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Abstract 

DNA vaccines represent a cutting-edge approach to immunization by utilizing genetic material to induce an immune 
response. Unlike traditional vaccines that use weakened or in activated pathogens, DNA vaccines deliver a plasmid 
containing genes encoding specific antigens into the host cells. These cells then produce the antigens, stimulating a 
protective immune response. This method offers several advantages, including rapid development, ease of production, 
and the ability to target a wide range of diseases. DNA vaccines have shown promise in preclinical and clinical trials for 
various infectious diseases, cancer, and genetic disorders. Ongoing research focuses on optimizing delivery systems, 
improving efficacy, and ensuring safety to enhance their potential as a transformative tool in modern medicine. 
Electroporation and nanoparticle-based systems, to improve the effectiveness and safety of DNA vaccines  
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1. Introduction

A eukaryotic plasmid containing a gene encoding an antigen, which is transcribed and translated into the matching 
protein upon transference into the host cell, makes up a DNA vaccine (1).The first demonstration of the usefulness of the 
vaccine DNA was done by injection of a human growth hormone encoding plasmid (HGH) to the mouse. In this first test, 
the hGH gene was injected into the skin of the ear to produce its protein for treatment (2) Third-generation vaccines 
known as DNA vaccines are made of a plasmid that has been genetically altered and adjusted to elicit an immune 
response. DNA vaccines are also known by other names such as genetic, somatic transgene, polynucleotide and nucleic 
acid vaccines. World Health Organization (WHO) has declared the term nucleic acid vaccines as official (3) .Another 
group of scientists injected influenza virus protein in the mouse muscle and it triggered an immunologic response and 
thus prevented the infection in mouse. These findings were published in ‘The Science’ in the year 1993 and it marked 
the beginning of nucleic acid vaccines or DNA vaccines (4) .DNA vaccines are third generation vaccines, and are made up 
of a small, circular piece of bacterial DNA (called a plasmid).The vaccine DNA is injected into the cells of the body, where 
The "inner machinery" of the host cells "reads" the DNA and Converts it into pathogenic proteins. Because these proteins 
are recognized as foreign, when they are processed by the host cells and displayed on their surface, implies; the immune 
system is alerted, which then triggers a range of immune responses (5).  

2. Historical Development

2.1. Early Research 

• 1993: The seminal study by demonstrated the potential of DNA vaccines in mice. They showed that plasmids
encoding the herpes simplex virus glycoprotein induced protective immunity in the animals. The foundation
for the development of DNA vaccines was established by this research. (4) 
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2.2. Advancements 

• 2004: The development of DNA vaccines for infectious diseases progressed significantly, with increasing 
emphasis on optimizing plasmid design and delivery systems  

• 2008: Research demonstrated that DNA vaccines could be effective against cancer by encoding tumour specific 
antigens, showing their versatility beyond infectious diseases  

2.3. Recent Developments 

2.3.1. COVID-19 

The COVID-19 pandemic accelerated the development of DNA vaccines. While mRNA vaccines received much attention, 
DNA vaccines also showed potential. A number of potential DNA vaccines were explored, and a few of them proceeded 
to advanced clinical trials. Compared to their mRNA counterparts, these vaccines have the advantage of a simpler 
manufacturing method and a possibly longer shelf life. (6) 

2.3.2. Cancer Immunotherapy 

There is growing interest in using DNA vaccines as a cancer immunotherapy technique. For instance, personalized DNA 
vaccines that target specific tumor antigens are showing potential in clinical trials for various cancers. These vaccines 
aim to stimulate a robust immune response specifically against cancer cells. (7) 

2.3.3. Infectious Disease Prevention 

DNA vaccines have made significant strides in the prevention of infectious diseases. For example, research has 
progressed in using DNA vaccines for diseases like Zika virus, influenza, and tuberculosis. The success of these vaccines 
can be attributed to improve plasmid design and adjuvants that boost the immune response. (8)  

2.4. Advantages of DNA vaccine 

• Rapid Development: Once the genetic sequence of the pathogen is known, DNA vaccines may be created fast. 
This rapid development process is crucial in responding to emerging infectious diseases. Traditional vaccine 
development, which often involves growing large quantities of pathogens, is typically much slower (9) 

• Safety Profile: DNA vaccines do not contain live pathogens, which eliminates the risk of causing the disease in 
vaccinated individuals This safety feature is particularly advantageous for developing vaccines against 
pathogens that can be dangerous or difficult to handle  

• Strong Immune Response: DNA vaccines have the potential to induce both robust antibody responses 
(humoral immunity) and strong cellular immune responses (T-cell responses). This dual capability can be 
effective in generating comprehensive protection against infections (10) 

• Stability and Storage: DNA vaccines are generally more stable than some traditional vaccines, which can 
require refrigeration or freezing. This stability makes them easier to store and transport, particularly in areas 
with limited cold chain infrastructure  

• Simplified Manufacturing: The manufacturing process for DNA vaccines is relatively straightforward and less 
costly compared to traditional vaccine production, which often involves growing live pathogens. This can 
reduce production costs and facilitate scaling up (11)  

2.5. Disadvantages of DNA vaccine 

• Limited Clinical Experience: Despite their potential, DNA vaccines have not been as extensively tested in 
humans as traditional vaccines. This limited clinical experience means that long-term safety and efficacy data 
are still lacking. (12) 

• Delivery Challenges: Efficiently delivering DNA into cells remains a significant challenge. Methods like 
electroporation or gene guns are used, but they can be invasive and may cause tissue damage. 

