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ABSTRACT 

 

The purpose behind targeted drug delivery is to increase the concentration of the medication in the target 

tissues while lowering the relative concentration in the non-target tissues. As a result, the medication is 

concentrated at the desired location. As a result, the medication has no effect on the tissues nearby. 

Therefore, by combining the drug with a carrier particle like microspheres, nanoparticles, liposomes, 

niosomes , etc. that regulates the release and absorption characteristics of the drug, carrier technology offers 

an intelligent way for drug delivery. Microspheres are tiny, spherical particles with sizes under 200 nm. The 

microspheres of the advantages, drawbacks, forms, preparation, outcomes, and use of process factors are all 

subject to analysis. Microspheres attracted a lot of interest for their sustained release as well as their ability 

to direct anti-cancer medications to the tumour. Microspheres will eventually take centre stage in innovative 

medication administration by merging a number of other techniques, especially in diseased cell sorting, 

diagnostics, gene & genetic materials, safe, targeted, and efficient in vivo distribution, and supplements as 

miniature replicas of diseased organs and tissues in the body. 
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INTRODUCTION 

 

The health care system has been greatly impacted by drug delivery systems (DDS) that can precisely control release 

rates or direct medications to a specific body spot. The perfect drug delivery system only delivers the active 

ingredient to the site of action and administers the medication at a pace determined by the body's requirements 

throughout the duration of the therapy. Therefore, by attaching the drug to a carrier particle such microspheres, 

nanoparticles, liposomes, etc., which modifies the release and absorption characteristics of the medication, carrier 

technology offers an intelligent method for drug delivery.
[1] 

 

Microspheres are solid, spherical particles with a size range of 1 to 1000 m. They are spherical, freely moving 

particles made of proteins or artificial polymers. The microspheres are naturally biodegradable synthetic or protein-

based free-flowing powders. There are two varieties of microspheres. 

 

 Microcapsules.  

 Micro matrices 

 

The term "microcapsule" refers to an entrapped substance that is clearly encircled by a distinct capsule wall and 

dispersed within a microsphere matrix. The potential for a controlled drug release exists in solid biodegradable 

microspheres that incorporate a drug that has been dissolved or disseminated across the particle matrix. They are 

constructed of polymeric, waxy, or other protective materials, i.e., biodegradable synthetic polymers and altered 

natural goods. 
[2] 

 

Microspheres have grown tremendously in popularity over the past ten years due to a variety of applications, 

including transport vesicles for drugs, deoxyribonucleic acids, antigens, proteins, and synthetic compounds, 

particularly for controlled or approved prescription passing on structures using biopolymers as an unrefined 

material. Microspheres, which have only recently gained attention in the pharmaceutical sector, are incredibly 

effective at delaying the half-life of medications and increasing their bioavailability in vivo by regulating the rate at 

which the medication is released from the microspheres. Additionally, the game plan for microspheres is locked in 
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with specific procedures. Currently, a few biodegradable polymers have been utilised to make microspheres, 

including chitosan, alginate, and gelatine.
[3] 

 

Ideal characteristics of microspheres: 

Clinically acceptable shelf life with improved stability following synthesis. 

Appropriate particle size and dispersibility in aqueous media for injection. 

Effective drug release with long-lasting control 

Good biocompatibility with manageable biodegradability.
[4,5] 

 

Advantages of Microspheres: 

1)  A reduction in size helps to enhance surface area, which in turn can boost the potency of a compound that is 

poorly soluble. 

2)  Keeping the body's levels of medicines that can enhance patient compliance constant; 

3)  A lower dose and risk. 

4)  Polymer-based drug packaging keeps the medication from being cleaved by enzymes while still allowing it to be 

delivered using a technique that is appropriate for the medication. 

5)  Patient compliance is increased by shorter dosing intervals. 

6)  Proper pharmaceutical administration can increase bioavailability and lessen the likelihood or intensity of 

negative effects. 

7)  Aids in preventing opioid irritants from irritating the GIT. 

8)  Convert liquid into solid form and eliminate bad taste. 

9)  Reliable methods that, in the event of a change, will accurately deliver the medication to the intended place, 

maintain the desired concentrations there, and have no unintended consequences. 

10)  Lower the level of external-related central reactivity. 

11)  Degradable microspheres have an advantage over bulky polymer implants in that they just 

involve surgical procedures for implantation and reduction, but not necessary. 

12)  Delivery with a controlled release Degradable microspheres are being utilised to control medication release 

costs, reduce toxicity, and lessen the pain of recurrent injection.
[6] 

 

Disadvantages of Floating Microspheres : 

Gastric motility, pH, and the presence of food are just a few of the variables that might affect gastric retention. The 

buoyancy cannot be predicted since these components are never consistent. 

 

1)  Drugs that irritate and damage the stomach mucosa should not be designed as floating drug delivery devices. 

2)  Due to its all-or-nothing procedure, the stomach emptying time varies greatly. 

3)Gastric emptying of floating forms in supine patients might happen randomly and is greatly influenced by the 

diametric size. Therefore, it is not advisable to administer floating forms to patients right before night.
[7] 

 

Materials used in the microsphere formulation: 

Polymers are primarily employed in the formation of microspheres and fall into the following categories. 

 

A. Natural polymer 

Natural polymers are made from a variety of sources, including proteins, carbohydrates, and carbohydrates that 

have undergone chemical modification. Additionally, they use proteins like albumin, gelatine, and collagen. 

carbohydrates such as agar, carrageenan, chitosan, starch, and chemically altered carbohydrates such as poly 

dextran and poly starch.
 

