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ABSTRACT 

Solid lipid nanoparticles (SLNs) have emerged as a promising nanocarrier system in modern drug delivery due to their ability to overcome 
limitations associated with conventional dosage forms. SLNs are submicron-sized particles composed of physiologically compatible lipids 
that remain solid at body temperature, offering a unique combination of advantages such as controlled drug release, improved 
bioavailability, and enhanced stability of encapsulated drugs. These carriers are particularly beneficial for poorly water-soluble drugs, 
enabling efficient drug loading and protection from degradation. The present review focuses on the development and characterization of 
SLN-based formulations for enhanced drug delivery. It comprehensively discusses various preparation techniques, including high-pressure 
homogenization, microemulsion methods, and solvent-based approaches, along with the role of formulation components such as lipids, 
surfactants, and stabilizers. Detailed insights into characterization parameters like particle size, zeta potential, drug entrapment 
efficiency, morphology, and in-vitro drug release are also provided. Furthermore, the review highlights the wide range of applications of 
SLNs in oral, topical, parenteral, ocular, and targeted drug delivery systems, including their potential in brain targeting and cancer therapy. 
Despite several advantages, certain limitations such as drug expulsion and low loading capacity are also addressed. In conclusion, SLNs 
represent a versatile and efficient platform for drug delivery, with significant potential for future advancements through surface 
modification, hybrid systems, and targeted delivery strategies. Continued research and technological innovations are expected to further 
enhance their clinical applicability and commercial viability. 
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INTRODUCTION 
Overview of Drug Delivery Challenges 

The successful delivery of therapeutic agents remains a major concern in pharmaceutical development due to several inherent 

limitations associated with conventional dosage forms. Among these, poor solubility, low bioavailability, and extensive first-pass 

metabolism are the most critical challenges that significantly affect drug efficacy. One of the primary issues is poor aqueous 

solubility, particularly for a large proportion of newly developed drug molecules. Drugs with low solubility exhibit slow dissolution 

rates in biological fluids, which directly limits their absorption and therapeutic effectiveness. This problem is especially common 

in BCS Class II and IV drugs, where solubility becomes the rate-limiting step in drug absorption. Another major challenge is low 

bioavailability, which refers to the fraction of an administered drug that reaches systemic circulation in an active form. Even when 

a drug is adequately soluble, factors such as poor permeability across biological membranes, instability in gastrointestinal conditions, 

and rapid metabolism can significantly reduce its bioavailability. As a result, higher doses are often required to achieve therapeutic 

effects, increasing the risk of side effects. Additionally, first-pass metabolism plays a crucial role in reducing drug availability, 

particularly for orally administered drugs. After absorption from the gastrointestinal tract, drugs are transported to the liver via the 

portal circulation, where they undergo metabolic degradation before reaching systemic circulation. This hepatic metabolism can 

substantially decrease the concentration of active drug, thereby limiting its therapeutic efficacy. Collectively, these challenges 

highlight the need for advanced drug delivery systems that can enhance solubility, improve bioavailability, and bypass or minimize 

first-pass metabolism, ultimately leading to more effective and reliable therapeutic outcomes. 

 

Introduction to Nanotechnology in Pharmaceutics 

Nanotechnology has revolutionized the field of pharmaceutical sciences by offering innovative approaches to drug delivery and 

therapeutic effectiveness. It involves the design, development, and application of materials at the nanoscale (typically 1–1000 nm), 

where unique physicochemical properties such as increased surface area, enhanced reactivity, and improved interaction with 

biological systems are observed. In pharmaceutics, nanotechnology-based delivery systems have been widely explored to overcome 

limitations associated with conventional dosage forms, including poor solubility, low stability, and inadequate targeting. 

 

Various nanocarrier systems such as liposomes, polymeric nanoparticles, dendrimers, nanoemulsions, and lipid-based nanoparticles 

have demonstrated significant potential in improving drug solubility, enhancing bioavailability, and enabling controlled and site-

specific drug delivery. These systems can be engineered to modify drug release profiles, protect drugs from degradation, and 

facilitate transport across biological barriers, thereby improving overall therapeutic outcomes. 
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Definition and Concept of Solid Lipid Nanoparticles (SLNs) 

Solid Lipid Nanoparticles (SLNs) are a class of lipid-based nanocarriers composed of physiologically compatible lipids that remain 

solid at room and body temperatures. Typically ranging in size from 50 to 1000 nm, SLNs are stabilized by surfactants and dispersed 

in an aqueous medium. The solid lipid core serves as a matrix for drug incorporation, where the drug can be either dissolved or 

dispersed within the lipid structure. The concept of SLNs was developed as an alternative to traditional colloidal carriers such as 

emulsions, liposomes, and polymeric nanoparticles, aiming to combine their advantages while minimizing associated limitations. 

