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Abstract
Immune memory is a cornerstone of the adaptive immune system, enabling the body to mount rapid and robust 

responses upon re-encounter with previously encountered pathogens. Understanding the mechanisms underlying 
immune memory is crucial for the development of effective vaccines and strategies to combat infectious diseases. 
This review explores the current understanding of immune memory, with a focus on insights gained from both 
vaccinology and infection biology. We discuss the cellular and molecular mechanisms involved in the generation, 
maintenance, and recall of immune memory, highlighting the role of memory B cells, memory T cells, and long-lived 
plasma cells. Additionally, we examine how various factors, including antigen persistence, antigenic variation, and 
immunosenescence, influence the longevity and efficacy of immune memory. Finally, we discuss the implications of 
immune memory for vaccine design and strategies to enhance long-term protection against pathogens.
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Introduction
Immune memory is the ability of the immune system to remember 

past encounters with pathogens and mount rapid and effective 
responses upon re-exposure. This phenomenon forms the basis of 
vaccination, wherein the immune system is primed to recognize and 
respond to specific antigens, providing long-term protection against 
infectious diseases [1]. Immune memory encompasses the persistence 
of antigen-specific memory B cells, memory T cells, and long-lived 
plasma cells, which collectively contribute to the maintenance of 
protective immunity. Understanding the mechanisms underlying 
immune memory is essential for the development of vaccines and 
immunotherapies that confer durable protection against pathogens. In 
this review, we discuss the current understanding of immune memory, 
drawing insights from both vaccinology and infection biology [2].

Cellular and molecular basis of immune memory

Generation of memory B cells

Memory B cells are generated during the germinal center reaction, 
following antigen encounter and activation of naïve B cells. During 
this process, B cells undergo somatic hypermutation and class-switch 
recombination, leading to the generation of high-affinity antibodies 
and the differentiation of memory B cells [3]. Memory B cells express 
surface immunoglobulin and are poised to rapidly differentiate into 
antibody-secreting plasma cells upon reactivation.

Generation of memory T cells

Memory T cells arise from activated naïve T cells following 
recognition of antigenic peptides presented by antigen-presenting cells. 
Memory T cells exhibit distinct phenotypic and functional properties 
compared to naïve T cells, including increased cytokine production, 
cytotoxicity, and rapid proliferation upon antigen re-exposure. 
Memory T cells can be further classified into central memory T cells 
(Tcm) and effector memory T cells (Tem), based on their homing 
properties and cytokine profiles [4].

Long-lived plasma cells
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Long-lived plasma cells are terminally differentiated B cells that 
reside in the bone marrow and continuously secrete high-affinity 
antibodies. These cells are critical for providing long-term humoral 
immunity and are sustained by survival factors such as APRIL (a 
proliferation-inducing ligand) and IL-6 (interleukin-6).

Maintenance and recall of immune memory

Immune memory is maintained through a combination of 
homeostatic proliferation, antigen-driven expansion, and cytokine-
mediated survival signals [5]. Upon re-encounter with the cognate 
antigen, memory B cells and memory T cells are rapidly activated 
and differentiate into effector cells, leading to the production of 
antibodies and cytokines that contribute to pathogen clearance. The 
recall response is characterized by accelerated kinetics and heightened 
magnitude compared to primary immune responses, reflecting the 
enhanced functional capabilities of memory lymphocytes.

Factors influencing immune memory

Antigen persistence

Prolonged exposure to antigenic stimuli can sustain the 
maintenance of memory B cells and memory T cells, ensuring long-
term immunity. However, persistent antigenic stimulation may also 
lead to immune exhaustion and functional impairment of memory 
lymphocytes [6].

Antigenic variation

Pathogens can evade immune recognition through antigenic 
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variation, resulting in the generation of escape mutants that evade 
pre-existing immune responses. This poses a challenge for vaccine 
development and highlights the importance of targeting conserved 
epitopes to confer broad protection.

Immunosenescence

Age-related changes in the immune system, termed 
immunosenescence, can compromise the generation and maintenance 
of immune memory. Declines in T cell function, Thymic involution, 
and alterations in cytokine signaling contribute to impaired immune 
responses in older individuals [7].

