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vii. History of vaccines, attenuated vaccine, heat-killed vaccine, subunit vaccine, recombinant vaccine, DNA
vaccine, RNA vaccine, dendritic cell-based vaccine, Virus- Like Particles, adjuvants and their role in vaccine

Vaccines constitute one of the most transformative achievements in public health, harnessing the immune system to
prevent infectious diseases. Over centuries, vaccine technology evolved from crude early methods (variolation for
smallpox) to advanced platforms (DNA/RNA vaccines, dendritic cell-based immunotherapy). Below is a comprehensive
overview spanning (I) the history of vaccines, (ll) major vaccine types, and (lll) the role of adjuvants in immunogenic
enhancement.

Historical Development of Vaccines

Early Milestones

1. Variolation (Ancient China, Middle East)
o Inoculating material from smallpox pustules to healthy persons, producing milder infection but conferring
immunity.
o Risky, with a non-trivial fatality rate, yet laid the foundation for deliberate immunization.
2. Edward Jenner (1749-1823)
o Demonstrated that cowpox inoculation (vacca = cow) protected against smallpox.
o Coined “vaccination,” marking the first successful prophylactic vaccine approach.
3. Louis Pasteur (19th Century)
o Extended immunization to anthrax and rabies, pioneering the concept of attenuated pathogens.
o Verified that microorganisms could be artificially weakened for safe immunization.

20th Century Expansions

1. Toxoid Vaccines

o Diphtheria and tetanus toxins inactivated (toxoids), eliciting protective antibody responses.

o Set precedent for inactivating virulence factors while retaining immunogenicity.
2. Jonas Salk (1950s)

o Developed the inactivated polio vaccine (IPV), a game-changer in eradicating polio in many regions.
3. Albert Sabin

o Produced oral polio vaccine (OPV), a live-attenuated approach providing robust mucosal immunity.

Modern Era

e Advent of recombinant DNA technologies (1970s-1980s) enabling subunit and recombinant vaccines,
culminating in the groundbreaking mRNA vaccines for COVID-19.

e Intensified interest in dendritic cell-based immunotherapies and virus-like particle platforms for complex
pathogens (HPV, hepatitis B).

Major Types of Vaccines

Live Attenuated Vaccines

1. Definition
o Contain weakened (attenuated) strains of pathogens that replicate minimally but elicit strong immune
responses.
o E.g., Measles, Mumps, Rubella (MMR), Varicella (chickenpox), Sabin OPV.
2. Advantages
o Mimic natural infection — robust cellular and humoral immunity, often long-lasting protection.
o Induce local IgA immunity (e.g., OPV in gut).
3. Drawbacks
o Risk of reversion to virulence in immunocompromised individuals or extremely rare genetic mutations.
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o Requires refrigeration (cold chain).
Inactivated (Heat-Killed) Vaccines

1. Definition

o Pathogens killed by chemicals (formaldehyde) or heat. Microbe structure intact but non-replicative.
2. Examples

o Salk polio vaccine (IPV), inactivated influenza vaccine, rabies.
3. Pros/Cons

o Safer in immunocompromised as no replication.

o Often weaker immunogenicity = boosters or adjuvants needed to achieve durable immunity.

Subunit Vaccines

1. Definition

o Contain purified antigenic components of a pathogen (proteins, polysaccharides), not whole organisms.
2. Examples

o Hepatitis B surface antigen vaccine, pertussis acellular vaccines, pneumococcal polysaccharide or

conjugate vaccines.

3. Advantages

o Lower reactogenicity, better safety profile.

o Must carefully select immunodominant epitopes for good coverage.

Recombinant Vaccines

1. Overview
o Genetically engineered expression of pathogen antigens in yeast, bacteria, or other vectors.
o Hepatitis B vaccine is a classic example, producing HBsAg in yeast.
2. Benefits
o Precise antigen targeting, safer than live or entire inactivated pathogens.
o Amenable to large-scale production, with consistent quality and minimal contamination.