 

B. Synthetic polymer 

Two categories of synthetic polymers exist. 

a) Non-biodegradable plastics An example might be polymethylmethacrylate (PMMA), acrolein glycidyl 

methacrylate, or epoxy polymers. 

b) Biodegradable polymers, such as polyalkylcyano acrylates, lactides, glycosides, and their co-polymers, as well as 

polyanhydrides
[8,9,10] 

 

Types of microspheres : 

Bio adhesive microspheres 

Adhesion is the adhering of a molecule to a membrane using the adhesive properties of water soluble polymers. Bio 

adhesion can be defined as the attachment of a medication delivery device to a mucosal membrane, such as the 

buccal, ocular, rectal, nasal, etc. Materials that adhere to biological substrates, such as mucosal members, are 

referred as having "bio adhesion." The mucosal tissue can be adhered to by bio adhesive drug delivery devices, 

giving the prospect of intimate and protracted interaction at the administration site. When combined with a 

regulated medication release, this extended residence time can lead to increased absorption while also improving 
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patient compliance by reducing the frequency of delivery. By attaching the drug to a carrier particle like 

microspheres, nanospheres, liposomes, nanoparticles, etc., carrier technology offers an intelligent method for drug 

administration by modulating the drug's release and absorption. Due to their small size and effective carrier 

capacity, microspheres play a significant role in these particulate drug delivery systems.
[11] 

 

Magnetic microspheres 

The molecular particles known as magnetic microspheres are extremely sensitive (ferromagnetic) to being trapped 

in micro-vessels and drawn by a magnetic field of 0.5-0.8 tesla through neighbouring tissues. They are small 

enough to pass through capillaries without occluding the oesophagus (less than 4 m), but are ferro-magnetic and can 

be trapped in micro-vessels. The location of the drug to the illness site using magnetic microspheres is crucial.
[12] 

 

Floating microspheres 

Floating microspheres with a non-effervescent design are a common way to deliver gastroretentive medications. 

Floating microparticles, hollow microspheres, and micro balloons are terms that are often used interchangeably 

with floating microspheres. Floating microspheres are tiny, hollow particles that lack a centre. With sizes ranging 

from 1 to 1000 m, these are free-flowing cells.
13 

 

Polymeric microspheres  

Different kind of polymeric microspheres are as follows 

 

Biodegradable polymeric microspheres 

Natural polymers, like starch, are used in the assumption that they are biodegradable, biocompatible, and also 

bioadhesive in nature. Due to their high level of expanding properties in a watery media, these polymers prolong 

the time in which they are present while in contact with mucous film, which leads to gel production. 

 

Synthetic polymeric microspheres 

Synthetic polymeric microspheres are frequently used in clinical applications; they are also used as fillers, massing 

agents, embolic particles, medication delivery vehicles, and so forth; they are safe and biocompatible, but their 

weakness is that they frequently move away from the infusion site, raising the risk of embolism and further organ 

damage.
14 

 

Mucoadhesive microspheres 

The addition of mucoadhesive properties to microspheres has additional benefits, such as efficient absorption and 

enhanced bioavailability of the drugs due to a high surface to volume ratio, a much more intimate contact with the 

mucus layer, and specific targeting of drug to the absorption site achieved by anchoring plant lectin. Mucoadhesive 

microspheres are of 1-1000mm in diameter and consist either entirely of a mucoadhesive polymer or having an 

outer coating With the ability to stick to any mucosal tissue, including that of the eye, nasal cavity, urinary tract, 

and gastrointestinal tract, mucoadhesive microspheres provide the possibility of both localised and systemic 

controlled medication release.
[15] 

 

Radioactive microspheres 

The microsphere subgroup that interacts radioactively is generally treated in a similar way to non-radioactive 

microspheres. But in addition to the matrix material that characterises the microsphere and gives it its targeting 

properties in a particular tissue or organ, the radioactive microsphere always contains one, and occasionally more 

radio-nuclides. Additionally, in small dosages, radioactive microspheres can provide high radiation doses to a 

targeted area without harming the surrounding healthy tissue.
[16,17] 

 

METHODS OF PREPERATION 

 

Solvent Evaporation Technique 

The medication is either dissolved or dispersed in the polymer solution after the polymer has been distributed in an 

organic solvent. After the product-containing solution is emulsified into an aqueous phase with the required 

additives (surfactants/polymers) in water emulsion, oil is produced. Following emulsion formation, the organic 

solvent is evaporated either by raising the temperature under pressure or by continuous stirring. The polymer 

precipitates at the droplet oil/water interphase when the solvent is removed, creating a hollow.
[18,19,20,21] 

 

Single Emulsion Solvent Evaporation Technique 

In order to complete this procedure, the polymer must be dissolved in an organic solvent and then an aqueous 

environment containing the emulsifying agent must be emulsified. The resulting emulsion is cleansed, rinsed, and 

dried in desiccators after being agitated in air conditions for a number of hours to allow the solvent to evaporate. 

Drug microspheres were created and produced using the diffusion-evaporation process using an emulsion 

solvent.
[22] 
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Double emulsion technique  

Water-soluble drugs, peptides, proteins, and vaccines are well suited for the dual micro spheric emulsion 

manufacturing procedure, which necessitates the creation of multiple emulsions or dual emulsions of type w / o / w. 

This method works well with both organic and synthetic polymers. A constant lipophilic organic flow distributes 

the aqueous protein solution. This protein solution may be one of the active ingredients. The polymer solution that 

eventually encapsulates the protein present in the scattered aqueous phase makes up the continuous phase in 

general. Before adding the polyvinyl 382lcoholl (PVA) aqueous solution, the initial emulsion is then homogenised 

or sonicated. resulting in the creation of a double emulsion. The solvent is subsequently extracted from the 

emulsion or evaporated with solvent, depending on the solvent. The method of evaporating/extracting double 

emulsion solvent allows for the successful introduction of a variety of hydrophilic pharmaceuticals, such as agonist 

luteinizing hormone releasing hormone (LH-RH), vaccines, proteins/peptides, and conventional compounds into the 

microspheres.
[23] 

 