Implications for vaccine design

Insights from immune memory have significant implications for 
vaccine design and optimization. Strategies aimed at enhancing the 
generation and maintenance of memory B cells and memory T cells, 
such as the use of adjuvants, prime-boost regimens, and novel vaccine 
platforms, hold promise for improving vaccine efficacy and durability 
[8]. Additionally, the identification of conserved antigenic targets 
and the development of broadly protective vaccines are essential for 
combating antigenic variation and emerging infectious threats.

Conclusion
Immune memory is a fundamental aspect of adaptive immunity, 

conferring long-term protection against pathogens. Insights from 
vaccinology and infection biology have elucidated the cellular and 
molecular mechanisms underlying immune memory, providing 
opportunities for the development of next-generation vaccines and 
immunotherapies. By harnessing the principles of immune memory, 
we can strive towards achieving durable and universal protection 
against infectious diseases.

Future directions

Future research directions in the field of immune memory include 
the elucidation of memory cell heterogeneity, the development of 
predictive biomarkers of vaccine efficacy, and the translation of basic 
immunological principles into clinical applications. Additionally, 
ongoing efforts to address challenges such as immunosenescence and 
antigenic variation will be critical for advancing the field of vaccinology 
and improving global health outcomes. 

References
1. Ray JCJ, Flyn JL, Kirschner DE (2009) A Synergy between Individual TNF-

Dependent Functions Determines Granuloma Performance for Controlling 
Mycobacterium tuberculosis Infection. J Immun J 182: 3706-3717.

2. Flegr J, Prandota J, Sovickova M, Israili ZH (2014) Toxoplasmosis—a global 
threat. Correlation of latent toxoplasmosis with specific disease burden in a set 
of 88 countries"  journal pone 9: 90203.

3. He J (2019) Block of nf-kb signaling accelerates myc-driven hepatocellular 
carcinogenesis and modifies the tumor phenotype towards combined 
hepatocellular cholangiocarcinoma .Cancer Lett 458: 113-122.

4. Zdralevic M (2018) Disrupting the 'warburg effect' re-routes cancer cells to 
oxphos offering a vulnerability point via 'ferroptosis'-induced cell death. Adv 
Biol Regul 68:55-63.

5. Berger AC (2018) A comprehensive pan-cancer molecular study of gynecologic 
and breast cancers 33:690-705.

6. Wong CC (2019) Epigenomic biomarkers for prognostication and diagnosis of 
gastrointestinal cancers Seminars in Cancer Biology. Elsevier 55: 90-105.

7. Bahi (2017) Effects of dietary administration of fenugreek seeds, alone or in 
combination with probiotics, on growth performance parameters, humoral 
immune response and gene expression of gilthead seabream (Sparus 
aurataL.). Fish Shellfish Immunol 60:50-58.

8. Cerezuela  (2016)  Enrichment of gilthead seabream (Sparus aurataL.) diet 
with palm fruit extracts and probiotics: effects on skin mucosal immunity. Fish 
Shellfish Immunol 49: 100-109.

