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ABSTRACT: 

Vaccination remains one of the most effective tools in modern medicine, significantly reducing the burden 
of infectious diseases across populations. In immunocompromised individuals—such as those with primary 
immunodeficiencies, recipients of solid organ or stem cell transplants, patients with autoimmune conditions, 
and those undergoing chemotherapy or long-term immunosuppressive therapy—the stakes are even higher. 
These patients are often at increased risk of contracting vaccine-preventable diseases, which can result in 
more severe outcomes compared to the general population. 

However, immunization in this vulnerable group is not straightforward. Immune dysregulation or 
suppression may lead to reduced immunogenicity, making vaccines less effective. Additionally, live 
attenuated vaccines may pose safety concerns, and there is ongoing debate about the timing, dosing, and 
selection of appropriate vaccines for these individuals. The balance between achieving sufficient immune 
protection and avoiding potential complications requires a nuanced, evidence-informed, and patient-
specific approach. 

This complexity underscores the importance of individualized vaccination strategies, ongoing research, and 
interdisciplinary collaboration between infectious disease specialists, immunologists, and primary care 
providers. As the landscape of immunomodulatory therapies continues to evolve, so too must our 
frameworks for ensuring that immunocompromised patients receive safe and effective immunization. 
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Challenges in Vaccination for 
Immunocompromised Patients: 

Reduced Immunogenicity and Vaccine Efficacy: 

A fundamental challenge in vaccinating 
immunocompromised patients is the reduced ability 
to generate a robust immune response. Studies have 
shown that patients receiving immunosuppressive 
therapy, such as corticosteroids, chemotherapy, or 

biologic agents, exhibit lower seroconversion rates 
and diminished long-term immunity after 
vaccination (Akkaya et al., 2020). For instance, 
organ transplant recipients on lifelong 
immunosuppression have significantly lower 
responses to standard doses of influenza and 
COVID-19 vaccines (Boyarsky et al., 2021). This 
diminished efficacy raises concerns about the 
adequacy of protection in these vulnerable 
populations. 
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Safety Concerns and Live Vaccines: 

Another major issue is the potential risk associated 
with live attenuated vaccines. While these vaccines 
are highly effective in immunocompetent 
individuals, they can cause uncontrolled viral or 
bacterial replication in immunocompromised hosts, 
leading to severe or even fatal infections (Papp et al., 
2019). For example, the measles, mumps, and 
rubella (MMR) vaccine and varicella vaccine are 
generally contraindicated in severely 
immunocompromised individuals due to the risk of 
vaccine-derived disease. This limitation necessitates 
reliance on inactivated or recombinant vaccines, 
which may be less immunogenic. 

Timing and Dosing Considerations 

The timing of vaccination is critical in 
immunocompromised patients. Immunization 
before planned immunosuppression, such as in 
patients undergoing chemotherapy or prior to solid 
organ transplantation, is recommended to maximize 
vaccine-induced immunity (Socié et al., 2021). 
However, in cases where immunosuppression is 
unavoidable, alternative strategies such as higher 
vaccine doses, additional booster doses, or passive 
immunization with monoclonal antibodies may be 
required (Apostolidis et al., 2021). For instance, the 
Centers for Disease Control and Prevention (CDC) 
recommends an additional COVID-19 vaccine dose 
for certain immunocompromised populations to 
enhance immunity (CDC, 2022). 

Optimizing Vaccination Strategies: 

Personalized Immunization Protocols: 

Given the heterogeneity of immunosuppression, a 
one-size-fits-all approach to vaccination is 
inadequate. Instead, individualized vaccination 
schedules based on immune status, disease severity, 
and treatment regimens should be implemented. 
Immunological assessments, such as serologic 
testing to determine pre-existing immunity or post-

vaccine antibody titers, can guide the need for 
additional doses (Bastard et al., 2020). 

Use of Adjunctive Therapies: 

Adjuvanted and high-dose vaccines have shown 
promise in enhancing immune responses in 
immunocompromised individuals. For example, 
high-dose influenza vaccines have demonstrated 
superior efficacy compared to standard-dose 
formulations in patients with weakened immune 
systems (DiazGranados et al., 2014). Additionally, 
prophylactic administration of monoclonal 
antibodies, such as tixagevimab/cilgavimab for 
COVID-19 prevention in transplant recipients, 
serves as an adjunctive strategy when vaccine 
responses are inadequate (O’Brien et al., 2022). 