The solid nature of the lipid matrix provides improved stability and allows for controlled drug release. Depending on the method of 

preparation and composition, drugs can be incorporated into SLNs in different models, such as homogeneous matrix systems, drug-

enriched shells, or drug-enriched cores. 

 

Advantages of SLNs over Conventional Systems 

Solid lipid nanoparticles offer several advantages compared to conventional drug delivery systems, making them a promising 

platform for enhanced drug delivery. One of the key benefits is their ability to improve the solubility and bioavailability of poorly 

water-soluble drugs by incorporating them into a lipid matrix. Additionally, SLNs provide controlled and sustained drug release, 

which helps maintain therapeutic drug levels over an extended period. SLNs are composed of biocompatible and biodegradable 

lipids, reducing the risk of toxicity and making them suitable for long-term use. They also offer protection of labile drugs from 

chemical and enzymatic degradation, thereby enhancing drug stability. Another significant advantage is their potential for targeted 

drug delivery, as surface modification techniques can be applied to direct the nanoparticles to specific tissues or cells. Furthermore, 

SLNs can be produced using scalable and cost-effective manufacturing methods, such as high-pressure homogenization, making 

them suitable for large-scale production. Their versatility in accommodating both hydrophilic and lipophilic drugs, along 

with improved patient compliance, further highlights their superiority over conventional drug delivery systems. 

 

Rationale for Using Solid Lipid Nanoparticles 

The growing need for advanced drug delivery systems has led to the development of novel nanocarrier platforms capable of 

overcoming the limitations of conventional dosage forms. Among these, lipid-based nanocarriers have gained significant attention 

due to their inherent compatibility with biological systems and their ability to enhance drug delivery performance. 

 

Need for Lipid-Based Nanocarriers 

Lipid-based nanocarriers have emerged as an effective strategy to improve the delivery of drugs, particularly those with poor 

aqueous solubility and low bioavailability. Lipids are physiologically acceptable materials that can enhance drug solubilization and 

facilitate absorption through biological membranes. Their structural similarity to biological membranes allows for better interaction 

with cells, thereby promoting efficient drug uptake. Additionally, lipid-based systems can bypass certain biological barriers and 

reduce drug degradation, making them highly suitable for both systemic and targeted drug delivery applications. 

 

Limitations of Traditional Dosage Forms 

Conventional drug delivery systems such as tablets, capsules, and injections often fail to deliver drugs at the desired rate and site of 

action. These systems are commonly associated with several drawbacks, including poor solubility of active pharmaceutical 

ingredients, rapid drug degradation, non-specific distribution, and fluctuating plasma drug concentrations. Moreover, orally 

administered drugs frequently undergo extensive first-pass metabolism, resulting in reduced bioavailability. Lack of controlled drug 

release and the need for frequent dosing further contribute to poor patient compliance and suboptimal therapeutic outcomes. 

 

Advantages of Solid Lipid Nanoparticles 

Solid lipid nanoparticles provide a promising solution to the challenges associated with traditional drug delivery systems by 

combining the benefits of lipid carriers with nanotechnology. 

• Controlled Drug Release: SLNs enable controlled and sustained release of drugs by incorporating them within a solid lipid 

matrix. This helps maintain therapeutic drug levels over an extended period and reduces dosing frequency. 

• Improved Stability: The solid state of lipids in SLNs enhances the physical and chemical stability of the encapsulated drug. 

It protects sensitive drugs from degradation caused by environmental factors such as light, heat, and enzymatic activity. 

• Biocompatibility and Biodegradability: SLNs are composed of naturally occurring or physiologically compatible lipids, 

making them safe and well-tolerated. Their biodegradable nature ensures minimal toxicity and reduces the risk of accumulation 

in the body. 

• Targeted Drug Delivery Potential: SLNs can be engineered for site-specific drug delivery through surface modification 

techniques, such as ligand attachment or PEGylation. This enables selective delivery of drugs to specific tissues or cells, thereby 

improving therapeutic efficacy and reducing side effects. 