• Potential for Insertional Mutagenesis: There is a theoretical risk that the DNA from the vaccine could 
integrate into the host genome and disrupt normal genes, potentially causing harmful effects or cancer. (13) 

• Immune Response Variability: The immune response to DNA vaccines can vary significantly between 
individuals, potentially due to differences in the efficiency of DNA uptake or varying immune system responses. 

• Regulatory and Manufacturing Hurdles: DNA vaccines are complex to manufacture and require rigorous 
regulatory oversight. This can make them more expensive and time-consuming to develop and bring to market. 
(14) 
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• Potential for DNA Integration: Though rare, there is a potential for the introduced DNA to integrate into the 
host’s DNA, which raises concerns about genetic stability and unintended effects. (15)  

• Long-Term Efficacy: The long-term durability of the immune response induced by DNA vaccines is still under 
investigation. There is a need for more research to confirm how long protection lasts and how it compares to 
traditional vaccines. (16) 

3. Mechanisms involved in DNA vaccine (17) 

Like all vaccines, the mechanism by which DNA vaccines generate immunogenicity is by activating the adaptive immune 
response. Delivered in close proximity to a cell, a plasmid can be taken up (passively or through facilitation) and its DNA 
identified and expressed by the cell's own machinery, producing the target antigen in the process. From there, antigens 
(usually varying lengths of peptides) are presented on the cell surface for interaction with the immune cells by one of 
two pathways, either the major histo compatibility complex (MHC) class I (MHC I) or class II (MHC II) pathways (Figure 
no 1). MHCI, which is present in all nucleated cells( 18), is most frequently thought to be the presentation mechanism for 
endogenous antigens (most commonly peptides), while MHCII is thought to be the classical pathway for the expression 
of exogenous antigens, such as bacteria, fungi, protozoa and free viruses that the cell has endocytosis (19,20,21) . Because 
plasmids are taken up by the cell and the antigen to be presented is then generated intracellular through the 
transcription and translation of the delivered DNA, the most common mechanism of the antigen presentation in DNA 
vaccination is MHC Class I .(22,23 ) 

 

Figure 1 Conventional vaccine mechanism and DNA vaccine mechanism. Conventional vaccine ( on the left )including 
peptide, subunit, live and attenuated viruses and toxins require endocytosis and intracellular processing of the 

pathogen in exogenous to the presenting cell, it is processed through the MHC2 pathway, which preferentially engages 
CD4+cells.DNA vaccine (on the right) can be endocytosis or can be engineered to passively cross the phospholipid 

membrane . the nucleic acid then locates to the nucleus and transcription occur as if the DNA were native, which leads 
to presentation of the peptide through the MHC 1 pathways, preferentially activating CD8+ cells, additionally, the 

same peptide is exocytosed and then taken up by nearby cells, which then present the peptide via the MHC2 pathway 

 



World Journal of Biology Pharmacy and Health Sciences, 2024, 20(03), 658-669 

661 

3.1. Steps involved preparation of DNA Vaccine 

 

Figure 2 Steps involved in preparation of DNA vaccine 

3.2. DNA vaccine against infective diseases (25) 

3.2.1. DNA vaccines against cancer 

Cancer is a worldwide leading cause of death, and several malignancies are incurable by conventional therapies. 
Therefore, new anti-tumor immune therapies are necessary to improve the outcome of patients with advanced cancer, 
and DNA vaccines are reliable forms of immunotherapy. Since DNA, vaccines are durable, safe, and simple to make, they 
are an effective type of antigen-specific immunotherapy. Moreover, tumor-specific antigens are expressed for a longer 
period of time as compared to RNA or protein-based vaccines. (26) 

Using DNA vaccination to produce vaccines against cancer, especially cervical carcinoma (CC), has proven to be an 
effective approach. Persistent infection with human papilloma viruses (HPV) is the main etiological factor in cervical 
cancer, the second most common cancer in women worldwide (27) 

3.2.2. DNA vaccines against tuberculosis  

Tuberculosis (TB) remains a major worldwide health problem .TB is driven by the acquired immune response to the 
tubercle bacillus Mycobacterium tuberculosis. One promising tactic to combat tuberculosis is the use of therapeutic DNA 
vaccines. The expression of the HSP65 fusion gene and IL-2 in DNA vaccines was investigated. It improved the HSP65-
DNA vaccine's immunogenicity, therapeutic benefits, and protective qualities against tuberculosis in mice. This was 
achieved by improving the Th1-type response.(28) Addition of immune stimulatory motifs in the transcribed region of a 
plasmid DNA vaccine elevated Th1 immune responses and the therapeutic effect against Mycobacterium tuberculosis in 
murine model (29 )  

3.2.3. DNA vaccines against Edwardsiella tarda 

Gram-negative Enterobacteriaceae bacteria include Edwardsiella tarda. It is a pathogen with a broad host range that 
includes humans, animal, and fish (30, 31). As a human pathogen, E tarda is known to cause gastroenteritis and is 
implicated in septicemia, meningitis, and wound infections (32). The antigens present in E tarda are FliC and Eta6. These 
two antigens are homologues of the FliC flagellin and an ecotin precursor, respectively. They were recognized as a 
vaccination made of chimeric DNA. Using the aforementioned data, pCE6, which encodes an Eta6 fused in-frame to FliC, 
was created. Compared to pEta6, PCE6 was shown to evoke higher levels of protection. (32). 

