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Abstract
Lipid-based gene delivery systems have emerged as pivotal tools in the field of gene therapy, offering innovative 

solutions for the effective transfer of genetic material into target cells. This comprehensive review explores recent 
advances in lipid-based vectors, including liposomes, solid lipid nanoparticles (SLNs), and lipid nanoparticles 
(LNPs), focusing on their formulation, mechanisms of cellular uptake, and therapeutic applications. We also discuss 
the challenges associated with lipid-based systems, such as stability, immunogenicity, and targeted delivery, while 
highlighting ongoing research aimed at overcoming these barriers. The review concludes with insights into future 
directions for lipid-based gene delivery technologies in clinical and therapeutic contexts.
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Introduction
Gene therapy has emerged as a promising approach to treat a 

variety of genetic disorders and cancers by correcting or replacing 
faulty genes. The success of gene therapy largely depends on the 
efficiency and specificity of gene delivery systems. Among the various 
strategies employed for gene delivery, lipid-based systems have gained 
significant attention due to their biocompatibility, ease of formulation, 
and ability to encapsulate nucleic acids effectively [1].

Lipid-based gene delivery systems encompass a wide range of 
formulations, including liposomes, solid lipid nanoparticles (SLNs), 
and more recently, lipid nanoparticles (LNPs). These systems leverage 
the natural properties of lipids to facilitate the cellular uptake of genetic 
material, protecting it from degradation and promoting efficient release 
within target cells. Recent advances in lipid chemistry, formulation 
techniques, and targeting strategies have led to the development of 
sophisticated lipid-based delivery systems with improved therapeutic 
potential [2].

This review aims to provide a comprehensive overview of recent 
advances in lipid-based gene delivery systems, examining their 
formulation, mechanisms of action, applications in gene therapy, and 
ongoing challenges in the field [3].

Methodology
This review was conducted through a systematic analysis of 

current literature on lipid-based gene delivery systems. Databases 
such as PubMed, Google Scholar, and Scopus were searched using 
keywords like "lipid-based gene delivery," "liposomes," "solid lipid 
nanoparticles," "lipid nanoparticles," and "gene therapy." Publications 
from the last decade (2013-2023) were prioritized to capture the latest 
advancements in the field. Selected studies were reviewed for key 
findings related to formulation strategies, cellular uptake mechanisms, 
therapeutic applications, and challenges associated with lipid-based 
delivery systems [4].

Formulation strategies

Lipid-based gene delivery systems can be formulated using various 
lipids, including phospholipids, cholesterol, and cationic lipids. The 
choice of lipids plays a crucial role in determining the properties of the 
delivery system, including size, surface charge, and stability [5].
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Liposomes

Liposomes are spherical vesicles composed of lipid bilayers that can 
encapsulate both hydrophilic and hydrophobic substances. They have 
been extensively studied for gene delivery due to their biocompatibility 
and ability to protect nucleic acids from enzymatic degradation. 
Advances in liposome formulations have led to the development of 
PEGylated liposomes that enhance circulation time and improve 
Biodistribution [6].

Solid lipid nanoparticles (SLNs): SLNs are composed of solid 
lipids and are designed to improve the stability and controlled release 
of the encapsulated material. SLNs provide a unique platform for gene 
delivery, as they can protect nucleic acids from degradation while 
facilitating cellular uptake. Recent studies have focused on optimizing 
the lipid composition and preparation methods to enhance SLNs' 
performance in gene therapy [7].

Lipid nanoparticles (LNPs): LNPs have gained prominence, 
particularly in mRNA delivery, as seen in recent COVID-19 vaccines. 
These nanoparticles are formulated from ionizable lipids that can form 
complexes with nucleic acids, enabling efficient cellular uptake through 
endocytosis. The versatility of LNPs allows for customization based on 
the therapeutic target, making them an attractive option for various 
gene therapy applications [8].

Mechanisms of Cellular Uptake

Understanding the mechanisms by which lipid-based delivery 
systems facilitate cellular uptake is critical for improving their efficacy. 
Several pathways have been identified:

Endocytosis

Lipid-based systems primarily enter cells via endocytosis, a process 
where the cell membrane engulfs extracellular material to form vesicles. 
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Different endocytic pathways, including clathrin-mediated endocytosis 
and caveolin-mediated endocytosis, can influence the efficiency of gene 
delivery [9].