Coacervation 

Using this technique, it is simple to separate macromolecular fluid into two immiscible forms of material: a thick 

coacervate layer that is relatively condensed in macromolecules and a distilled layer of equilibrium. When there is 

only one macromolecule present, this technique is known as basic coacervation. Complex coacervation is defined 

as the coexistence of two or more opposite-charge macromolecules. Specific elements, such as temperature shift, 

Utilizing non-solvents or micro-ions causes dehydration in macromolecules by facilitating contacts between 

polymers through polymer solvent interactions. This can be designed to produce varied microsphere qualities.
[24] 

 

Spray Drying Technique  

In this process, the polymer is dissolved in volatile organic solvents like dichloromethane, acetone, etc. before the 

result (in solid form) is disseminated in a polymer solution using high-speed homogenization. The dispersion is 

subsequently atomized in the hot air stream, and atomization helps to form tiny droplets from which the solvent 

instantly evaporates. With the aid of a cyclone separator, prepared microparticles are separated by hot air, and 

solvent remnants are eliminated by vacuum drying.
[25] 

 

Freeze Drying 

While making protein API microspheres, freeze-drying works well. Freezing, sublimation, primary drying, and 

secondary drying are the techniques used. The components’ eutectic points are taken into consideration during the 

freezing process. Cytoprotectants and cryoprotectants stabilise API molecules during the process by eliminating 

water, establishing a glass matrix, decreasing intermolecular interactions by forming hydrogen bonds between the 

molecules, or by forming dipole-dipole interactions. Given its high cost, it is an useful cycle for molecules that can 

withstand heat. Particle reconstitution in an aqueous medium is then made possible by freeze-drying, which causes 

solidification.
[26] 

 

Ionic gelation 

This approach was used to prepare an alginate/chitosan particulate system for the release of diclofenac sodium. To a 

1.2% (w/v) aqueous sodium alginate solution, diclofenac sodium was added (25 wt % w/v). After adding it drop by 

drop to a mixture of acetic acid, chitosan, and Ca2+/Al3+, stirring was continued until the mixture was complete. In 

order to separate the produced microspheres, they were filtered after being left in the original solution for 24 hours 

to allow internal jellification. At pH 6.4 to 7.2, the medicine released completely, while at acidic pH, it did not.
[27] 

 

EFFECTS OF FORMULATION VARIABLES 

 

A)Effect of formulation variables on drug release  

Effect of Stirring Speed on Drug Release 

Stirrers are necessary for a number of micro- and nano-spheric preparation techniques. It occurs more frequently 

when solvents are evaporated or when emulsion solvents are evaporated. Using stirring rate, the average diameter 

of the microspheric network was made clear. In contrast to more robust non-eroding matrix materials, polymers are 

more susceptible to erosion depending on how much agitation is present in the gastrointestinal tract. This makes 

polymers less able to deliver reproducible and agitation-independent release.
[28] 

 

Effect of concentration of surfactant on Drug Release 

Since it has been shown that the surfactant increases the pace and quantity of the microparticulate release from the 

system, it is typically not a good idea to introduce higher concentrations of surfactant when constructing the 

regulated or sustained microparticulate release system. Improved wettability and increased solvent penetration 

within the matrix structure provide the fundamental rationale for this phenomena. Drug deposition at the surface of 

those microspheric matrix systems is also predicted to increase with increased surfactant content.
[29]

Surfactant 

involvement also affects how encapsulated products, like insulin, change and causes a continuous release profile 

from the microspheric matrices. It was discovered that during the period of sustained release, insulin changed into a 
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high-molecular weight product, and its quantity was related to the surfactant used, in a study involving the 

encapsulation of bovine insulin with poly (lactide co-glycolide) and different concentrations of non-ionic 

surfactants like poloxamer 188, polysorbate 20, and Surbiton monooleate 80. At a concentration of 3% w/v, 

polysorbate 80 was found to have the strongest insulin loading and the slowest drug release of any of the surfactants 

examined.
[30] 

 

Effect of Temperature Programming on Drug Release 

Release In all microsphere production techniques that include the volatile component evaporating, temperature 

plays a critical role in determining drug release. A quick rise in temperature during production or use of very high 

temperatures typically triggers the rapid expansion of methylene chloride from the microsphere's body, which 

results in the development of a hollow centre and a small, permeable organism.
[31]

It was discovered that the drug 

release behaviour of the system is influenced by the sum of the continuous step and the micro/nanoparticle: bulk 

fluid ratio. Because there is a chance of drug loss from the emulsified polymeric phase prior to polymer 

solidification in the microsphere, the solvent evaporation procedure is typically unpleasant for water soluble drug 

micro / nano spherical systems.
[32]

When choosing the experimental conditions for determining the drug release 

from this type of advanced drug delivery systems, it is important to take into account the fact that drug release is 

also significantly faster in the higher particle mass: bulk fluid volume ratio in the case of non-porous and initially 

porous systems.
[33] 

 

B)Effect of formulation variables on drug entrapment 

Effect of Polymer Concentration on Drug Entrapment 

The region of molecular diffusion and drug permeation through the matrix gel is reduced by a higher molecular 

weight polymer's greater degree of embroidery. The viscosity of the polymer gel rises with increasing polymer 

concentration, lengthening the diffusion path.
[34]

It causes the drug's diffusion coefficient to fall and its release rate 

to slow down. The polymer needs to be quickly hydrated to form a gel layer before the tablet matrix's contents are 

dissolved in order to achieve a consistent zero order or continuous release. The higher viscosity gels are more 

corrosion and dilution resistant.
[35]

The polymer, on the other hand, that creates the loose network in the matrix 

lowers the release rate and encapsulation efficiency because the network enables the drug particles to leak out 

during the creation of the microsphere.
[36]

 It was discovered and is now widely accepted that an increase in polymer 

concentration promotes the drug's intrusion into micro- and nanospheric structures. The main cause of this 

occurrence can be explained using the following points. 

 

Effect Due to Increase in Viscosity  

As previously stated, the high concentration of polymer employed to create the microsphere systems increases the 

solution's viscosity and slows the diffusion of medicines within the polymer droplets. 