https://www.google.com/search?q=7.+Ray+JCJ%2C+Flyn+JL%2C+Kirschner+DE+(2009)+A+Synergy+between+Individual+TNF-Dependent+Functions+Determines+Granuloma+Performance+for+Controlling+Mycobacterium+tuberculosis+Infection.+J+Immun+J.+182%3A+3706%E2%80%933717.&oq=7.%09Ray+JCJ%2C+Flyn+JL%2C+Kirschner+DE+(2009)+A+Synergy+between+Individual+TNF-Dependent+Functions+Determines+Granuloma+Performance+for+Controlling+Mycobacterium+tuberculosis+Infection.+J+Immun+J.+182%3A+3706%E2%80%933717.&aqs=chrome..69i57.532j0j9&sourcFILENAME
https://www.google.com/search?q=7.+Ray+JCJ%2C+Flyn+JL%2C+Kirschner+DE+(2009)+A+Synergy+between+Individual+TNF-Dependent+Functions+Determines+Granuloma+Performance+for+Controlling+Mycobacterium+tuberculosis+Infection.+J+Immun+J.+182%3A+3706%E2%80%933717.&oq=7.%09Ray+JCJ%2C+Flyn+JL%2C+Kirschner+DE+(2009)+A+Synergy+between+Individual+TNF-Dependent+Functions+Determines+Granuloma+Performance+for+Controlling+Mycobacterium+tuberculosis+Infection.+J+Immun+J.+182%3A+3706%E2%80%933717.&aqs=chrome..69i57.532j0j9&sourcFILENAME
https://www.google.com/search?q=7.+Ray+JCJ%2C+Flyn+JL%2C+Kirschner+DE+(2009)+A+Synergy+between+Individual+TNF-Dependent+Functions+Determines+Granuloma+Performance+for+Controlling+Mycobacterium+tuberculosis+Infection.+J+Immun+J.+182%3A+3706%E2%80%933717.&oq=7.%09Ray+JCJ%2C+Flyn+JL%2C+Kirschner+DE+(2009)+A+Synergy+between+Individual+TNF-Dependent+Functions+Determines+Granuloma+Performance+for+Controlling+Mycobacterium+tuberculosis+Infection.+J+Immun+J.+182%3A+3706%E2%80%933717.&aqs=chrome..69i57.532j0j9&sourcFILENAME
https://www.google.com/search?q=8.+Flegr+J%2C+Prandota+J%2C+Sovi%C4%8Dkov%C3%A1+M%2C+Israili+ZH.+(2014)+Toxoplasmosis%E2%80%94a+global+threat.+Correlation+of+latent+toxoplasmosis+with+specific+disease+burden+in+a+set+of+88+countries%22.&oq=8.%09Flegr+J%2C+Prandota+J%2C+Sovi%C4%8Dkov%C3%A1+M%2C+Israili+ZH.+(2014)+Toxoplasmosis%E2%80%94a+global+threat.+Correlation+of+latent+toxoplasmosis+with+specific+disease+burden+in+a+set+of+88+countries%22.&aqs=chrome..69i57j69i60.875j0j9&sourceid=chrome&ie=UTF-8
https://www.google.com/search?q=8.+Flegr+J%2C+Prandota+J%2C+Sovi%C4%8Dkov%C3%A1+M%2C+Israili+ZH.+(2014)+Toxoplasmosis%E2%80%94a+global+threat.+Correlation+of+latent+toxoplasmosis+with+specific+disease+burden+in+a+set+of+88+countries%22.&oq=8.%09Flegr+J%2C+Prandota+J%2C+Sovi%C4%8Dkov%C3%A1+M%2C+Israili+ZH.+(2014)+Toxoplasmosis%E2%80%94a+global+threat.+Correlation+of+latent+toxoplasmosis+with+specific+disease+burden+in+a+set+of+88+countries%22.&aqs=chrome..69i57j69i60.875j0j9&sourceid=chrome&ie=UTF-8
https://www.google.com/search?q=8.+Flegr+J%2C+Prandota+J%2C+Sovi%C4%8Dkov%C3%A1+M%2C+Israili+ZH.+(2014)+Toxoplasmosis%E2%80%94a+global+threat.+Correlation+of+latent+toxoplasmosis+with+specific+disease+burden+in+a+set+of+88+countries%22.&oq=8.%09Flegr+J%2C+Prandota+J%2C+Sovi%C4%8Dkov%C3%A1+M%2C+Israili+ZH.+(2014)+Toxoplasmosis%E2%80%94a+global+threat.+Correlation+of+latent+toxoplasmosis+with+specific+disease+burden+in+a+set+of+88+countries%22.&aqs=chrome..69i57j69i60.875j0j9&sourceid=chrome&ie=UTF-8
https://www.google.com/search?q=7.+He+J+(2019)Block+of+nf-kb+signaling+accelerates+myc-driven+hepatocellular+carcinogenesis+and+modifies+the+tumor+phenotype+towards+combined+hepatocellular+cholangiocarcinoma.Cancer+Lett.&oq=7.%09He+J+(2019)Block+of+nf-kb+signaling+accelerates+myc-driven+hepatocellular+carcinogenesis+and+modifies+the+tumor+phenotype+towards+combined+hepatocellular+cholangiocarcinoma.Cancer+Lett.&aqs=chrome..69i57j69i60.951j0j9&sourceid=chrome&ie=UTF-8