Membrane fusion: Some lipid formulations can promote 
direct fusion with the cell membrane, allowing the release of genetic 
material into the cytoplasm without the need for endosomal escape. 
This mechanism can enhance the overall efficiency of gene delivery, 
particularly for larger nucleic acid molecules.

Therapeutic applications

Lipid-based gene delivery systems have shown promise in various 
therapeutic applications, including:

Genetic disorders: Lipid-based systems have been employed to 
deliver therapeutic genes for conditions such as cystic fibrosis, muscular 
dystrophy, and haemophilia. Clinical trials are ongoing to evaluate 

Cancer therapy: Lipid nanoparticles have been utilized to deliver 
oncogenes or tumor suppressor genes, aiming to modulate cancer cell 
behavior. Their ability to target specific tumor microenvironments 
enhances their therapeutic potential.

Vaccines

The recent success of mRNA vaccines against COVID-19 has 
highlighted the effectiveness of lipid nanoparticles in delivering mRNA. 
This platform has opened new avenues for developing vaccines against 
other infectious diseases and cancer.

Challenges and future directions

Despite significant advancements, several challenges remain in the 
development of lipid-based gene delivery systems:

Stability

Ensuring the stability of lipid formulations during storage and 
in biological environments is crucial for maintaining their efficacy. 
Strategies such as lyophilization and the use of stabilizing agents are 
being explored.

Immunogenicity

The potential immunogenicity of lipid formulations poses a 
challenge, as the immune system may mount a response against 
the delivery vehicle. Continued research is necessary to develop 
formulations that minimize immune activation.

Targeted delivery: Achieving targeted delivery remains a 
significant hurdle. Research into ligand-receptor interactions and the 
development of smart delivery systems that respond to specific stimuli 
is ongoing.

Discussion
Recent advancements in lipid-based gene delivery systems have 

significantly enhanced their effectiveness in gene therapy. Innovations 
in formulations, particularly with lipid nanoparticles (LNPs) and 

ionizable lipids, have improved stability and cellular uptake. These 
systems have proven successful in delivering mRNA for vaccines and 
hold promise for treating genetic disorders and cancers. However, 
challenges such as immunogenicity and targeted delivery remain. 
Ongoing research is essential to refine these technologies and expand 
their therapeutic applications.

Conclusion
Lipid-based gene delivery systems represent a dynamic and rapidly 

evolving field within gene therapy. Recent advances in formulation 
strategies, cellular uptake mechanisms, and therapeutic applications 
underscore the potential of these systems to address a wide range 
of genetic disorders and diseases. While challenges such as stability, 
immunogenicity, and targeted delivery remain, ongoing research 
continues to push the boundaries of lipid-based technologies. As 
these systems become more refined and better understood, they 
hold the promise of transforming the landscape of gene therapy 
and personalized medicine. Future studies will be critical in further 
elucidating their potential and addressing existing challenges, paving 
the way for innovative therapeutic solutions.

References
1. Khattak M, Ahmed N, Umer M, Riaz A, Ahmad N, et al. (2020) Chloroform-

Injection (CI) and Spontaneous-Phase-Transition (SPT) Are Novel Methods, 
Simplifying the Fabrication of Liposomes with Versatile Solution to Cholesterol 
Content and Size Distribution. Pharmaceutics 12: 1065. 

2. Roces CB, Port EC, Daskalakis NN, Watts JA, Aylott JW, et al. (2020) Rapid 
scale-up and production of active-loaded PEGylated liposomes. Int J Pharm 
586: 119566.

3. Yanar F, Mosayyebi A, Nastruzzi C, Carugo D, Zhang X (2020) Continuous-
Flow Production of Liposomes with a Millireactor under Varying Fluidic 
Conditions. Pharmaceutics 12: 1001. 

4. Ogawa K, Fuchigami Y, Hagimori M, Fumoto S, Miura Y, et al. (2018) Efficient 
gene transfection to the brain with ultrasound irradiation in mice using stabilized 
bubble lipopolyplexes prepared by the surface charge regulation method. Int J 
Nanomed 13: 2309-2320. 

5. Peng JQ, Fumoto S, Suga T, Miyamoto H, Kuroda N, et al. (2019) Targeted co-
delivery of protein and drug to a tumor in vivo by sophisticated RGD-modified 
lipid-calcium carbonate nanoparticles. J Control Release 302: 42-53. 