 

Effect of Increase in Velocity of Precipitation 

The polymers appear to precipitate more easily on the surface of the dispersed product as the polymer concentration 

rises or the drug to polymer ratio falls. 

 

Effect of Increase in Size 

As the concentration of polymer rises, the microsphere's size also does. The surface area of the microspheres and its 

exposure to water can both decrease as a result. As a result, there is a reduction in both product degradation and 

diffusion from the gel layer. Due to the maximum drug:polymer ratio and the constrained size of microspheres that 

may be generated, decreasing the polymer concentration frequently causes a drop in loading efficiency and causes 

drug to be lost on the surface during microspheric washing. In a trial conducted by Saravananet et al., the 

researchers created floating microspheres of ranitidine hydrochloride using ethyl-cellulose as a polymer. They 

found that increasing the polymer concentration increased the drug entrapment, with the maximum entrapment 

occurring at a drug:polymer ratio of 1:3.
[37] 

 

Effect of Interaction between Drug and Polymer on Drug Entrapment 

Hydrophilic or hydrophobic interactions between medicines and polymers can cause drug release or trapping in 

micro- or nanospheric systems. For hydrophobic interactions in polymers containing end groups of free carboxylic 

acids, the product is best enclosed. Relatively hydrophobic end-capped polymers can boost the effectiveness of 

encapsulation or trapping for hydrophobic interactions.
[38,39] 

 

Additionally, it was found that the encapsulation of tetanus toxoid microspheres formed with PLGA increased when 

the formulation contained hydroxylpropylcyclodextrine (g-HPCD). By accessing the side amino acid group of the 

toxoid and engaging with PLGA through both Vander Waals and hydrogen bonding forces, the g-HPCD is 

anticipated to improve the contact.
[40] 
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Additionally, it has been noted that the medication's release from the matrix system will be impacted by the drug 

and polymer's complexation. Beta-blockers and soluble vitamins (thiamine hydrochloride) were found to be very 

soluble and soluble drugs that were released more slowly in a matrix of HPMC and sodium carboxymethylcellulose 

due to complex formation between cationic drug and anionic polymer in a study of 23 drugs with varying solubility 

and molecular weight.
[41] 

 

Effect of Stirring Rate on Drug Entrapment 

Various tests observed the stirring rate and its impact on the drug's confinement within the microspheric matrix 

systems. It was discovered that the mean particle size reduces as the stirring rate increases, and the production of 

hollow spheres is caused by the rapid evaporation of the solvent from the matrix system. Lower stirring rates, such 

300 rpm, are necessary for the creation of solid and asymmetric microspheres. However, as the rpm rises to 1000 or 

1500, the formulation process starts to produce a variety of hollow spheres, but the microspheres are spherical in 

shape. It is possible to interpret this forming quality of the hollow microsphere's spherical shape as a characteristic 

for the drug's entanglement to move inside the restricted capillary space. In an experiment to create Diltiazem HCl 

microspheres using Eudragit RS100 and Eudragit RL100, solid and irregular microparticles were observed at a 

lower stirring rate, while at 600 rpm particles size and drug entrapment efficiency were 82% and 210 m, 

respectively. At 1000 rpm, spherical-shaped microspheres were observed, but particles coalesced to the beaker wall 

and also decreased with decreasing stirring.
[42] 

 

Effect of Surfactant Concentration on Drug Entrapment 

Surfactant in the microspheric system has been found to have an impact on both medication release and drug 

treatment. Because a higher surfactant content stabilises small droplets and produces smaller microspheres, it 

reduces the effectiveness of microspheric encapsulation. Small microspheres lose more medication from their 

surface after washing than do bigger microspheres.
[43] 

 

Effect of Temperature on Drug Entrapment 

The drug's morphology, binding to microspheric structures, and rate of release are all significantly influenced by 

temperature. Since volatile ingredients like methylene chloride employed in microsphere formulation evaporate 

quickly at higher temperatures, it was noted that the microspheres have hollow cores and porous walls at higher 

temperatures. Additionally, it has been shown that the ramp affects the size of the wall's core and its thickness. An 

increase in temperature that occurs quickly causes a thin wall and a huge hollow core, whereas an increase that 

occurs gradually (15 to 25, then 40oC), resulting in a smaller hollow core.
[44] 

 

C)Effects of formulation variables on microsphere size 

a. Effect of Polymer Concentration on Microsphere Size 

As the polymer ratio rises in the microspheric system, it is a well-known occurrence that the size of the 

microspheric particles increases. This is because the higher polymer viscosity causes the development of larger 

emulsion droplets, which in turn increases the microspheric size. By measuring the aspirin-loaded microspheres' 

particle size using optical microscopy, Patel et al. were able to thoroughly evaluate the theories. In the range of 328 

to 990 m, the average particle size of microspheres was discovered. Greater scale was visible in the SEM for the 

polymer solution with higher concentration.
[45] 

 

b. Effect of Surfactants on the Microsphere Size 

Effect of Surfactants of Different HLB Values on the Size of Microspheres 

As the HLB value of the surfactant increases, the microsphere's particle size shrinks. Due to the fact that trap 

efficiency declines as microsphere size increases, surfactants with greater HLB values are used to generate 

microspheres that are larger and more efficient than those made with lower HLB values. Similar outcomes were 

found in an experiment that looked at how surfactants like span 80 and span 20 affected particle sizes and PCL 

microspheres that were loaded with tramadol. 