https://www.google.com/search?q=7.+He+J+(2019)Block+of+nf-kb+signaling+accelerates+myc-driven+hepatocellular+carcinogenesis+and+modifies+the+tumor+phenotype+towards+combined+hepatocellular+cholangiocarcinoma.Cancer+Lett.&oq=7.%09He+J+(2019)Block+of+nf-kb+signaling+accelerates+myc-driven+hepatocellular+carcinogenesis+and+modifies+the+tumor+phenotype+towards+combined+hepatocellular+cholangiocarcinoma.Cancer+Lett.&aqs=chrome..69i57j69i60.951j0j9&sourceid=chrome&ie=UTF-8
https://www.google.com/search?q=7.+He+J+(2019)Block+of+nf-kb+signaling+accelerates+myc-driven+hepatocellular+carcinogenesis+and+modifies+the+tumor+phenotype+towards+combined+hepatocellular+cholangiocarcinoma.Cancer+Lett.&oq=7.%09He+J+(2019)Block+of+nf-kb+signaling+accelerates+myc-driven+hepatocellular+carcinogenesis+and+modifies+the+tumor+phenotype+towards+combined+hepatocellular+cholangiocarcinoma.Cancer+Lett.&aqs=chrome..69i57j69i60.951j0j9&sourceid=chrome&ie=UTF-8
https://www.google.com/search?q=8.+Zdralevic+M+(2018)+Disrupting+the+%27warburg+effect%27+re-routes+cancer+cells+to+oxphos+offering+a+vulnerability+point+via+%27ferroptosis%27-induced+cell+death.+Adv+Biol+Regul.&oq=8.%09Zdralevic+M+(2018)+Disrupting+the+%27warburg+effect%27+re-routes+cancer+cells+to+oxphos+offering+a+vulnerability+point+via+%27ferroptosis%27-induced+cell+death.+Adv++Biol+Regul.&aqs=chrome..69i57j69i60.916j0j9&sourceid=chrome&ie=UTF-8
https://www.google.com/search?q=8.+Zdralevic+M+(2018)+Disrupting+the+%27warburg+effect%27+re-routes+cancer+cells+to+oxphos+offering+a+vulnerability+point+via+%27ferroptosis%27-induced+cell+death.+Adv+Biol+Regul.&oq=8.%09Zdralevic+M+(2018)+Disrupting+the+%27warburg+effect%27+re-routes+cancer+cells+to+oxphos+offering+a+vulnerability+point+via+%27ferroptosis%27-induced+cell+death.+Adv++Biol+Regul.&aqs=chrome..69i57j69i60.916j0j9&sourceid=chrome&ie=UTF-8
https://www.google.com/search?q=4.+Berger+AC%2C+et+al.+(2018)+A+comprehensive+pan-cancer+molecular+study+of+gynecologic+and+breast+cancers+33%3A690%E2%80%93705.&oq=4.%09Berger+AC%2C+et+al.+(2018)+A+comprehensive+pan-cancer+molecular+study+of+gynecologic+and+breast+cancers+33%3A690%E2%80%93705.&aqs=chrome..69i57.436j0j9&sourceid=chrome&ie=UTF-8
https://www.google.com/search?q=4.+Berger+AC%2C+et+al.+(2018)+A+comprehensive+pan-cancer+molecular+study+of+gynecologic+and+breast+cancers+33%3A690%E2%80%93705.&oq=4.%09Berger+AC%2C+et+al.+(2018)+A+comprehensive+pan-cancer+molecular+study+of+gynecologic+and+breast+cancers+33%3A690%E2%80%93705.&aqs=chrome..69i57.436j0j9&sourceid=chrome&ie=UTF-8
https://www.google.com/search?q=5.+Wong+CC%2C+et+al.+(2019)+Epigenomic+biomarkers+for+prognostication+and+diagnosis+of+gastrointestinal+cancers+Seminars+in+Cancer+Biology%2C+Elsevier.&oq=5.%09Wong+CC%2C+et+al.+(2019)+Epigenomic+biomarkers+for+prognostication+and+diagnosis+of+gastrointestinal+cancers+Seminars+in+Cancer+Biology%2C+Elsevier.&aqs=chrome..69i57.421j0j9&sourceid=chrome&ie=UTF-8