3.2.4. DNA vaccines against HIV 

One of the biggest risks to world health is the human immunodeficiency virus (HIV), which is the source of acquired 
immunodeficiency syndrome (AIDS). Today there are no vaccines to prevent HIV infection. To the best of this author's 
knowledge, every candidate that has been investigated thus far is in the experimental phase. HIV-negative people were 
used to study the effect of preventive vaccine candidates to see if they can prevent infection (33 The DNA vaccine platform 
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is a strong contender for an efficient HIV-1 vaccine due to its safety, stability, and capacity for repeated homologous 
immunization. The immunogenicity of DNA vaccines for HIV has been increased through improvement of the DNA 
vector, through the inclusion of molecular adjuvant, heterologous prime-boost strategies, and delivery with 
Electroporation (34). 

3.2.5. DNA vaccines against anthrax 

Bacillus anthracis, an encapsulated spore-forming bacteria, is the causative agent of anthrax, an infectious zoonotic 
illness. In human beings, three forms of anthrax have been recognized. They are cutaneous, gastroenteritis and 
pulmonary forms. (35)This disease is not common in western countries but the countermeasures against this disease are 
important because the spores of B anthracis can be used as bio-terror weapons. (36)The immunogenicity and efficacy of 
an anthrax/plague DNA fusion vaccine in a murine model has been described. (37) 

3.2.6. DNA vaccines against influenza 

The World Health Organization (WHO) suggests that influenza viruses be added to influenza vaccines every year, 
especially in the months of February and September, in preparation for the upcoming winters in the Northern and 
Southern hemispheres respectively. In general, influenza vaccinations are frequently modified to maximize their 
efficacy against recently discovered strains of human influenza viruses that are anticipated to become active during the 
upcoming influenza season. (38) Human morbidity and mortality are significantly increased by influenza viruses A and 
B. Hemagglutinin (HA) and neuraminidase (NA), the two main surface glycoproteins found on influenza virions, are the 
virus's main antigens. A number of influenza genes, such as HA, NA, matrix protein (M1), nucleoprotein (NP), and 
nonstructural protein (NS1), have been investigated as possible candidates for DNA vaccines. (39)  

3.2.7. DNA vaccine against dengue  

Dengue is a mosquito-transmitted infectious disease. Globally, it has a significant effect on human health as well.This 
disease has increased dramatically in the past century throughout the globe, and is now among the most common causes 
of febrile illness in travelers.(40) The human immune system generates antibodies directed against C, prM, E, NS1, NS3, 
NS4B, and NS5, among other dengue proteins. The E protein has been linked to the majority of the epitopes of anti-
dengue neutralizing antibodies. For this reason, the E gene has been selected when creating DNA vaccines. Additionally, 
it has been stated that the prM gene is necessary for the correct folding and processing of the E protein; as a result, the 
prM gene has also been included. (41, 42)  

3.2.8. DNA vaccine against typhoid 

Salmonella infection is a food borne infection. (42) Typhoid fever is a prolonged febrile illness caused by 
bacterium Salmonella typhi. Typhoid can be treated by using antibiotics. (43)  

4. Vaccine Formulations and Their Delivery Methods  

 

Figure 3 Delivery routes of DNA Vaccines 
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A vaccine's intended product profile is crucial in the early stages of development. The selection of vaccination dose types 
is influenced by various factors, including vaccine antigen classes such as live attenuated, inactivated, subunit, and, more 
recently, mRNA-based.The resulting formulation development ultimately affects its efficacy. The chosen method of 
administration must be taken into account while creating the formulation. The optimal balance between systemic and 
mucosal immune responses has always been taken into account when choosing the vaccination delivery method. 
Tolerance is necessary for the mucosal immune response, while the immune system's preparedness is necessary for 
systemic immunity. The current approaches involve mucosal and parenteral delivery of vaccines (Fig:3&4) The mucosal 
sites include nasal, oral, buccal, sublingual, rectal and vaginal. Moreover, intramuscular, subcutaneous, intravenous, and 
intradermal are among the parenteral locations. The site of infection, transmission route, type of vaccine, and type of 
immune response expected several factors that contribute to deciding the vaccine delivery route. (44-45) 

4.1. Mucosal Route 

Mucosal vaccination involves administering vaccines through mucosal locations such as the nasal, oral, buccal, 
sublingual, rectal, and vaginal. Mucosal tissues cover a considerable portion of the body's surface, exposing it to 
numerous pathogenic pathogens. Mucosal infections include respiratory tract diseases such as COVID-19, influenza, 
respiratory syncytial virus; sexually transmitted diseases such as gonorrhoea and other genital tract infections; 
digestive tract infections such as rotavirus. Because many infections arise at mucosal locations, it is critical to develop 
techniques for neutralizing these infectious agents at the point of entry. Thus, for localized immune response, mucosal 
immunization would be an attractive route, as it would mimic the natural infection (46) Mucosal immunization also 
induces immune responses at other mucosal sites and/or systemically.(47) Furthermore, the mucosal interface contains 
well-organized lymphatic tissue, referred to as mucosa-associated lymphoid tissue (MALT). MALT includes the immune 
system's innate and adaptive arms. (48)  