 

The outcomes demonstrated that the microspheres created using span 80 were smaller than those created using span 

20. Even smaller microsphere are revealed by the surfactant combination.
[46] 

 

C. Effect of Surfactant Concentration on the Size of Microspheres 

It was discovered that the size of the preformed microsphere decreases as the concentration of the surfactant used to 

form it increases because this results in a reduction in the energy at the interface between the two droplets and the 

presence of the emulsifying agent in the cross-link medium. This stability allows the preformed microsphere to 

maintain its size until the cross-link reaction is complete. Similar outcomes were found in the experiments 

conducted by Patel et al. to prepare and assess ethyl cellulose microspheres using the emulsification-solvent 

evaporation method, wherein an increase in emulsifying agent concentration resulted in a decrease in the particle 

size of the microspherical system.
[47] 
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d.  Effect of Stirring Rate on the Microsphere Size 

Stirring speed has an impact on % yield and mean microparticle size because of the turbulence it causes. The 

container walls produced froth and adhesion at the higher stirrer rate (1500 rpm), which caused the mean particle 

size of the microspheres to drop. To the 1000 rpm stirring speed, an ideal spherical form and condition free of 

aggregation were obtained. The globules' propensity to aggregate and agglomerate can be used to explain a growth 

in particle size at modest stirring velocity (500 rpm).
[48] 

 

e.   Effect of Viscosity of the Dispersed and Continuous Phase on the Microsphere Size 

It has been discovered that the size of the microsphere is substantially influenced by the viscosity of the dispersed 

and continuous process. In an experiment, microspheres were created by extracting the hydrocarbon-

perfluorocarbon solution. It was shown that smaller microspheres produced at the same mixing rate when the 

dispersed phase's viscosity was lowered. Smaller microspheres were produced as a result of the phase's increased 

continuous viscosity, which also reduced droplet coalescence. The volume ratio of the dispersed phase to the 

continuous phase was shown to cause the mean microsphere size to initially fall, but subsequent increases revealed 

an increase in the mean microsphere size.
[49] 

 

PHYSICOCHEMICAL EVALUATION 

 

Characterization 

Characterization of the microparticulate carrier is a significant phenomena that aids in the development of an 

effective carrier for the transport of proteins, drugs, or antigens. The microstructures of these microspheres vary. 

These microstructures control the carrier's release and stability.
[50] 

 

Particle size analysis 

The most often utilised methods for microparticular visualisation are standard light microscopy. The dried 

microsphere were determined by microscopic method employing calibrated optical micrometre (LM).
[51,52] 

 

Scanning electron microscopy (SEM) study 

The samples were examined using a scanning electron microscope (SEM), which was equipped with a back-

scattered electron sensor for image analysis and an x-ray diffraction analysis (EDXA) to determine the elemental 

structure, where specific elements have been found. With this technique, an electron beam that was centred was 

used to scan the sample in parallel lines. Following a conductive metal coating with a sputter coater utilising 

platinum or zirconium, microspheres were then set on a sample holder for SEM evaluation. A directed, fine electron 

beam was then used to scan the material. The sample's surface characteristics were determined by the secondary 

electrons that leaked from the sample's surface.
[53] 

 

Flow properties 

The Carr's compressibility index, Hausner ratio, and resting angle of repose can all be used to analyse the flow 

properties. Both the bulk density and the tapped density were measured using a volumetric cylinder.
[54] 

 

Thermal analysis 

Thermal analysis techniques frequently analyse these changes by introducing predetermined Specimen atmospheres 

and pressures, as well as programmed temperature variations for heating and cooling. The minor fluctuations in 

heat and enthalpy, weight loss or gain, Young's modulus, thermal expansion or shrinkage, and gas evolution are 

among the most often observed properties.
[55] 

 

Determination of percentage yield 

By computing the measured amount of the product, the polymers utilised in the microspheres' formulation, and the 

total number of microspheres produced, the percentage yield may be found.
[56] 

 

Drug content 

In order for the particles to settle and then wash, the mixture should be set aside. The volume was balanced with 

0.1N NaOH after 1mL of the filtrate was transferred into the volumetric flask. Following the proper dilution, drug 

was tested spectrophotometrically.
[57] 

 

Determination of drug loading 

The amount of medication loaded per unit of nanoparticle weight, or loading ability, represents the proportion of 

nanoparticle weight that is attached to the encapsulated product. The total amount of drug trapped divided by the 

total weight of nanoparticles yields the loading capacity (LC percent). When it comes to drug delivery, yield, which 

is expressed as a percentage, refers to the amount of drug supplied per quantity.
[58] 

 

Application of Microspheres : 

A number of pharmaceutical microencapsulated products are currently on the market.  
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1) Microspheres in vaccine delivery  

A vaccine's prerequisite is immunity to dangerous microorganisms and their components. This same need of 

efficacy, protection, and cost-effectiveness in application and charge should be met by an ideal vaccination. It is 

difficult to protect yourself and prevent negative consequences. Application mode is closely related to the element 

of safety and the volume of antibody response manufacture. The shortcomings of these same traditional vaccines 

may be addressed by biodegradable delivery technology for intravenous vaccines. Despite those who offer major 

advantages, there is still parenteral (subcutaneous, intramuscular, and intradermal) carrier involvement.
[59] 

 

2) Microspheres in Gene delivery 

Microcapsules, non-ionic liposomes, polycation complexes, and viral vectors are all used in the delivery of 

genotype drugs. Even though viral vectors are highly effective and have a wide range of cell objectives, they are 

useful for genotype delivery. Nevertheless, they produce harmful effects when utilised in vivo. Nonviral delivery 

techniques have been considered for gene therapy to overcome the limitations of viral vectors. Nonviral delivery 

systems do have advantages such as ease of preparation, cell/tissue targeting, lowered immune system, 

unconstrained plasmid size, as well as highly reproducible production on a big scale. DNA will be transported via 

polymer in applications involving gene delivery.
[59,60] 

 

3) Oral drug delivery 

Through the use of rabbits, the potential of polymer matrix, which typically contains diazepam, has been assessed. 

