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Highly active antiretroviral therapy (HAART) comprises a combination of two or three antiretroviral (ARV) drugs that
are administered together in a single tablet. These drugs target different steps within the human immunodeficiency
virus (HIV) life cycle, providing either a synergistic or additive antiviral effect; this enhances the efficiency in which
viral replication is suppressed. HIV cannot be completely eliminated, making HAART a lifetime treatment. With
long-term HAART usage, an increasing number of patients experience a broadening array of complications, and

this significantly affects their quality of life, despite cautious use.
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| 1. Introduction

The World Health Organization (WHO) reported that there are 38 million people currently living with human
immunodeficiency virus (HIV) globally, and the majority of these individuals are in South Africa (SA) [l. SA has an
HIV infection prevalence of 19% and carries the largest disease burden worldwide 28, HIV is suppressed through
the effective use of antiretroviral (ARV) drugs &. Over the past years, ARV formulations have been improved, and
when combined with two or three ARVs from different ARV drug classes, make a highly active antiretroviral therapy
(HAART), also known as antiretroviral therapy (ART).

The implementation of HAART prolongs the life expectancy in HIV-infected individuals, and HAART has led to a
significant decline in morbidity and mortality among HIV-infected patients Bl8l, Despite its high effectiveness to
suppress HIV viral replication, HAART cannot completely eliminate the virus because of the presence of multiple T-
cell reservoirs [ and, for this reason, HIV-infected patients need to be on HAART throughout their lifetime in order
to keep their viral load under 50 copies/mL BIE As a result of HAART being a life-long treatment, adverse

outcomes associated with this long-term therapy have been emerging.

HAART has evolved with the intention to make it less toxic, while optimizing its function; however, it is not void of
toxicity. The ART regimen of tenofovir disoproxil fumarate (TDF), lamivudine (3TC), emtricitabine (FTC),
dolutegravir (DTG), and efavirenz (EFV), in the long-term, has been associated with the development of
pathophysiological complications, referred to as metabolic syndrome (MetS) [LALLIZ \etS is a combination of
metabolic disorders that include hypertension, hyperglycemia, changes in fat distribution, increased cholesterol
low-density lipoprotein (LDL) and triglycerides, and reduced levels of cholesterol high-density lipoprotein (HDL),
which may lead to cardiovascular diseases (CVDs) such as heart disease, stroke, and diabetes [L3][14I[15][16][17][18]

https://encyclopedia.pub/entry/28189 1/13



Toxic Effects of Highly Active Antiretroviral Therapy | Encyclopedia.pub

(291 1t is therefore of paramount importance that constant approaches for the improvement of ART treatment are
made a clinical and pharmaceutical priority. Alternatively, the use of supplementary medicine such as

medicinal/herbal plants may provide a possible solution.

2. HAART-Induced Mitochondrial Toxicity and Oxidative
Stress

The long-term use of ARV drugs contributes to long-term complications in HIV-infected persons. Mitochondrial
dysfunction and oxidative stress are highlighted as metabolic pathways through which ARV drugs induce MetS 29
(21)22](23] Nuycleoside reverse transcriptase inhibitors (NRTIs), which are a cornerstone of HAART regimens, non-
nucleoside reverse transcriptase inhibitors (NNRTIS), protease inhibitors, and integrase strand transfer inhibitors

(PIS/INSTIs) have been noticeably associated with many adverse effects related to mitochondrial toxicity and
oxidative stress [24125](26][27]

The effects of HAART were observed in the mitochondria (Figure 1). NRTIs found in HAART inhibit the activity of
DNA polymerase-y, an enzyme responsible for the replication and maintenance of mitochondrial DNA (mtDNA),
thus compromising mitochondrial integrity and function [23l28], The triphosphate (active) forms of NRTI are potential
substrates for the polymerase-y and can provoke the termination of the DNA chain during mtDNA replication 29,
The mtDNA depletion also leads to an impaired synthesis of mMtDNA encoded respiratory chain polypeptides, which
can partially block the flow of electrons in the respiratory chain. As a result, they accumulate in complex | and I,

where they react with oxygen to form the superoxide anion radical B9, These effects have been described with
selected NRTIs [21]132](33],
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Figure 1. An overview of long-term HAART mitochondrial toxicity and oxidative stress in HIV-positive individuals.

HAART interferes with the synthesis of polymerase-y, reducing the mtDNA. This therapy impairs ETC, increasing
ROS production, depolarizing the mitochondrial membrane, and compromising the ATP synthesis. HAART also
depletes GSH and other cellular antioxidants, propagating oxidative stress in the cell. Created with BioRender.com
(access date: 2 June 2022).