DNA Vaccines

1. Mechanism
o Plasmid DNA encoding an antigen is injected; host cells take up DNA, produce the antigen internally,
eliciting both humoral and cell-mediated immunity.
2. Pros
o Simple, stable, relatively quick to design. Potential for strong T-cell responses since antigen is made
endogenously.
3. Cons
o Low immunogenicity in humans observed so far, though improvements with electroporation or novel
formulations.

RNA Vaccines

1. Definition
o mRNA constructs encoding the antigen; once inside host cells, the mRNA is translated, generating the
immunogenic protein.
2. Breakthrough
o COVID-19 mRNA vaccines (Pfizer-BioNTech, Moderna) demonstrated efficacy, speed of development.
o Key advantage: no risk of genomic integration, rapid manufacturing, robust cell-mediated immunity.

Dendritic Cell-Based Vaccines

1. Concept
o Patient’s dendritic cells (DCs) are ex vivo loaded with tumor antigens or infectious antigens, then
reinfused to stimulate T-cell responses.
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2. Clinical Use
o Investigational therapies in cancer immunotherapy (e.g., prostate cancer vaccine—Sipuleucel-T).
o Potential synergy with other modalities (checkpoint inhibitors).

Virus-Like Particles (VLPs)

1. Nature

o Self-assembling capsid proteins mimicking viral structure but lacking nucleic acid - non-infectious.
2. Examples

o HPV vaccine (Gardasil, Cervarix) based on L1 protein forming VLPs - potent protective immunogenicity.
3. Advantages

o Present conformational epitopes, strong B/T cell responses, minimal safety concerns (no genome).

Adjuvants and Their Role in Vaccines

Definition of Adjuvants

e Adjuvants are substances co-administered with antigens to enhance or modulate immunogenicity, primarily by
stimulating innate immunity and fostering better antigen presentation.

Common Adjuvants

1. Alum (Aluminum Salts)
o Traditional adjuvant forms (aluminum hydroxide, phosphate) widely used in diphtheria-tetanus-pertussis
(DTP), HPV vaccines, etc.
o Induces Th2-biased responses, forms antigen depots at injection sites.
2. Oil-in-Water Emulsions (MF59, AS03)
o Used in influenza vaccines, enhance dendritic cell recruitment and cytokine production.
3. Toll-Like Receptor (TLR) Agonists (e.g., Monophosphoryl lipid A)
o Directly stimulate innate immune pathways, bridging robust Th1 or balanced responses.
4. Cytokines
o IL-2, GM-CSF sometimes formulated as adjuvants in cancer or experimental vaccines.

Mechanisms of Action

1. Depot Effect
o Retain antigen locally for prolonged exposure to immune cells.
2. Inflammatory Signals
o Adjuvants mimic microbial signals (PAMP analogues), boosting APC activation, costimulatory molecule
expression.
3. Antigen Presentation Enhancement
o _Facilitates better uptake and presentation by dendritic cells, shaping T/B cell memory.

Concluding Perspective

The history of vaccines traverses from smallpox variolation to sophisticated RNA and dendritic cell platforms, each
harnessing the immune system’s capacity for memory and specificity. Vaccine types—from live attenuated to subunit,
recombinant, DNA, RNA, VLPs—exhibit diverse immunological strengths and practical constraints (stability, cost, safety
profiles). Adjuvants remain pivotal for boosting immunogenicity, especially in subunit or inactivated formulations.

With improved biotech capacities, synergy with immunoinformatics and potential integrative health concepts (like dosa-
based prophylaxis in Ayurveda) could further enrich vaccine design and usage. Ultimately, continued innovation in
vaccine technology (adjuvant research, vector engineering, personalized dendritic cell vaccines) stands at the forefront of
preventing infectious diseases, containing pandemics, and potentially addressing non-infectious pathologies (cancer,
allergies) via immunomodulation.
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