According to their findings, even a film made of a drug-polymer mixture in a ratio of 1:0.5 might have been a 

potent dose form that is similar to existing tablet formulations. Due to its ability to form films, polymers may be 

used to create film dosage forms as an alternative to medicine tablets. For applications involving oral medication 

delivery, the polymer is unique due to its sensitivity to pH and the reactivity of its two primary amine groups.
[61] 

 

4) Transdermal drug delivery 

Polymer has effective film-forming properties. The membrane thickness and crosslinking of a film both have an 

effect on the release profile from the devices. Additionally, in-situ preparation of the chitosan-alginate 

polyelectrolyte structure in beads and microspheres has been done in preparation for prospective uses in packaging, 

controlled release systems, and surgical instruments. For chemotherapy of inflammatory cytokines for drugs like 

prednisolone that also showed extended release action boosting treatment efficiency, polymer gel beads are an 

amazing extremely biocompatible delivery system. It was discovered that the features of the cell wall being used 

also affected how much medication was released. A local anaesthetic made of chitosan hydrogel and membrane that 

is known to contain lidocaine hydrochloride is a fantastic all-encompassing method for managing drug release 

kinetics.
[62] 

 

5) Targeting by Using Micro Particulate Carriers 

Targeting is a well-established doctrine that is currently attempting to get a lot of awareness. The reaction a 

medicine produces depends on its availability and capacity to interact with the binding site. It is established that 

pellets may be made using the extrusion/spheronization innovation and ingredients like microcrystalline cellulose 

(MCC) and chitosan.
[63] 

 

6) Monoclonal Antibodies 

Physiologically immunologic microspheres include monoclonal antibodies and targeted microspheres. One such 

sort of targeting has been used to carry out selective targeting to specific locations within an organ system. 

Monoclonal antibodies are extremely exact substances that bind to a specific area of the body structure. Uptake 

happens by a variety of mechanisms, including direct coupling, non-specific adsorption, specific adsorption, direct 

coupling, and coupling via reagent.
[63,64] 

 

7) Intratumoral and local drug delivery 

Polymer films were also created in order to deliver solid lipid nanoparticles to the tumour cells at a therapeutically 

effective concentration. It is possible to employ combination with medication for regulated administration across 

the oral cavity. such as PCL, PLGA, Chitosan, and gelatin
[65] 

 

8) Other applications 

For membrane technology created for mass spectrometry, cell biology, and fluorescently coupled immuno-sorbent 

assay, microspheres are used. Yttrium has the potential to be employed in the routine therapy of hepatocellular 

carcinoma and even in conjunction with pre-transplant management of HCC. There are other uses for 

microencapsulation in other business sectors. The most well-known microencapsulated products include carbonless 

copying paper, photosensitive paper, "scent-strips" (sometimes called "snap-n-burst"), and "scratch-n-sniff"' 

microencapsulated scents. These additional goods are typically made using a combination of gelatin and acacia. 

Children's literature, as well as the advancement of nutrition and fragrance advertising for cosmetics, have all used 
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scratch-and-sniff techniques. Additionally, the use of microcapsules in diagnostic procedures is widespread. One 

such use is the temperature-sensitive microcapsules for temperature-dependent visual cancer diagnosis.
[66] 

 

REFERENCES 
 

[1]. Chowdary KPR, Yarraguntla SR. Mucoadhesive microsphere for controlled drug delivery. Biol. Pharm. 

Bull. 2004;1717-24. 

[2]. Chaudhari A, Jadhav KR, Kadam VJ. An Overview: Microspheres as a Nasal Drug Delivery System. Int. J. 

of Pharmaceutical Sciences Review and Res. 2010; 5. 

[3]. YeZhang and Hongming Liu: Development of Bioadhesive Microspheres for Oral Bioavailability 

Enhancement of Berberine Hydrochloride. Hindawi Publishing Corporation International Journal of Polymer 

Science Volume 2016. 

[4]. SreeGiri Prasad B., Gupta V. R. M., Devanna N., Jayasurya K., Microspheres as drug delivery system – A 

review, JGTPS. 2014; 5(3): 1961 -72. 

[5]. Mohan M., Sujitha H., Dr. Rao V. U. M., Ashok M., Arun kumar B., A brief review on mucoadhesive 

microspheres, IJRRPAS.2014; 4(1): 975-86 

[6]. TarunVirmani, et. al., Pharmaceutical Application of Microspheres: An Approach for The Treatment of 

Various Diseases, International Journal of Pharmaceutical Sciences and Research, 2017, 7 Page 3252-3260. 

[7]. S. Ramu et al. Ijppr.Human, 2017; Vol. 11 (1): 375-388. 

[8]. Tsuyoshi Kojima, et. al., Preparation and Evaluation in Vitro of Polycarbonate Microspheres Containing 

Local Anesthetics, Chemical and Pharmaceutical Bulletin, 1984, 32(7) Pages 2795- 2802.  

[9]. Alagusundaram.M, et. al., Microspheres as a Novel Drug Delivery Sysytem - A Review, International 

Journal of Chem Tech Research, 2009, 1 (3), Page 526-534. 

[10]. M. Okubo, et. al., Production of submicron-size monodisperse polymer particles having aldehyde groups by 

seeded aldol condensation polymerization, Colloid and Polymer Science, 1993, 271, Pages109–113. 

[11]. Patel J. Bioadhesion is a topic of current interest in the design of controlled or targeted drug delivery system. 

[12]. Farah Hamad Farah, et. al., Magnetic Microspheres: A Novel Drug Delivery System, Analytical and 

Pharmaceutical Research, 2016 3 (5), Page 1-10 

[13]. Jagtap Yogesh Mukund, et. al., Floating microspheres: a review, Brazilian Journal of Pharmaceutical 

Sciences, 2012, 48 (1), Page 17-30. 

[14]. Mahale Manisha, Saudagar R B: Microsphere: A Review .Journal of Drug Delivery & Therapeutics. ; 9(3-s), 

2019, 854- 856. 

[15]. Chowdary KPR, Yarraguntla SR. Mucoadhesive microsphere for controlled drug delivery. Biol. Pharm. 