The NRTIs impairs oxidative phosphorylation (OXPHOS) proteins and increases oxidative stress in the
mitochondria. This leads to damage of mitochondrial proteins and lipids further impairing mitochondrial function 24
(3] Mitochondrial dysfunction by NRTIs is also manifested by depolarization of the mitochondrial membrane and
increased reactive oxygen species (ROS) generation 2. NRTI further interferes with the synthesis of essential
proteins of the mitochondrial electron transport chain (ETC), causing alterations in nucleotide phosphorylation,
directly interfering with mitochondrial respiration and reduce ATP production E8I37 NRTIs also impair respiration
and ATP synthesis, by preventing ATP/ADP translocation 37,

Not all NRTIs exert the same degree of polymerase-y inhibition; however, they have the capacity to induce
mitochondrial toxicity. In vitro studies have demonstrated that 3TC inhibits polymerase-y, although its affinity for
polymerase-y is not as strong as the previously discontinued ARVs (833 Samuels, Bayerri 9 reported that
mtDNA deletion mutation was detectable significantly more commonly in the urine of TDF exposed study

participants as compared to unexposed individuals.
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FTC effects on the mitochondria include reduction of ATP synthesis and mitochondrial membrane depolarisation
83 FTC has also been shown to cause mitochondrial dysfunction when used together with TDF, the mechanisms
of mitochondrial toxicity include a decrease in mitochondrial membrane potential, inhibition of OXPHOS complex |
and complex iv enzymes, decrease in oxygen consumption, and increased production of mitochondrial ROS [£11. A
previous study showed that TDF caused a significant decrease of ATP in mice kidney and a decrease in succinate
dehydrogenase activity, which is also an indication of the loss of inner mitochondrial membrane integrity. Moreover,
TDF accumulation within proximal renal tubules led to mitochondrial injury and depletion #2143l Another study

showed that long-term treatment with HAART causes mitochondrial dysfunction in HIV patients 441,

EFV, the most popular NNRTI, has been associated with metabolic disorders, hepatic toxicity and neurotoxicity 42!
48] EFV effects on the mitochondria include a decrease in mitochondrial membrane potential, inhibition of
OXPHOS complex | enzymes, decrease in oxygen consumption, decrease in ATP production and increased
production of mitochondrial ROS “Z[48149] polutegravir (DTG) an important INSTI class drug alters mitochondrial
function by decreasing ATP synthesis, depolarising the mitochondrial membrane, and has the potential to alter

immunometabolism B3, Another HAART toxicity mechanism is through an induction of oxidative stress 221,

Oxidative stress, a state of imbalance between oxidants production and antioxidants, and mitochondrial impairment
result from xenobiotic metabolism and accompany one another 29, Disruptions to mitochondrial function increase
the production of ROS, mostly superoxide, through impaired OXPHOS Bl Increased free radical production, over
a period of time, depletes the antioxidant defense response, eventually resulting in oxidative damage to
macromolecules including DNA, protein and lipid membranes B2, NRTI, NNRTI and INTSI of HAART are linked

with increased levels of oxidative stres and depletion of antioxidants in HIV-infected individuals (Figure 1).

HAART (TDF,FTC,DTG) treatment to primary rat microglia increased ROS levels B3l TDF also significantly
increased ROS production, depleted antioxidant GSH and the mitochondrial superoxide dismutase (MnSOD) B4,
HAART (3TC and DTG in combination with Abacavir) have been reported to induce liver toxicity through
upregulation of ROS [B2l38], 3TC and FTC induced hepatotoxicity by triggering oxidative stress and depletion of the
antioxidants GSH and SOD1 while also increasing the expression of ALT 2. EFV-treated SweAPP N2a neurons
displayed enhanced release of ROS 8. Hamed, Aremu B2 and Ikekpeazu, Orji ¥4 showed that GSH and GPx
levels were significantly reduced in rats subjected to HAART (TDF, 3TC and EFV) lkekpeazu, Orji “4 further
showed that HAART increased levels of MDA, which is the biomarker for oxidative stress and a by-product of lipid
peroxidation. HAART-induced oxidative stress has been demonstrated to interfere with the mitochondrial function
leading to reduction in GSH content B4 prolonged oxidative stress is reported to trigger inflammation, which is

exacerbated by HAART usage.