https://www.google.com/search?q=5.+Wong+CC%2C+et+al.+(2019)+Epigenomic+biomarkers+for+prognostication+and+diagnosis+of+gastrointestinal+cancers+Seminars+in+Cancer+Biology%2C+Elsevier.&oq=5.%09Wong+CC%2C+et+al.+(2019)+Epigenomic+biomarkers+for+prognostication+and+diagnosis+of+gastrointestinal+cancers+Seminars+in+Cancer+Biology%2C+Elsevier.&aqs=chrome..69i57.421j0j9&sourceid=chrome&ie=UTF-8
https://www.google.com/search?q=1.+Bahi+et+al.+(2017)+Effects+of+dietary+administration+of+fenugreek+seeds%2C+alone+or+in+combination+with+probiotics%2C+on+growth+performance+parameters%2C+humoral+immune+response+and+gene+expression+of+gilthead+seabream+(Sparus+aurata+L.).+Fish+Shellfish+Immunol&oq=1.%09Bahi+et+al.+(2017)+Effects+of+dietary+administration+of+fenugreek+seeds%2C+alone+or+in+combination+with+probiotics%2C+on+growth+performance+parameters%2C+humoral+immune+response+and+gene+expression+of+giltheFILENAME
https://www.google.com/search?q=1.+Bahi+et+al.+(2017)+Effects+of+dietary+administration+of+fenugreek+seeds%2C+alone+or+in+combination+with+probiotics%2C+on+growth+performance+parameters%2C+humoral+immune+response+and+gene+expression+of+gilthead+seabream+(Sparus+aurata+L.).+Fish+Shellfish+Immunol&oq=1.%09Bahi+et+al.+(2017)+Effects+of+dietary+administration+of+fenugreek+seeds%2C+alone+or+in+combination+with+probiotics%2C+on+growth+performance+parameters%2C+humoral+immune+response+and+gene+expression+of+giltheFILENAME
https://www.google.com/search?q=1.+Bahi+et+al.+(2017)+Effects+of+dietary+administration+of+fenugreek+seeds%2C+alone+or+in+combination+with+probiotics%2C+on+growth+performance+parameters%2C+humoral+immune+response+and+gene+expression+of+gilthead+seabream+(Sparus+aurata+L.).+Fish+Shellfish+Immunol&oq=1.%09Bahi+et+al.+(2017)+Effects+of+dietary+administration+of+fenugreek+seeds%2C+alone+or+in+combination+with+probiotics%2C+on+growth+performance+parameters%2C+humoral+immune+response+and+gene+expression+of+giltheFILENAME
https://www.google.com/search?q=1.+Bahi+et+al.+(2017)+Effects+of+dietary+administration+of+fenugreek+seeds%2C+alone+or+in+combination+with+probiotics%2C+on+growth+performance+parameters%2C+humoral+immune+response+and+gene+expression+of+gilthead+seabream+(Sparus+aurata+L.).+Fish+Shellfish+Immunol&oq=1.%09Bahi+et+al.+(2017)+Effects+of+dietary+administration+of+fenugreek+seeds%2C+alone+or+in+combination+with+probiotics%2C+on+growth+performance+parameters%2C+humoral+immune+response+and+gene+expression+of+giltheFILENAME
https://www.google.com/search?q=8.+Cerezuela+R+et+al.+(2016)+M.%C3%81.+Esteban%2C+Enrichment+of+gilthead+seabream+(Sparus+aurata+L.)+diet+with+palm+fruit+extracts+and+probiotics%3A+effects+on+skin+mucosal+immunity.+Fish+Shellfish+Immunol.&oq=8.%09Cerezuela+R+et+al.+(2016)+M.%C3%81.+Esteban%2C+Enrichment+of+gilthead+seabream+(Sparus+aurata+L.)+diet+with+palm+fruit+extracts+and+probiotics%3A+effects+on+skin+mucosal+immunity.+Fish+Shellfish+Immunol.&aqs=chrome..69https://www.google.com/search?q=8.+Cerezuela+R+FILENAME
https://www.google.com/search?q=8.+Cerezuela+R+et+al.+(2016)+M.%C3%81.+Esteban%2C+Enrichment+of+gilthead+seabream+(Sparus+aurata+L.)+diet+with+palm+fruit+extracts+and+probiotics%3A+effects+on+skin+mucosal+immunity.+Fish+Shellfish+Immunol.&oq=8.%09Cerezuela+R+et+al.+(2016)+M.%C3%81.+Esteban%2C+Enrichment+of+gilthead+seabream+(Sparus+aurata+L.)+diet+with+palm+fruit+extracts+and+probiotics%3A+effects+on+skin+mucosal+immunity.+Fish+Shellfish+Immunol.&aqs=chrome..69https://www.google.com/search?q=8.+Cerezuela+R+FILENAME

	Abstract

