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Introduction
Reverse Transcriptase Inhibitors (RTIs) are a cornerstone in the 

treatment of HIV infection, effectively suppressing viral replication 
and improving patient outcomes. However, despite their efficacy, RTIs 
are associated with various side effects and potential toxicities that can 
impact patient adherence and overall quality of life. This manuscript 
provides a comprehensive review of the side effects and toxicity 
profiles of RTIs, encompassing both nucleoside/Nucleotide Reverse 
Transcriptase Inhibitors (NRTIs) and Non-Nucleoside Reverse 
Transcriptase Inhibitors (NNRTIs). Strategies for managing these 
adverse effects and optimizing patient care are also discussed.

Reverse Transcriptase Inhibitors (RTIs) play a critical role in 
Antiretroviral Therapy (ART) for HIV infection. They function by 
inhibiting the reverse transcriptase enzyme, preventing the conversion 
of viral RNA into DNA, and thereby blocking viral replication. RTIs 
are classified into two main categories: Nucleoside/Nucleotide Reverse 
Transcriptase Inhibitors (NRTIs) and Non-Nucleoside Reverse 
Transcriptase Inhibitors (NNRTIs). Although RTIs have significantly 
advanced HIV treatment, their use is associated with a range of side 
effects and toxicities. Understanding these adverse effects is essential 
for optimizing treatment regimens and improving patient outcomes.

Description

Side effects and toxicity of NRTIs
NRTIs, such as zidovudine (AZT), stavudine (d4T), and didanosine 

(ddI), are known to cause mitochondrial toxicity. This occurs because 
NRTIs inhibit mitochondrial DNA polymerase, leading to impaired 
mitochondrial function. Common manifestations include lactic acidosis, 
hepatic steatosis, and peripheral neuropathy. Lactic acidosis is 
characterized by elevated lactate levels in the blood, which can lead to 
symptoms such as nausea, vomiting, and abdominal pain. Hepatic 
steatosis, or fatty liver disease, can cause abdominal discomfort and 
hepatomegaly. Hematologic toxicity is a significant concern with certain 
NRTIs. Zidovudine, in particular, is associated with bone marrow 
suppression, leading to anemia, neutropenia, and thrombocytopenia.

Anemia may present as fatigue, pallor, and dyspnea, while 
neutropenia increases the risk of infections. Regular monitoring of

blood counts is necessary to manage these effects and adjust therapy
as needed. Peripheral neuropathy is a notable adverse effect of
stavudine and didanosine. Symptoms include tingling, burning, and
numbness in the extremities. This condition can significantly impact
patients’ quality of life and may require dose adjustment or
discontinuation of the offending agent. Tenofovir Disoproxil Fumarate
(TDF), an NRTI, can cause renal toxicity, including proximal renal
tubular dysfunction and decreased Glomerular Filtration Rate (GFR).
This may result in proteinuria, hypophosphatemia, and osteomalacia.
Regular monitoring of renal function and bone mineral density is
recommended for patients on TDF.

Side effects and toxicity of NNRTIs
Rash and hypersensitivity reactions: NNRTIs such as efavirenz

and nevirapine are commonly associated with skin rashes, which can
range from mild to severe. Nevirapine, in particular, may cause
hypersensitivity reactions, including Stevens-Johnson Syndrome (SJS)
and Toxic Epidermal Necrolysis (TEN). These conditions present with
widespread skin lesions, fever, and systemic symptoms. Immediate
discontinuation of the NNRTI and appropriate management is required
for severe cases. Efavirenz is well known for its Central Nervous
System (CNS) side effects, including dizziness, vivid dreams, and
hallucinations. These effects are often dose-dependent and can
interfere with daily activities. Patients experiencing significant CNS
symptoms may benefit from dose adjustment or switching to an
alternative agent.

Hepatotoxicity: Both efavirenz and nevirapine have been
associated with hepatotoxicity. Elevated liver enzymes, jaundice, and
hepatitis can occur, particularly in patients with pre-existing liver
conditions. Routine liver function tests should be conducted to
monitor for hepatotoxicity, and treatment should be adjusted if
significant liver abnormalities are detected. NNRTIs, particularly
efavirenz, are potent inducers of cytochrome P450 enzymes, leading
to potential drug interactions with other medications. This can impact
the efficacy and safety of co-administered drugs, necessitating careful
management and monitoring of potential interactions.

Management of side effects and toxicity: Regular monitoring is
essential for detecting and managing side effects and toxicities
associated with RTIs. This includes routine blood tests for
hematologic and renal function, liver enzyme levels, and monitoring
for peripheral neuropathy. Early detection allows for timely
intervention and adjustment of therapy. Dose adjustment or
substitution of RTIs may be necessary to manage adverse effects. For
example, reducing the dose of zidovudine may mitigate hematologic
toxicity, while switching from stavudine to a less neurotoxic NRTI can
alleviate peripheral neuropathy. Personalized treatment plans should
be developed based on individual patient responses and side effect
profiles.

Conclusion
Reverse transcriptase inhibitors remain a vital component of

antiretroviral therapy for HIV, offering significant benefits in terms of
viral suppression and improved patient outcomes. However, their use
is associated with a range of side effects and toxicities that can impact
patient health and adherence. Understanding the adverse effect profiles
of NRTIs and NNRTIs is essential for optimizing treatment regimens
and ensuring patient safety. Regular monitoring, dose adjustment,
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patient education, and supportive care are key strategies for managing
these side effects and enhancing the overall effectiveness of RTI-based
therapies.
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