3. HAART-Induced Chronic Inflammation and Insulin
Resistance

HAART reduces systemic inflammation and immune activation, but not to levels synchronous with HIV-uninfected

populations. Furthermore, over a prolonged period, HAART induces inflammation. With effective viral replication
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suppression by HAART, there is still a heightened pro-inflammatory condition in treated people compared to non-
HAART consuming individuals. This develops to chronic and systemic inflammation, which, over time, promote
pathophysiological metabolic complications [62631[64],

A chronic inflammatory state is based on evidence of increased levels of various pro-inflammatory cytokines,
including tumor necrosis factor alpha (TNF-o) [B2I68IE7] interleukin 1 beta (IL-1pB), interleukin 6 (IL-6) 631681 and
biomarkers of inflammation such as nuclear factor kappa B (NF-kB) and C-reactive protein (CRP) 8 The
stimulation and release of pro-inflammatory mediators from one site promotes inflammation and usually ends up
interfering and affecting other tissues, thereby amplifying the chronic inflammatory state, impairment of the cellular
pathologies, and eventually tissue dysfunction/damage 2,

A recent study reported that HAART (TDF, FTC, and DTG) increased the mRNA levels of IL-1(3, IL-6, and TNF-a in
rats 231, as TDF modulated mitochondrial biogenesis and triggered inflammatory pathways. A recent study showed
that TDF induced pro-inflammatory cytokines TNF-a and IL-1f in mice 9. Ramamoorthy, Abraham & showed
that the activation of NF-kB and its downstream pro-inflammatory target genes, inducible nitric oxide synthase
(iINOS), cyclooxygenase-2 (COX-2), and TNF-a, may play a critical role in the pathophysiology of TDF-induced

renal damage in rats.

Hamed et al. (2021) reported that HAART (TDF, 3TC, and EFV) increased nitrite oxide (NO), a signaling molecule
that plays a key role in the pathogenesis of inflammation. They also revealed that hepatic and renal membrane
permeability, as well as caspase 3-dependent apoptosis, may be due to the stimulation of NF-kB and the
enhancement of INOS, essential factors of NO production. Moreover, it was reported that the oxidative stress
induced by HAART may have triggered the inflammation (Figure 2). Oxidative stress can activate a variety of
transcription factors, which lead to the differential expression of some of the genes involved in the inflammatory
pathways 7278 |nflammation triggered by oxidative stress is the cause of many chronic diseases 4. Chronic
inflammation may cause pathophysiological complications such as insulin resistance 2781771,
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Figure 2. An overview of long-term HAART-induced inflammation and insulin resistance in HIV-infected individuals.
HAART induced pro-inflammatory and anti-inflammatory cytokines through mitochondrial impairment, oxidative
stress, and activation of NF-kB. HAART triggers insulin resistance via IRS phosphorylation and the inhibition of the

glucose transporter. Created with BioRender.com (access date: 2 June 2022).

Increased TNF-a levels affect the insulin receptor substrate (IRS) proteins, leading to insulin resistance (78] TNF-a
induces activation of serine kinases such as cJun N-terminal kinase (JNK) and the two-kinase complex (IKKalpha
and IKKbeta) (IKK), which phosphorylates IRS-1. The increased concentration of phosphorylated IRS-1 inhibits the
insulin receptor, thus causing insulin resistance (9], Lastly, there is compelling evidence that HAART inhibits
insulin-stimulated glucose disposal via the blockade of glucose uptake by glucose transporter isoform 4 (GLUT 4)
and glucose transporter isoform 2 (GLUT 2). This leads to insulin resistance and impaired B-cell function via down-
regulation of the insulin receptors 8981 EFV has been shown to increase blood glucose levels to a greater

degree, while DTG triggers the development of insulin resistance in human adipocytes [82]

The primary goal of HAART is to suppress HIV replication, thus allowing for immune reconstitution and subsequent
longevity in HIV-infected individuals. The safety of these drugs is of paramount importance and should continuously
be evaluated to achieve optimum adherence and the benefit of the therapy, while maintaining its efficacy. As a
supplement, the application of adjuvants can benefit the HIV-infected population. Alternatively, the use of medicinal
plants that may synchronously function with HAART and hence may minimize the toxic effects of HAART. Medicinal
plants are one of the most important sources of novel nutritionally and pharmacologically active compounds, and

have a well-documented history in the prevention and treatment of various diseases [83] They contain many
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bioactive compounds that act to minimize oxidative stress and inflammation 4. One such plant is Moringa oleifera
(MO).
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