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ABSTRACT

T regulatory (Treg) cells are central to immune homeostasis, functioning to suppress excessive immune responses
and maintain tolerance by modulating adaptive immunity. As specialized CD4+ T cell subsets identified by the
transcription factor FoxP3, Tregs actively prevent autoimmunity and chronic inflammation through their
interactions with T cells, B cells, and antigen-presenting cells (APCs). They employ a variety of suppressive
mechanisms, including the release of immunosuppressive cytokines (e.g., IL-10, TGF-f), direct cell-to-cell contact,
and metabolic regulation, each tailored to the immune context. Tregs are primarily divided into two types:
thymus-derived natural Tregs (nTregs), which maintain central tolerance, and induced Tregs (iTregs), which
develop in peripheral tissues and adapt to environmental antigens. In chronic infections, cancer, and autoimmune
diseases, Tregs either mitigate damaging immune responses or, conversely, suppress beneficial responses, aiding
immune evasion by pathogens or tumors. This review examines the origins, phenotypic markers, and mechanisms
of Treg-mediated immune suppression and their complex roles in modulating adaptive immunity. We further
discuss therapeutic strategies for either boosting Treg activity in autoimmune diseases or limiting Treg-mediated
suppression in cancer, highlighting the potential for Treg-targeted therapies to restore immune balance and
provide effective treatment for immune-mediated diseases.
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INTRODUCTION

Adaptive immunity, driven by antigen-specific responses from T and B cells, plays a crucial role in pathogen
elimination and long-term immune memory [17]. However, unchecked adaptive responses can lead to
autoimmunity or chronic inflammation, underscoring the need for regulatory mechanisms [27]. T regulatory
(Treg) cells, a specialized subset of CD4+ T cells, are essential modulators of immune tolerance, suppressing
overactive immune responses and maintaining tissue homeostasis. Identified by the expression of the transcription
factor forkhead box P3 (FoxP38), Tregs operate by inhibiting effector T cells (Teffs), antigen-presenting cells
(APCs), and other immune cells through direct cell contact, secretion of immunosuppressive cytokines, and
modulation of metabolic pathways [37].

Tregs can be classified into two main groups: thymus-derived natural Tregs (nTregs) and peripherally induced
Tregs (iTregs). While nTregs are produced in the thymus and are essential for central tolerance, iTregs arise in
the peripheral tissues in response to antigens, particularly in mucosal environments, where they promote immune
tolerance to self-antigens and commensal microbes [47]. The interplay between Tregs and adaptive immune cells
is complex, with Tregs dynamically responding to inflammatory signals and environmental cues. This adaptability
enables them to tailor their suppressive functions based on the immune context, ensuring a balanced immune
response. The importance of Tregs extends beyond immune tolerance; they also shape immune responses during
infections, cancer, and autoimmunity. This review provides an overview of Treg biology, exploring their
differentiation, mechanisms of suppression, and role in modulating adaptive immunity, and highlights therapeutic
potential for managing immune-mediated disorders.

This is an Open Access article distributed under the terms of the Creative Commons Attribution License
(http://creativecommons.org/licenses/by/4.0), which permits unrestricted use, distribution, and reproduction in any medium, provided the
original work is properly cited