Bull. 2004;1717-24. 

[16]. UrsHäfeli, et. al., Review: Radioactive Microspheres for Medical Applicationsm, Cleveland Clinic 

Foundation, Radiation Oncology Department T28, page 1-29. 

[17]. Lachman LA, Liberman HA, Kanig JL. The Theory and Practice of Industrial Pharmacy. Varghese 

Publishng House, Mumbai, India: 1991, 3rd edition; P-414-415. 

[18]. Trivedi P, Verma AML and Garud N: Preparation and Characterization of Aceclofenac Microspheres. Asian 

Journal of Pharmaceutics 2008; 2:110-115. 

[19]. Pandey K, Prajapati G and Patel MR: A Review on Microspheres. International Journal of Pharmaceutical 

Sciences 2012; 2:53-57. 

[20]. Prasanth VV, Chakraborty A, Mathew ST, Mathappan R and Kamalakkannan V. Formulation and 

evaluation of Salbutamol sulphate microspheres by solvent evaporation method. Journal of Applied 

Pharmaceutical Science 2011; 1:133-137. 

[21]. Sahu M, Satapathy T, Bahadur S, Saha S, Purabiya P, Kaushik S, et al. Preparation methods for 

nanoparticle: A smart carrier system for treatment of cancer. March 2018; 7(19): 216- 26. 

[22]. Shweta Saini, et. al., Microspheres as Controlled Drug Delivery System: An Updated Review, international 

journal of pharmaceutical science and research,4, 2018, 1760-1768. 

[23].  Patel N. R., Patel D. A., Bharadia P.D., Pandya V., Modi D. Microsphere as a novel drug delivery. Int J 

Pharm. Life Sci. 201; 2(8): 992-7. 

[24]. Saravana Kumar K, et. al., A Review on Microsphere for Novel drug delivery System, Journal of Pharmacy 

Research, 2012,5(1), Page 420-424. 

[25]. Dixit M, Kulkarni PK, Kini AG and Shivakumar HG. Spray Drying: A crystallization Technique: A review. 

Int J Drug Formulation and Res. 2010; 1: 1-29 

[26]. Xinghang Ma, et. al., Stability Study of Drugloaded Proteinoid Microsphere Formulations during Freeze-

drying, Iournal of Drug Targeting, 1994, 2, Page 9-21. 

[27]. Mathew Sam T, Devi Gayathri S, Prasanthv VV, Vinod B. NSAIDs as microspheres, The Internet Journal of 

Pharmacology. 2008;6: 11-15. 

[28]. Pachuau L, Bhaskar M. A study on the effects of different surfactants on ethyl cellulose microspheres. Int J 

Pharm Tech 2009; 4: 966-71. 



                                         International Journal of Enhanced Research in Educational Development (IJERED)                                                              

ISSN: 2320-8708, Vol. 10 Issue 6, Nov-Dec, 2022, Impact Factor: 7.326 

Page | 388  

[29]. Kavanagh N, Corrigan OI. Swelling and erosion properties of hydroxypropylmethylcellulose 

(Hypromellose) matrices--influence of agitation rate and dissolution medium composition. Int J Pharm 2004; 

279(1-2): 141-52. 

[30]. Rosa GD, Iommelli R, La Rotonda MI, Miro A, Quaglia F. Influence of the co-encapsulation of different 

non-ionic surfactants on the properties of PLGA insulin-loaded microspheres. J Control Release 2000; 

69(2): 283-95. 

[31]. Dhakar RC, Maurya SD, Sagar PS, Bhagat S, Prajapati SK, Jain CP. Variables influencing the drug 

entrapment efficiency of microspheres: A pharmaceutical review. Pharm Lett 2010; 5: 102-16. 

[32]. Niwa TH, Takeuchi H, Hino T, Kunou N, Kawashima Y. Preparations of biodegradable nanospheres of 

water-soluble and insoluble drugs with D, L-lactide/glycolide copolymer by a novel spontaneous 

emulsification solvent diffusion method, and the drug release behavior. J Control Release 1993; 25: 89-98. 

[33]. Klose D, Siepmann F, Willart JF, Descamps M, Siepmann J. Drug release from PLGA-based microparticles: 

effects of the “microparticle: bulk fluid” ratio. Int J Pharm 2010; 383(1-2): 123-31. 

[34]. Akbari J, Reza E, Majid S, Massoud S. Influence of hydroxypropyl methylcellulose molecular weight grade 

on water uptake, erosion and drug release properties of diclofenac sodium matrix tablets. Trop J Pharm Res 

2011; 5: 535-41. 

[35]. Sinha RD, Rohera BD. Comparative evaluation of rate of hydration and matrix erosion of HEC and HPC 

and study of drug release from their matrices. Eur J Pharm Sci 2002; 16(3): 193-9. 

[36]. Banerjee. Interpenetrating polymer network (IPN) hydrogel microspheres for oral controlled release 

application. Int J BiolMacromol 2012; 50: 198-206. 

[37]. Saravanan M, Anupama B. Development and evaluation of ethyl cellulose floating microspheres loaded with 

ranitidine hydrochloride by novel solvent evaporation-matrix erosion method. CarbohydsPolym 2011; 3: 

592-8. 

[38]. Park TG, Yong Lee H, Sung Nam Y. A new preparation method for protein loaded poly(D, L-lactic-co-

glycolic acid) microspheres and protein release mechanism study. J Control Release 1998; 55(2-3): 181-91. 

[39]. Crotto G, Park TG. Stability and release of bovine serum albumin encapsulated within PLGA 

microencapsulation. J Control Release 1997; 44: 123-34. 

[40]. Viswanathan NB, Thomas PA, Pandit JK, Kulkarni MG, Mashelkar RA. Preparation of nonporous 

microspheres with high entrapment efficiency of proteins by a (water-in-oil)-in-oil emulsion technique. J 

Control Release 1999; 58(1): 9-20. 