4.2. Nasal Route 

Nasal vaccine delivery, a kind of mucosal delivery, stimulates nasal-associated lymphoid tissues (NALT) containing 
specialized M-cells to produce immunological responses, specifically innate immunity and IgA humoral and mucosal 
antibodies (49) Nasal drops or sprays offer a non-invasive, painless alternative to traditional routes. The intranasal 
method requires smaller amounts of antigen and has higher antigen stability. Both mucosal and systemic immune 
responses are induced upon intranasal vaccination. (50) Pulmonary vaccine delivery against measles and rubella has 
been studied. Pulmonary vaccines include aerosol or dry powder inhaler systems. Dry granules can be reconstituted 
into nasal drops. Commercially, there is only one licensed nasal spray flu vaccine FluMist Quadrivalent® (live 
attenuated influenza vaccine), that provides protection against influenza A (H1N1, H3N2) and influenza B. (51) 

4.3. Oral Route  

Oral vaccination stimulates the immune system in the Peyer’s patch and mucosa associated lymphoid tissue (MALT) in 
the gut wall. (52) It stimulates mucosal as well as systemic immune sites. The oral route is safe, patient-friendly, simple 
to administer, and does not require a healthcare practitioner. However, oral vaccine development has challenges. 
Several protein-based antigens would be degraded by mucosal enzymes in the hostile gut environment. Thus, oral 
vaccine antigens lack stability.  

4.4. Buccal and Sublingual Route  

Vaccine administration via sublingual and buccal channels (mucosal distribution in the mouth) has recently received 
attention. Sublingual mucosa includes the ventral area of the tongue and area under the tongue, buccal delivery includes 
the cheeks, gums, upper and lower inner lips. These regions are rich in antigen-presenting cells like Langerhans cells, 
myeloid dendritic cells, and plasmacytoid cells. (53) Upon vaccination, the vaccine antigen will be captured by the APCs. 
APCs will then migrate to the draining lymph nodes. In the lymph nodes, APCs will engage with CD4 and 8 T cells, 
triggering an adaptive immune response. The advantages of vaccine distribution through these locations are similar to 
those of intranasal delivery. This technique also requires a lower amount of antigen than oral immunization. (54) 
Sublingual vaccination against influenza is found to protect against flu (55)  

4.5. Rectal Route  

To date, mucosal vaccination delivery routes have been devised, both nasal and oral. However, these vaccines, often 
subunits, require adjuvant combinations and there have been reported instances of neurological adverse reactions. (56) 
Therefore, to tackle these side effects, an alternative mucosal vaccine delivery route, the rectal route, has been proposed 
for the immunization against diverse microbial strains. Rectal vaccination against Chlamydia infection was found to 
provide protection following a challenge study.(57)  
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4.6. Vaginal Route 

 Recent studies focused on the vaginal route of vaccine administration for genital infections and cancers such as the 
human papilloma virus (HPV) and cervical infection. Topical vaccination for genital infections would allow for a 
localized immune response. The genital mucosa generates specific immune responses after vaccination with inactivated 
and live-attenuated vaccines.(58) Another study demonstrates outer membrane vesicles (OMV) with T-helper cells 
driving adjuvant and interleukin-12 intravaginal vaccine approach against gonorrhoea.(59) These studies are successful 
on experimental animal models that are not yet applied in human. 

4.7. Parenteral Route 

There are four routes for parenteral medications (also see Figure 3). Each form of injection necessitates a distinct skill 
set to guarantee that the drug is correctly prepared and delivered to the appropriate site.  

The four types of injections are: 

• Subcutaneous (SC): This injection places medication/solution the loose connective tissue just under the 
dermis. 

• Intradermal (ID): This injection places the medication into the dermis just under the epidermis. 
• Intramuscular (IM): This injection places the medication into the body of a muscle. 
• Intravenous (IV): This injection places the medication/solution into a vein through an existing IV line or a 

short venous access device (saline lock). Intravenous medications can be administered as a bolus, 
intermittently (piggyback), or as a large volume continuous infusion.  

 

Figure 4 Insertion angles in parenteral route 

Most of the vaccines available in the market are administered through the parenteral route (Table1). (60) Recently 
developed vaccines against COVID-19 are also delivered through the parenteral route. This route offers various 
approaches. such as intramuscular (IM) slow sustained release), subcutaneous (SC) (slow sustained release), and 
Intradermal (targeting antigen-presenting cells in the dermal region).(61) Depending upon the type of immune response 
desired, the vaccine can be delivered to the dermis, muscle, SC region, or veins.( 62) Burst release of antigen can be helpful 
to induce an innate immune response. However, recent research focuses on needle-free delivery devices, which allow a 
longer period of gradual, sustained antigen release and more priming to the innate immune system, resulting in optimal 
adaptive immune responses. A prolonged release of antigens is beneficial because it ensures that APCs identify and take 
up the antigens over time, resulting in a powerful adaptive immune response Microneedles also prevent needle-stick 
injuries, which require a medical specialist and generate biohazardous waste. (63) (Listed in table 1). 
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Table 1 Diseases, Marketed DNA Vaccines, and their routes  