kiu.ac.ug

https://www.eejournals.org Open Access

T Regulatory Cell Biology and Development**
Origin and Types of T Regulatory Cells
T regulatory cells (Tregs) are primarily classified into two categories: natural Tregs (nTregs) and induced Tregs
(iTregs).
nTregs: These cells develop in the thymus, where they are selected based on high-affinity interactions with self-
antigens. This selection process is crucial for establishing central tolerance and preventing autoimmunity. The
expression of the transcription factor FoxP3 is essential for the development and functional capabilities of nTregs
[4,5].
iTregs: Induced Tregs, also known as peripheral Tregs, originate from naive CD4+ T cells in peripheral tissues
[67]. Their differentiation is driven by specific cytokines, particularly transforming growth factor-beta (TGF-)
and interleukin-2 (IL-2). These signals promote FoxP3 expression, enabling iTregs to assume their suppressive
roles in the immune system [77].
Phenotypic Markers and Function
Tregs are characterized by high expression levels of CD25 (the IL-2 receptor alpha chain) and FoxP3, both of
which are critical for their suppressive functions. Additional markers such as cytotoxic T-lymphocyte-associated
protein 4 (CTLA-4), glucocorticoid-induced tumor necrosis factor receptor (GITR), and CD127 (the IL-7
receptor) help differentiate Tregs from other T cell subsets [87. Functionally, Tregs modulate immune responses
through various mechanisms, including the suppression of effector T cells (Teffs), inhibition of antibody
production in B cells, and regulation of antigen-presenting cell (APC) activity, thereby ensuring that immune
responses remain balanced and appropriately regulated [97].
Mechanisms of Treg-Mediated Immunosuppression
Cytokine Secretion
T regulatory cells (Tregs) secrete key cytokines such as interleukin-10 (IL-10), transforming growth factor-beta
(TGF-B), and IL-85, which collectively inhibit the proliferation, differentiation, and cytokine production of effector
T cells (Tefts) [107. IL-10 and TGF- are particularly important in inducing tolerogenic phenotypes in antigen-
presenting cells (APCs), thereby reducing their ability to present antigens and stimulate T cell responses [117].
Cell-to-Cell Contact
Tregs also employ direct cell-to-cell interactions to exert their suppressive effects. Through molecules like
cytotoxic T-lymphocyte-associated protein 4 (CTLA-4), Tregs engage with CD80/CD86 on APCs, inhibiting the
co-stimulatory signals essential for T cell activation [127]. This interaction not only dampens T cell responses but
also promotes the production of immunosuppressive enzymes such as indoleamine 2,3-dioxygenase (IDO) by
APCs, further inhibiting T cell activation.
Metabolic Disruption
Additionally, Tregs actively consume high levels of IL.-2, a crucial growth factor for T cell proliferation, thereby
depriving Teffs of this vital resource and limiting their expansion [187. Tregs can induce apoptosis in Teffs via
granzyme and perforin release, thus contributing to the maintenance of immune homeostasis and equilibrium
within the immune system [147].
Role of T Regulatory Cells in Adaptive Immunity
T regulatory cells (Tregs) play a crucial role in shaping adaptive immunity by modulating responses to pathogens,
autoantigens, and tumor antigens [157]. Their function is particularly vital in maintaining immune tolerance and
preventing immune-mediated diseases.
Inhibition of Effector T Cells
Tregs are instrumental in controlling the expansion and activity of both CD4+ and CD8+ effector T cells (Teffs).
By limiting cytokine production and reducing Teft proliferation, Tregs help prevent excessive tissue damage
during infections and autoimmune responses [ 16]. Furthermore, Tregs facilitate immune memory by allowing for
controlled Teff activation, ensuring that responses are effective without causing extensive tissue injury [17].
Modulation of B Cell Responses
In addition to their effects on T cells, Tregs influence B cell activity by inhibiting antibody production and
promoting the development of tolerogenic B cells [187]. They achieve this through direct interactions and the
secretion of inhibitory cytokines, leading to reduced antibody-mediated autoimmunity and a more regulated
humoral response.
Regulation of APC Function
Tregs also condition antigen-presenting cells (APCs) to present antigens in a non-inflammatory context, thereby
preventing the activation of naive T cells toward an immune-reactive state [197. This regulatory interaction is
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particularly critical in tissues where self-tolerance must be maintained, such as in the gut, skin, and lungs, thereby
ensuring a balanced immune response that protects against harmful overreactions.
T Regulatory Cells in Disease Contexts
Autoimmunity
Dystunction or a reduced number of T regulatory cells (Tregs) has been linked to various autoimmune diseases,
including rheumatoid arthritis, type 1 diabetes, and multiple sclerosis [207]. In these conditions, impaired Treg
function results in unchecked activity of effector T cells (Teffs), which promotes self-reactivity and chronic
inflammation.
Chronic Infections
In the context of chronic infections such as HIV and hepatitis, Tregs play a dual role. While they help control
inflammation, they may also contribute to pathogen persistence by suppressing effective immune responses [217].
This creates a delicate balance between managing inflammation and promoting pathogen clearance, which can
vary significantly depending on the specific infection.
Cancer
In the tumor microenvironment, Tregs can inhibit anti-tumor immune responses, allowing cancer cells to evade
immune surveillance [227]. Elevated levels of Tregs in tumors correlate with poor patient outcomes, as these cells
can dampen the activity of effector T cells critical for tumor elimination [237. Consequently, strategies targeting
Tregs in cancer therapy aim to enhance effector T cell function while carefully managing the risk of autoimmune
side effects, thereby improving the overall efficacy of cancer immunotherapies [24].
Therapeutic Targeting of Tregs
Therapeutic strategies focusing on T regulatory cells (Tregs) vary based on the disease context. In autoimmune
diseases, enhancing Treg function is beneficial. For instance, low-dose IL-2 therapy aims to expand Treg
populations, thereby restoring immune tolerance and reducing autoimmunity [257]. Conversely, in cancer, the goal
often shifts to inhibiting Treg activity. Checkpoint inhibitors targeting pathways like CTLA-4 and PD-1 are
employed to reduce Treg-mediated suppression of effector T cells (Tefts) [267. This approach enhances the anti-
tumor immune response, allowing for more effective targeting of cancer cells. These therapeutic interventions
highlight the importance of context-specific strategies in modulating Treg function, balancing immune regulation
to either restore tolerance in autoimmune conditions or boost anti-tumor immunity in cancer. By fine-tuning Treg
activity, there is potential for more effective treatment outcomes across various disease states.
CONCLUSION
T regulatory cells are indispensable in modulating adaptive immunity, balancing immune tolerance with effective
pathogen defense. By suppressing excessive immune activation and promoting tolerance, Tregs maintain immune
homeostasis, protecting against autoimmunity while influencing responses to chronic infections and cancer.
Understanding the dynamics of Treg function in different immunological contexts opens new avenues for
therapeutic interventions aimed at restoring immune balance.
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