[41]. Rao KV, Padmalatha D, Buri P. Influence of molecular size and water solubility of the solute on its release 

from swelling and erosion controlled polymeric matrices. J Control Release 1990; 2: 133-41. 

[42]. Rathod UC, Patel AK, Dushyant AS. Statistical evaluation and optimization of influence of stirring speed 

and polymer concentration on hollow microspheres of diltiazem HCl. D Pharm Lett 2012; 5: 102-6. 

[43]. Thakkar H, Rakesh KS, Anil KM, Krishna C, Rayasa RM. Albumin microspheres as carriers for the 

antiarthritic drug celecoxib. AAPS PharmSciTech 2005; 6(1): E65-73. 

[44]. . Dhakar RC, Maurya SD, Sagar BPS, Bhagat S, Prajapati SK, Jain CP. Variables influencing the drug 

entrapment efficiency of microspheres: A pharmaceutical review. Pharm Lett 2010; 2(5): 102-6. 

[45]. Patel B, Modi V, Patel K, Patel M. Preparation and evaluation of ethyl cellulose microspheres prepared by 

emulsification-solvent evaporation method. Int J Res Manage Pharm 2012; 1(1): 82-90. 

[46]. Bhanupriya B. Preparation and characterization of tramadol microspheres for post-operative pain. Int J 

Pharm Biol Arch 2011; 2(3): 938-44. 

[47]. Maji R, Ray S, Das B, Nayak AK. Ethyl cellulose microparticles containing metformin HCl by 

emulsification-solvent evaporation technique: Effect of formulation variables. ISRN Polym Sci 2012; 10: 1-

6. 

[48]. Jelvehgari M, Nokhodchi A, Rezapour M, Valizadeh H. Effect of formulation and processing variables on 

the characteristics of tolmetin microspheres prepared by double emulsion solvent diffusion method. Indian J 

Pharm Sci 2010; 72(1): 72-8. 

[49]. Heiskanen H, Peter D, Markku H, Paivi P, Marita O. Effect of physical properties and emulsification 

conditions on the microsphere size prepared using a solvent extraction process. J Dispers Sci Technol 2012; 

2: 234-44. 

[50]. Alagusundaram M, Chetty MSC, Umashankari K, Badarinath AV, Lavanya C, Ramkanth S. Microspheres 

as a Novel Drug Delivery System- A Review. Int. J. of Chem. Tech Res. 2009;1: 526-34. 

[51]. Kadam N. R., et. al., Microspheres: A Brief Review, Asian Journal of Biomedical and Pharmaceutical 

Sciences, 2015, 5(47), Page 13-19. 

[52]. Gauravkumar R. Agrawal, et. al, Formulation, physicochemical characterization and in vitro evaluation of 

human insulin-loaded microspheres as potential oral carrier, Prog Biomater (2017) 6:125–136. 

[53]. PatitapabanaParida, et. al., Development and characterization of ethylcellulose based microsphere for 

sustained release of nifedipine, journal of pharmaceutical analysis, 2016, 6(5), Page 341-344. 

[54]. NavidJubaer Ayon, et. al., Preparation and Characterization of Gliclazide Incorporated Cellulosic 

Microspheres: Studies on Drug Release, Compatibility and Micromeritics, Dhaka Univ. J. Pharm. Sci., 2014, 

13(2), Page 149-166. 



                                         International Journal of Enhanced Research in Educational Development (IJERED)                                                              

ISSN: 2320-8708, Vol. 10 Issue 6, Nov-Dec, 2022, Impact Factor: 7.326 

Page | 389  

[55].  Rakesh Gupta, et. al., Characterization of Captopril-Ethyl Cellulose Microspheres by Thermal Analysis, 

International Journal of Drug Development and Research April-June 2010, 2(2), Page 394-398. 

[56]. Abhay M.L, et. al., Formulationa and Characterization of Microspheres of Artemether, Literati Journal of 

Pharmaceutical Drug Delivery Technologies, 2015, 1(2), Page 65-69. 

[57]. Venkatesh D. P, et. al., Formulation and Evaluation of Microspheres Containing Fluvastatin Sodium, 

International Journal of Drug Development and Research, 2012, 4(2): Pag306- 314. 

[58]. Sanjay dey, et. al., Formulation and Optimization of Sustained Release Stavudine Microspheres Using 

Response Surface Methodology, International Scholarly Research Notices, 2011, pages 1-7. 

[59]. Abbaraju Krishna shailaja, et. al., Biomedical applications of microspheres, Journal of Modern Drug 

Discovery and Drug Delivery Research, 2015, 4 (2), Page 1-5. 

[60]. Kazi M. Zakir Hossain, et. al., Development of microspheres for biomedical applications: a review, Prog 

Biomater, 2014, Page 1- 19. 

[61]. Kataria Sahil, et. al., Microsphere: A Review, International Journal of Research in Pharmacy and Chemistry, 

2011, 1(4), Page 1184-1198. 

[62]. Reza Arshady, et. al., Microspheres for biomedical applications: preparation of reactive and labeled 

microsphere, biomaterials, 1993, 14(1), Page 5-15. 

[63]. TarunVirman, et. al., Pharmaceutical Application Of Microspheres: An Approach For The Treatment Of 

Various Diseases, International Journal of Pharmaceutical Science and Reaserch, 2017; Vol. 8(8): 3252-

3260. 

[64]. MK Shahzad, et. al., Formulation and Optimization of CelecoxibLoaded Microspheres Using Response 

Surface Methodology, Tropical Journal of Pharmaceutical Research, 2012, 11 (5), Page 695-702. 

[65]. Kadam N, et. al., Microspheres: A Brief Review, Asian Journal of Biomedical and Pharmaceutical Sciences, 

2015, 5(47), Page 13-19 

[66]. Manoj Kumar Das, Microsphere a Drug Delivery System–A Review, International Journal of Current 

Pharm.
 