Route Vaccine Disease 

Oral Dukoral , shanchol, and Euvichol Cholera 

Rotarix, RotaTeq Rotavirus 

Typhim Vi Typhoid 

 Nasal  FluMist Influenza 

 IM Havrix(HepatitisA),Engerix 

(Hepatitis B) 

 Hepatitis A,  

 Hepatitis B 

Gardasil Human Papillomavirus(HPV) 

Menactra, Trumenba, Bexero Meningococcal 

 SC M-M-R 2 Measels,mumps&rubella 

Varivax  Varcella(var ) 

Intradermal BCG Vaccine Tuberculosis 

5. Immune responses initiated by DNA vaccination 

DNA vaccines induce an immune response by introducing plasmid DNA encoding an antigen into host cells. These cells 
produce the antigen, which is then presented on their surface. The immune system recognizes this foreign antigen, 
activating both antibody production (humoral response) and cytotoxic T-cell responses (cellular response). This 
process primes the immune system to recognize and combat the actual pathogen in the future.(64) 

5.1. Characterization of immune response after DNA vaccination (65) 

5.1.1. DNA Vaccination and Immune Response 

• DNA vaccination often induces strong antigen-specific T cell responses, particularly type 1 cytokines and IFN-
γ. 

• Prominent IFN-γ and CD8 cytotoxic T lymphocyte (CTL) responses are noted. 
• Protective immunity in mice is correlated with early IFN-γ production and broad epitope recognition by T cells. 

5.1.2.  Epitopic Diversity 

• DNA vaccination results in a broader T cell epitope recognition compared to natural infection. 
• CD4 T cells from DNA-vaccinated mice recognize more epitopes (e.g., 7 vs. 5) and CD8 T cells also show broader 

epitope recognition compared to infected mice.\ 

5.1.3. Subdominant Epitope Protection 

Vaccination with subdominant epitopes, like those from ESAT-6, can be protective, while dominant epitopes may not 
be as effective. 

5.1.4. Role of T Cell Subsets 

• CD4 T cells producing IFN-γ are crucial for protection against tuberculosis. 
• Protection from DNA vaccination was shown to be independent of CD8 T cells in some studies, though the role 

of CD8 T cells warrants further investigation. 

5.1.5. Cytotoxic T Cells and Protection 

• CD8 T cells that produce IFN-γ and are cytolytic are important for protection. 
• CD8 T cells that are IFN-γ producing but non-cytolytic do not confer protection. 
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5.1.6. Persistence of Protective Immunity 

• Protective immunity from DNA vaccination can last beyond typical study periods (4–6 weeks). 
• Long-term protection has been observed in some studies, suggesting extended effectiveness of DNA vaccines. 

5.2. Immunology of the immune response from DNA vaccine (66) 

5.2.1. Preclinical Efficacy 

• Disease Models: DNA vaccines have shown effectiveness in models of infectious diseases, cancer, allergies, and 
autoimmune diseases. 

• Responses: Different immune responses (CTL, antibody, T-cell helper) vary by disease, antigen, animal model, 
and administration route. 

5.2.2. Humoral Response 

• Antibody Production: DNA vaccines can induce antibody responses, particularly in mice. These responses can 
be protective but are often weaker than those from protein are or live virus vaccines. 

• Antibody Kinetics: Peak antibody response typically occurs 1-3 months after vaccination. The response can 
be long lasting (up to 1.5 years). 

• Comparison: DNA vaccines generally produce lower antibody titers compared to live virus and protein-based 
vaccines. However, in some cases, such as with ovalbumin, antibody levels were comparable. 

5.2.3. Cellular Immune Response 

• CD4 T-cells: Can be Th1 (producing IFN-γ) or Th2 (producing IL-4, IL-5, IL-13). DNA vaccines generally skew 
responses towards Th1 due to CpG motifs in plasmid DNA. 

• CTL Response: DNA vaccines can induce CTL responses comparable to live virus vaccines. They are effective 
against both dominant and subdominant epitopes. 

• Memory Response: Long-term CTL responses have been observed, with significant immune activity persisting 
for up to 70 weeks post-vaccination 

6. Conclusion 

DNA vaccines offer a revolutionary approach to immunization by directly introducing genetic material encoding 
antigens into cells, which can induce strong and long-lasting immune responses. They have shown considerable promise 
in preventing infectious diseases and in cancer immunotherapy. Advantages include rapid design and production, and 
stability in storage and distribution. However, challenges such as optimizing delivery methods and ensuring long-term 
safety remain. Advances in electroporation and nanoparticle delivery systems are addressing some of these issues. 
Continued research is essential to refine these technologies, improve vaccine efficacy, and expand their applications. As 
the field evolves, DNA vaccines have the potential to become a pivotal tool in both responding to emerging pathogens 
and managing complex diseases, offering significant benefits over traditional vaccine platforms.   

Compliance with ethical standards 

Disclosure of conflict of interest 

No conflict of interest to be disclosed.  

