity for same-day ART intro-
duction®®, insufficient focus on patient preparation and
psychosocial support®, and inadequate guidelines for
managing difficult cases or comorbidities®.

Development of a new SOP for same-day
ART Initiation

Given the limitations of the existing SOPs stated
above, a new SOP explicitly addressing same-day ART
commencement in South Africa is required?®. This SOP
should consider the specific constraints and potential
of same-day commencement, such as patient prepara-
tion, healthcare system capacity, and psychosocial

support'®. By designing a personalized SOP, healthcare
professionals may ensure that same-day ART com-
mencement is carried out successfully and securely,
eventually increasing treatment results and lowering
transmission rates.

Key recommendation for new SOP

The new SOP for same-day ART introduction in
South Africa should contain instructions for patient pre-
paration and psychosocial assistance®. Further, the
specific protocols for dealing with difficult situations or
comorbidities?® should also be outlined. In addition, gui-
delines for healthcare system capacity and resource allo-
cation®” must be developed. Finally, a focus on
patient-centered treatment and confidentiality>® should
be prioritized. South Africa can improve the effectiveness
and safety of its HIV treatment programs by establis-
hing and implementing a tailored SOP for same-day
ART commencement, resulting in better health outco-
mes and lower transmission rates®?.

Recommendations and future directions

In the future, it will be essential to step up qualitative
research to better understand the psychological barriers
to immediate treatment initiation and to adapt care
models to patients’ needs and preferences. Integrating
community-based approaches, such as the use of peer
coaches, could improve adherence and retention in
care. In addition, particular attention will need to be
paid to assessing the long-term effects of same-day
ART, particularly in terms of sustained viral suppres-
sion, resistance to antiretrovirals, and quality of life.
Finally, healthcare policies will need to support this
strategy through ongoing training of staff and better
allocation of resources in primary care facilities.

Conclusion

The strategy of initiating antiretroviral treatment on
the same day as diagnosis represents a turning point
in the management of HIV, particularly in high-preva-
lence countries such as South Africa. Available data
confirms its effectiveness in reducing the time taken to
start treatment and improving public health indicators.
However, the approach is not suitable for all patients,
and its implementation raises logistical, human, and
ethical challenges. Individualized patient assessment,
combined with a robust psychosocial support system,
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is essential to ensure the long-term success of this
strategy.
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