Composition of Solid Lipid Nanoparticles (SLNs) 

The composition of solid lipid nanoparticles plays a crucial role in determining their physicochemical properties, stability, drug 

loading capacity, and overall performance in drug delivery. SLNs are typically composed of lipids, surfactants, co-surfactants or 

stabilizers, and the active pharmaceutical ingredient. Each component contributes significantly to the formation and functionality 

of the nanoparticulate system. 
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Lipids Used 

Lipids form the core matrix of SLNs and are responsible for drug encapsulation and controlled release. The selection of lipid depends 

on factors such as drug solubility, melting point, crystallinity, and compatibility with other formulation components. 

• Triglycerides 

Triglycerides such as tristearin are commonly used due to their high biocompatibility and ability to form stable lipid matrices. 

They provide a solid framework for drug incorporation and help in achieving sustained drug release. 

• Fatty Acids: Fatty acids like stearic acid are widely employed in SLN formulations because of their well-defined structure 

and favorable melting characteristics. They enhance drug entrapment and contribute to the formation of a stable lipid core. 

• Waxes: 

Natural and synthetic waxes, such as cetyl palmitate and beeswax, are also used as lipid matrices. Waxes offer higher rigidity 

and can improve the stability of SLNs, although they may influence drug release profiles depending on their crystallinity. 

 

Surfactants 

Surfactants are essential for stabilizing SLNs by reducing interfacial tension between the lipid and aqueous phases. They prevent 

aggregation of nanoparticles and contribute to uniform particle size distribution. 

• Poloxamers 

Poloxamers (e.g., Poloxamer 188, 407) are non-ionic surfactants widely used due to their excellent stabilizing properties and 

low toxicity. 

• Tween and Span: Tweens (e.g., Tween 80) and Spans (e.g., Span 60) are commonly used surfactants that enhance 

emulsification and stability of SLNs. Their hydrophilic-lipophilic balance (HLB) values play a key role in formulation design. 

• Lecithin 

Lecithin, a natural phospholipid, is frequently used due to its biocompatibility and ability to improve the stability and drug 

incorporation efficiency of SLNs. 

 

Co-surfactants and Stabilizers 

Co-surfactants and stabilizers are often incorporated to enhance the stability and performance of SLNs. They assist in reducing 

particle size, improving dispersion, and preventing particle aggregation during storage. 

• Role and Importance: Co-surfactants help in further lowering interfacial tension and improving the flexibility of the interfacial 

film, leading to better nanoparticle formation. Stabilizers such as polyethylene glycol (PEG) can provide steric 

stabilization,preventing particle aggregation and enhancing shelf life. Additionally, they may contribute to improved drug 

release characteristics and bioavailability. 

 

Drug Candidates Suitable for SLNs 

The selection of drug candidates is critical for the successful formulation of SLNs. These systems are particularly advantageous for 

drugs with specific physicochemical limitations. 

• Lipophilic Drugs: SLNs are highly suitable for lipophilic drugs due to their affinity for the lipid matrix, which facilitates 

efficient drug loading and sustained release. 

• Poorly Water-Soluble Drugs (BCS Class II & IV): Drugs with low aqueous solubility benefit significantly from SLN 

formulations, as the lipid matrix enhances their solubility and dissolution rate, leading to improved bioavailability. 

 

Methods of Preparation of Solid Lipid Nanoparticles (SLNs) 

The preparation method of solid lipid nanoparticles significantly influences their particle size, drug loading efficiency, stability, and 

release characteristics. Various techniques have been developed to produce SLNs, each with its own advantages and limitations 

depending on the nature of the drug and formulation requirements. 

 

High-Pressure Homogenization (HPH) 

High-pressure homogenization is one of the most widely used and scalable techniques for SLN preparation. It involves forcing a lipid 

dispersion through a narrow gap at high pressure, resulting in particle size reduction due to shear stress and cavitation forces. 

• Hot Homogenization: In this method, the lipid is melted above its melting point, and the drug is dissolved or dispersed in the 

molten lipid. This lipid phase is then emulsified in a hot aqueous surfactant solution to form a pre-emulsion. The pre-emulsion 

is subjected to high-pressure homogenization at elevated temperatures, followed by cooling, which leads to the formation of 

SLNs as the lipid solidifies. This method is suitable for lipophilic drugs but may not be ideal for thermolabile compounds. 

• Cold Homogenization: Cold homogenization is developed to overcome the limitations associated with heat exposure. In this 

method, the drug-loaded molten lipid is rapidly cooled (e.g., using liquid nitrogen or dry ice) and then ground into microparticles. 