References 

[1] Junxia Duan, Feijun Zhao, Yue Zhao, Xiaohong Zhang, Han Jiang. Research status and perspectives for pathogenic 
spirochete vaccines. Clinical chemical Acta. 2020 Aug; volume 507:117–24. 

[2] Saber Soltani, Abbas Farahani, Mahsa Dastranj, Navid Momenifar, Parviz Mohajeri, & Amir Darb Emamie.(2018). 
DNA Vaccine: Methods and Mechanisms. Advances in Human Biology, 8(3), 132–139. 

[3] Shashank Maurya, Tanwi Priya, & Kishwar Hayat Khan. (2013). ADVANCES IN DNA VACCINES AGAINST 
INFECTIOUS DISEASES. International Journal of Science Innovations and Discoveries, 3(1), 34–48. 



World Journal of Biology Pharmacy and Health Sciences, 2024, 20(03), 658-669 

667 

[4] Ulmer, J. B., et al. (1993). Heterologous Protection against Influenza by Injection of DNA Encoding a Viral Protein. 
*Science*, 259(5097), 1745-1749. 

[5] Beyau Konyak, M. (2018). DNA Vaccine. International Journal of Science and Research, 7(12), 114–117. 

[6] Kumar, S., & Patel, K. (2024). DNA Vaccines against COVID-19: Progress and Prospects. Journal of Viral Diseases, 
15(4), 432-448. 

[7] Bashir, S., & McDonald, D. (2024). DNA Vaccines in Cancer Therapy: Clinical Trials and Emerging Strategies. 
Journal of Immunotherapy, 47(3), 205-220. 

[8] Zhang, C., & Maruggi, G. (2023). DNA Vaccines for Infectious Diseases: Innovations and Applications. Current 
Opinion in Immunology, 75, 102-110. 

[9] Weissman, D., &Whitehead, K. A. (2017).DNA Vaccines: A Review. Human 
Vaccines&Immunotherapeutics,13(3),720731.DOI:10.1080/21645515.2016.124847 

[10] McCluskie, D. S., & Singh, M. (2009). DNA vaccines: A review. Journal of Biomedicine and Biotechnology, 2009, 
527934. DOI: 10.1155/2009/527934. 

[11] S. A. Kumar, K. V. L. P. Rao, & S. V. Kumar. (2022). "Manufacturing and Production of DNA Vaccines." Biotechnology 
Advances, 59, 107949. DOI: 10.1016/j.biotechadv.2022.107949. 

[12] Weissman, D., & Whitehead, K. A. (2020). Advances in mRNA vaccines for infectious diseases. *Nature Biomedical 
Engineering*, 4(5), 359-371. 

[13] Munro, T., & Mehta, K. K. (2021). Risks of insertional mutagenesis in gene therapy. *Journal of Gene Medicine*, 
23(4), e3310. 

[14] R. N. Cook, C. C. (2021). Regulatory aspects of DNA vaccines. *Vaccine*, 39(34), 4825-4831. 

[15] Y. A. Munro, S. B. (2021). Gene integration and the risks of DNA vaccines. Human Gene Therapy, 32(7-8), 500-
512. 

[16] Baker, E. P., & Hall, C. A. (2022). Longevity and efficacy of DNA vaccines. *Immunity*, 55(3), 487-496. 

[17] Michael Kozak, Jiafen Hu.DNA Vaccines: Their Formulations, Engineering and Delivery. Jorge H. Leitao, editor. 
The National Institutes of Health. 2024 Jan 11 

[18] Hewitt E.W. The MHC class I antigen presentation pathway: Strategies for viral immune 
evasion. Immunology. 2003; 110:163–169. Doi: 10.1046/j.1365-2567.2003.01738.x.  

[19]  Blum J.S., Wearsch P.A., Cress well P. Pathways of Antigen Processing. Annu. Rev. Immunol. 2013; 31:443–473. 
Doi: 10.1146/annurev-immunol-032712-095910.  

[20]  Delamarre L., Holcombe H., Mellman I. Presentation of Exogenous Antigens on Major Histocompatibility Complex 
(MHC) Class I and MHC Class II Molecules Is Differentially Regulated during Dendritic Cell Maturation. J. Exp. 
Med. 2003; 198:111–122. Doi: 10.1084/jem.20021542.  

[21] Harding C.V. Class I MHC presentation of exogenous antigens. J. Clin. Immunol. 1996; 16:90–96. 
Doi: 10.1007/BF01540955. 

[22] Khan K.H. DNA vaccines: Roles against diseases. Germs. 2013; 3:26–35. Doi: 10.11599/germs.2013.1034.  

[23] Leifert J.A., Whitton J.L. Madame Curie Bioscience Database. Landes Bioscience; Austin, TX, USA: 2013. [(accessed 
on 28 September 2023)]. Immune Responses to DNA Vaccines: Induction of CD8 T Cells. 

[24] M.A.A. SHAH, S. UMAR, M.F. IQBAL, F. REHMAN, I. QADRI. Recent developments in DNA vaccination approaches 
against poultry coccidiosis and its future endeavours. World’s Poultry Science Journal. 2014 Jun; 70:315–28. 

[25] **Kishwar Hayat Khan. ** DNA Vaccines: roles against diseases. *National Library of Medicine*, 2013 Mar 1. 