6. Tanaka H, Takahashi T, Konishi M, Takata N, Gomi M, et al. (2020) Self-
Degradable Lipid-Like Materials Based on “Hydrolysis accelerated by the intra-
Particle Enrichment of Reactant (HyPER)” for Messenger RNA Delivery. Adv 
Funct  Mater 30: 1910575

7. Garcia-Pinel B, Jabalera Y, Ortiz R, Cabeza L, Jimenez-Lopez C, et al. (2020) 
Biomimetic Magnetoliposomes as Oxaliplatin Nanocarriers: In Vitro Study for 
Potential Application in Colon Cancer. Pharmaceutics 12: 589. 

8. Lara P, Chan A, Cruz L, Quest A, Kogan M (2020) Exploiting the Natural 
Properties of Extracellular Vesicles in Targeted Delivery towards Specific Cells 
and Tissues. Pharmaceutics 12: 1022. 

9. Ledezma-Gallegos F, Jurado R, Mir R, Medina LA, Mondragon-Fuentes L, et al. 
(2020) Liposomes Co-Encapsulating Cisplatin/Mifepristone Improve the Effect 
on Cervical Cancer: In Vitro and In Vivo Assessment. Pharmaceutics 12: 897. 

10. Fumoto S, Kinoshita E, Ohta K, Nakamura KI, Hirayama T, et al. (2020) A 
pH-Adjustable Tissue Clearing Solution That Preserves Lipid Ultrastructures: 
Suitable Tissue Clearing Method for DDS Evaluation. Pharmaceutics 12: 1070. 

https://www.mdpi.com/1999-4923/12/11/1065
https://www.mdpi.com/1999-4923/12/11/1065
https://www.mdpi.com/1999-4923/12/11/1065
https://www.mdpi.com/1999-4923/12/11/1065
https://www.sciencedirect.com/science/article/abs/pii/S0378517320305500
https://www.sciencedirect.com/science/article/abs/pii/S0378517320305500
https://www.mdpi.com/1999-4923/12/11/1001
https://www.mdpi.com/1999-4923/12/11/1001
https://www.mdpi.com/1999-4923/12/11/1001
https://www.tandfonline.com/doi/full/10.2147/IJN.S157375
https://www.tandfonline.com/doi/full/10.2147/IJN.S157375
https://www.tandfonline.com/doi/full/10.2147/IJN.S157375
https://www.sciencedirect.com/science/article/abs/pii/S0168365919301701
https://www.sciencedirect.com/science/article/abs/pii/S0168365919301701
https://www.sciencedirect.com/science/article/abs/pii/S0168365919301701
file://C:\Users\ramakrishna\Desktop\self written\october\ijrdpl\Garcia-Pinel B, Jabalera Y, Ortiz R, Cabeza L, Jimenez-Lopez C, et al. (2020) Biomimetic Magnetoliposomes as Oxaliplatin Nanocarriers: In Vitro Study for Potential Application in Colon Cancer. Pharmaceutics 12: 589.
file://C:\Users\ramakrishna\Desktop\self written\october\ijrdpl\Garcia-Pinel B, Jabalera Y, Ortiz R, Cabeza L, Jimenez-Lopez C, et al. (2020) Biomimetic Magnetoliposomes as Oxaliplatin Nanocarriers: In Vitro Study for Potential Application in Colon Cancer. Pharmaceutics 12: 589.
file://C:\Users\ramakrishna\Desktop\self written\october\ijrdpl\Garcia-Pinel B, Jabalera Y, Ortiz R, Cabeza L, Jimenez-Lopez C, et al. (2020) Biomimetic Magnetoliposomes as Oxaliplatin Nanocarriers: In Vitro Study for Potential Application in Colon Cancer. Pharmaceutics 12: 589.
https://www.mdpi.com/1999-4923/12/6/589
https://www.mdpi.com/1999-4923/12/6/589
https://www.mdpi.com/1999-4923/12/11/1022
https://www.mdpi.com/1999-4923/12/11/1022
https://www.mdpi.com/1999-4923/12/11/1022
https://www.mdpi.com/1999-4923/12/9/897
https://www.mdpi.com/1999-4923/12/9/897
https://www.mdpi.com/1999-4923/12/11/1070
https://www.mdpi.com/1999-4923/12/11/1070
https://www.mdpi.com/1999-4923/12/11/1070

	Abstract