These 
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particles are dispersed in a cold surfactant solution and subjected to high-pressure homogenization at or below room 

temperature. This technique reduces thermal degradation and minimizes drug loss during processing. 

 

Microemulsion Technique 

The microemulsion method involves the formation of a warm microemulsion consisting of melted lipid, surfactant, co-surfactant, 

and water. This microemulsion is then dispersed in cold water under continuous stirring, leading to the rapid crystallization of the 

lipid and formation of SLNs. This method is simple and reproducible, but it requires a high concentration of surfactants and careful 

optimization of formulation parameters. 

 

Solvent Emulsification–Evaporation 

In this method, the lipid and drug are dissolved in an organic solvent that is immiscible with water (e.g., chloroform or 

dichloromethane). The organic phase is emulsified into an aqueous phase containing surfactants to form an oil-in-water emulsion. 

The organic solvent is then evaporated under reduced pressure or continuous stirring, resulting in lipid precipitation and SLN 

formation. This method is suitable for thermolabile drugs but may involve concerns related to solvent toxicity and removal. 

 

Solvent Diffusion Method 

The solvent diffusion method involves dissolving the lipid and drug in a partially water-miscible solvent such as ethanol. This 

organic phase is then injected into an aqueous phase containing surfactants. Due to rapid solvent diffusion into the aqueous phase, 

the lipid precipitates, forming nanoparticles. This technique is advantageous due to its simplicity and reduced solvent toxicity 

compared to other solvent-based methods. 

 

Ultrasonication / High-Speed Homogenization 

This method utilizes mechanical energy to reduce particle size. The lipid phase is melted and emulsified into an aqueous surfactant 

solution using high-speed stirring to form a coarse emulsion. This emulsion is then subjected to ultrasonication, which breaks down 

the droplets into nanoparticles. Although this method is simple and cost-effective, it may result in broader particle size distribution 

and potential metal contamination from the probe. 

 

Spray Drying and Lyophilization (for Stabilization) 

To enhance the stability and shelf life of SLNs, drying techniques such as spray drying and lyophilization (freeze-drying) are often 

employed. 

• Spray Drying: This technique converts SLN dispersions into dry powder form by rapidly evaporating the solvent using hot 

air. It is suitable for large-scale production but may cause particle aggregation due to thermal stress. 

• Lyophilization (Freeze-Drying): Lyophilization involves freezing the SLN dispersion followed by sublimation of ice under 

vacuum conditions. Cryoprotectants such as sugars (e.g., trehalose, mannitol) are added to prevent particle aggregation during 

freezing and drying. This method is highly effective in preserving particle size and stability but is relatively expensive and 

time-consuming. 
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Characterization of SLNs 

Particle Size and Polydispersity Index (PDI), Zta Potential, and Entrapment Efficiency 

 

 
 

Morphology 
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Thermal Analysis 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 
FTIR 

 
FTIR OF DAPAGLIFLOZIN SLN FORMULATION 
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Drug Release Studies 

INVITRO DRUG RELEASE DATA 

 
IN VIVO DRUG RELEASE 
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SUMMARY OF DRUG RELEASE KINETICS OF OPTIMIZED DAPAGLIFLOZIN 

Conclusion 

Solid lipid nanoparticles (SLNs) have emerged as a versatile and promising nanocarrier system that addresses many of the limitations 

associated with conventional drug delivery approaches. Their ability to enhance the solubility of poorly water-soluble drugs, 

improve bioavailability, and provide controlled and sustained drug release makes them highly valuable in modern pharmaceutics. 

The use of physiologically compatible lipids further ensures safety, biocompatibility, and reduced toxicity, which are essential for 

clinical applications. 

 

The impact of SLNs on the drug delivery field is significant, as they offer a platform capable of improving therapeutic efficacy 

while minimizing adverse effects. Their adaptability for 

 

various routes of administration—including oral, topical, parenteral, and targeted delivery—highlights their broad applicability. 

Furthermore, advancements in formulation strategies and surface modification techniques have expanded their potential in targeted 

and site-specific drug delivery, particularly in challenging areas such as brain targeting and cancer therapy. 

 

In conclusion, SLNs represent a highly effective and innovative approach in drug delivery research. Despite certain limitations, 

ongoing developments such as nanostructured lipid carriers, hybrid systems, and stimuli-responsive nanoparticles are expected to 

overcome existing challenges. With continued research, technological advancements, and successful scale-up strategies, SLNs hold 

great promise for future clinical translation and commercialization, ultimately contributing to the development of safer and more 

efficient therapeutic systems. 
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