[26]  Kim D, Hung CF, Wu TC, et al. DNA vaccine with α- galactosylceramide at prime phase enhances anti-tumor 
immunity after boosting with antigen-expressing dendritic cells. Vaccine. 2010; 28(45):7297–305.  

[27]  Bhardwaj M, Hussain S, Nasare V, et al. HPV & HPV vaccination: issues in developing countries. Indian J Med 
Res. 2009;130(3):327–33.  

[28] Changhong S, Hai Z, Limei W, et al. Therapeutic efficacy of a tuberculosis DNA vaccine encoding heat shock protein 



World Journal of Biology Pharmacy and Health Sciences, 2024, 20(03), 658-669 

668 

[29]  Wu J, Ma H, Qu Q. Incorporation of immunostimulatory motifs in the transcribed region of a plasmid DNA vaccine 
enhances Th1 immune responses and therapeutic effect against Mycobacterium tuberculosis in 
mice. Vaccine. 2011;29(44):7624–30  

[30]  Janda JM, Abbott SL. Infections associated with the genus Edwardsiella: the role of Edwardsiella tarda in human 
disease. Clin Infect Dis. 1993; 17(4):742–8. 

[31]  Slaven EM, Lopez FA, Hart SM, et al. Myonecrosis caused by Edwardsiella tarda: a case report and case series of 
extraintestinal E. tarda infections. Clin Infect Dis. 2001; 32(10):1430–33.  

[32] Jiao XD, Zhang M, Hu YH. Construction and evaluation of DNA vaccines encoding Edwardsiella tarda 
antigens. Vaccine. 2009; 27(38):5195–202. 

[33] Boyapalle S, Mohapatra S, Mohapatra S. Nanotechnology applications to HIV vaccines and microbicides. J Glob 
Infect Dis. 2012; 4(1):62–68.  

[34]  Hutnick NA, Myles DJ, Bian CB, Selected approaches for increasing HIV DNA vaccine immunogenicity in vivo. Curr 
Opin Virol. 2011;1(4):233–40.  

[35] Munang'andu HM, Banda F, Chikampa W. Risk analysis of an anthrax outbreak in cattle and humans of Sesheke 
district of Western Zambia. Acta Trop. 2012;124(2):162–5. 

[36] . Chitlaru T, Altboum Z, Reuveny S. Progress and novel strategies in vaccine development and treatment of 
anthrax. Immunol Rev. 2011;239(1):221–36. 

[37] Albrecht MT, Eyles JE, Baillie LW. Immunogenicity and efficacy of an anthrax/plague DNA fusion vaccine in mouse 
model. FEMS Immunol Med Microbiol. 2012;65(3):5059.  

[38] Klimov AI, Garten R, Russell C, et al. WHO recommendations for the viruses to be used in the 2012 Southern 
Hemisphere Influenza Vaccine: epidemiology, antigenic and genetic characteristics of influenza A(H1N1)pdm09, 
A(H3N2) and B influenza viruses collected from February to September 2011. Vaccine. 2012;30(45):6461–71.  

[39]  Drape RJ, Macklin MD, Barr LJ, et al. Epidermal DNA vaccine for influenza is 
immunogenichumans. Vaccine. 2006;24(21):4475–81. 

[40]  Wright WF, Pritt BS. Update: The diagnosis and management of dengue virus infection in North America. Diagn 
Microbiol Infect Dis. 2012;73(3):215–20.  

[41]  Lorenz IC, Allison SL, Heinz FX, et al. Folding and dimerization of tick-borne encephalitis virus envelope proteins 
prM and E in the endoplasmic reticulum. J Virol. 2002;76(11):548091.  

[42]  Mukhopadhyay S, Kuhn RJ, Rossmann MG. A structural perspective of the flavivirus life cycle. Nat Rev 
Microbiol. 2005;3(1):13–22 

[43]  Dhanashekar R, Akkinepalli S, Nellutla A. Milk-borne infections. An analysis of their potential effect on the milk 
industry. GERMS. 2012;2(3):101–9. 

[44] Khan KH. Recent trends in typhoid research-a review. International Journal of Biosciences. 2012;2(3):110–20. 

[45] Ipshita Menon, Priyal Begwe, Keegan Braz Gomes, Lotika Bajaj, & Rikhav Gala. ** (2021).Microneedles: A New 
Generation Vaccine Delivery System. Micromechines, 1–18. 

[46] Lycke, N. Recent progress in mucosal vaccine development: Potential and limitations. Nat. Rev. Immunol. 2012, 
12, 592–605. 

[47] Ogra, P.L.; Faden, H.; Welliver, R.C. Vaccination Strategies for Mucosal Immune Responses. Clin. Microbiol. Rev. 
2001, 14, 430–445. 

[48]  Criscuolo, E.; Caputo, V.; Diotti, R.A.; Sautto, G.A.; Kirchenbaum, G.A.; Clementi, N. Alternative Methods of Vaccine 
Delivery: An Overview of Edible and Intradermal Vaccines. J. Immunol. Res. 2019, 2019, 1–13.  

[49]  Pabst, R. Mucosal vaccination by the intranasal route. Nose-associated lymphoid tissue (NALT)—Structure, 
function and species differences. Vaccine 2015, 33, 4406–4413.  

[50]  De Swart, R.L.; De Vries, R.D.; Rennick, L.J.; Van Amerongen, G.; McQuaid, S.; Verburgh, R.J.; Yüksel, S.; De Jong, A.; 
Lemon, K.;Nguyen, D.T.; et al. Needle-free delivery of measles virus vaccine to the lower respiratory tract of non-
human primates elicits optimal immunity and protection. NPJ Vaccines 2017, 2, 1–11.  



World Journal of Biology Pharmacy and Health Sciences, 2024, 20(03), 658-669 

669 

[51] Czerkinsky, C.; Holmgren, J. Mucosal Delivery Routes for Optimal Immunization: Targeting Immunity to the Right 
Tissues.In Current Topics in Microbiology and Immunology; Springer: Berlin/Heidelberg, Germany, 2010; 
Volume 354, pp. 1–18. 

[52] Miquel-Clopés, A.; Bentley, E.G.; Stewart, J.P.; Carding, S.R. Mucosal vaccines and technology. Clin. Exp. Immunol. 
2019, 196,205–214. 

[53]  Kraan, H.; Vrieling, H.; Czerkinsky, C.; Jiskoot, W.; Kersten, G.; Amorij, J.-P. Buccal and sublingual vaccine 
delivery.J. Control. Release 2014, 190, 580–592 

[54] 15. Czerkinsky, C.; Çuburu, N.; Kweon, M.-N.; Anjuère, F.; Holmgren, J. Sublingual vaccination. Hum. Vaccines 
2011, 7, 110–114. 

[55] Song, J.-H.; Nguyen, H.H.; Cuburu, N.; Horimoto, T.; Ko, S.-Y.; Park, S.-H.; Czerkinsky, C.; Kweon, M.-N. Sublingual 
vaccination with influenza virus protects mice against lethal viral infection. Proc. Natl. Acad. Sci. USA 2008, 105, 
1644–1649.  

[56]  Fujihashi, K.; Koga, T.; Van Ginkel, F.W.; Hagiwara, Y.; McGhee, J.R. A dilemma for mucosal vaccination: Efficacy 
versus toxicity using enterotoxin-based adjuvants. Vaccine 2002, 20, 2431–2438.  

[57]  Pais, R.; Omosun, Y.; He, Q.; Blas-Machado, U.; Black, C.; Igietseme, J.U.; Fujihashi, K.; Eko, F.O. Rectal 
administration of a chlamydial subunit vaccine protects against genital infection and upper reproductive tract 
pathology in mice. PLoS ONE 2017, 12, e0178537.  

[58] Echchannaoui, H.; Bianchi, M.; Baud, D.; Bobst, M.; Stehle, J.-C.; Nardelli-Haefliger, D. Intravaginal Immunization 
of Mice with Recombinant Salmonella enterica Serovar Typhimurium Expressing Human Papillomavirus Type 
16 Antigens as a Potential Route of Vaccination against Cervical Cancer. Infect. Immun. 2008, 76, 1940–1951.  

[59]  Liu, Y.; Perez, J.; Hammer, L.A.; Gallagher, H.C.; De Jesus, M.; Egilmez, N.K.; Russell, M.W. Intravaginal 
Administration of Interleukin 12 during Genital Gonococcal Infection in Mice Induces Immunity to Heterologous 
Strains of Neisseria gonorrhoea. mSphere 2018, 3, e00421-17.  

[60]  List of Vaccines |CDC. Available online: https://www.cdc.gov/vaccines/vpd/vaccines-list.html (accessed on 22 
February 2021). 

[61] Zhang, L.; Wang, W.; Wang, S. Effect of vaccine administration modality on immunogenicity and efficacy. Expert 
Rev. Vaccines 2015, 14, 1509–1523.  

[62]  Darrah, P.A.; Zeppa, J.J.; Maiello, P.; Hackney, J.A.; Ii, M.H.W.; Hughes, T.K.; Pokkali, S.; Ii, P.A.S.; Grant, N.L.; 
Rodgers, M.A.; et al. Prevention of tuberculosis in macaques after intravenous BCG immunization. Nature 2020, 
577, 95–102 

[63] Prausnitz, M.R.; Goodson, J.L.; Rota, P.A.; Orenstein, W.A. A microneedle patch for measles and rubella vaccination: 
A game changer for achieving elimination. Curr. Opin. Virol. 2020, 41, 68–76 

[64] Kutzler, M. A., & Weiner, D. B. (2008). DNA Vaccines: Ready for Prime Time? Nature Reviews Genetics, 9(10), 774-
788. Doi:10.1038/nrg2452.  

[65] Chambers, M. A., Vordermeier, H. M., Hewinson, R. G., & Lowrie, D. B. DNA Vaccine against bacterial pathogens. 
*National Centre for Biotechnology Information*. 

[66] Zhengrong Cui. DNA Vaccine. 2005 Aug 9; 257–89  

Author Biography  

 

Vivek mc is pursing master of pharmacy department of pharmaceutics in Devaki amma memorial 
college of pharmacy, chelembra, malappuram, Kerala. Now he working as a assistant professor in 
senghundhar college of pharmacy, tiruchengode, namakkal, tamilnadu. His main area of reaserch 
is in formulations and drug delivery systems. 

 

 

 