Herd Immunity and Indirect Protection: 

Since vaccine responses in immunocompromised 
patients are often suboptimal, indirect protection 
through herd immunity remains crucial. Ensuring 
high vaccination rates among household members, 
caregivers, and healthcare providers can reduce 
exposure risks for immunocompromised individuals 
(Papp et al., 2019). This concept is particularly 
relevant in the context of respiratory viruses such as 
influenza and COVID-19. 

Conclusion: 

Vaccination in immunocompromised patients 
presents a multifaceted challenge due to impaired 
immune responses, increased susceptibility to 
vaccine-preventable diseases, and concerns over 
vaccine safety. Standard immunization protocols 
designed for the general population may not be 
sufficient for these individuals, necessitating a more 
nuanced and personalized approach. Given the 
variability in immune dysfunction across different 
immunocompromised states—ranging from primary 
immunodeficiencies to iatrogenic 
immunosuppression following organ transplantation 
or chemotherapy—vaccination strategies must be 
tailored to individual risk profiles. 
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One of the key issues is reduced vaccine efficacy, as 
many immunocompromised patients fail to mount 
adequate immune responses following standard 
vaccination regimens. This highlights the need for 
alternative approaches such as higher vaccine doses, 
additional booster doses, and adjuvanted vaccines to 
improve immunogenicity. In cases where an 
effective immune response is unlikely, passive 
immunization with monoclonal antibodies can serve 
as an important adjunct to vaccination, providing 
immediate protection against certain infectious 
diseases. 

Additionally, the safety profile of vaccines in this 
population requires careful consideration, 
particularly regarding live attenuated vaccines, 
which pose a risk of uncontrolled infection in 
severely immunocompromised individuals. As a 
result, inactivated, recombinant, or mRNA-based 
vaccines are often preferred, but their use must be 
guided by careful assessment of the patient’s 
immune function and overall health status. 

Beyond individual vaccination strategies, a broader 
public health perspective is essential. 
Immunocompromised individuals rely not only on 
direct vaccination but also on herd immunity for 
protection. High vaccination coverage among 
caregivers, household members, and the general 
population is critical in reducing the risk of 
exposure. This underscores the need for strong 
public health initiatives that promote widespread 
immunization, particularly during outbreaks of 
vaccine-preventable diseases such as influenza, 
measles, and COVID-19. 

Moving forward, continued research is necessary to 
optimize immunization protocols for 
immunocompromised individuals. Clinical trials 
should include more immunosuppressed participants 
to better understand vaccine efficacy and safety in 
these populations. Moreover, advances in 
immunology and vaccine technology, including 
next-generation vaccines designed to elicit stronger 
immune responses in immunocompromised patients, 
hold promise for improving protection. 

Ultimately, vaccination remains a vital tool in 
safeguarding the health of immunocompromised 
patients, but its administration must be carefully 
managed through individualized strategies, risk-
benefit assessments, and a concerted effort to 
enhance indirect protection through community-
wide immunization. By refining these approaches 
and integrating new scientific insights, we can better 
protect this vulnerable population from preventable 
infectious diseases while ensuring their safety and 
well-being. 

REFERENCES 

1. Akkaya, M., Kwak, K., & Pierce, S. K. (2020). B 
cell memory and plasma cell formation in the 
context of chronic antigen stimulation: Lessons 
from autoimmunity and infection. Frontiers in 
Immunology, 11, 621222. 

2. Apostolidis, S. A., Kakara, M., Painter, M. M., et 
al. (2021). Cellular and humoral immune responses 
following SARS-CoV-2 mRNA vaccination in 
patients with multiple sclerosis on anti-CD20 
therapy. Nature Medicine, 27(11), 1990-2001. 

3. Bastard, P., Rosen, L. B., Zhang, Q., et al. (2020). 
Auto-antibodies against type I IFNs in patients 
with life-threatening COVID-19. Science, 
370(6515), eabd4585. 

4. Boyarsky, B. J., Werbel, W. A., Avery, R. K., et al. 
(2021). Immunogenicity of a single dose of SARS-
CoV-2 messenger RNA vaccine in solid organ 
transplant recipients. JAMA, 325(17), 1784-1786. 

5. Centers for Disease Control and Prevention 
(CDC). (2022). Interim clinical considerations for 
use of COVID-19 vaccines currently approved or 
authorized in the United States. Retrieved from 
https://www.cdc.gov/coronavirus/2019-
ncov/vaccines/recommendations/immuno.html 

6. Diaz Granados, C. A., Dunning, A. J., Kimmel, M., 
et al. (2014). Efficacy of high-dose versus 
standard-dose influenza vaccine in older adults. 
New England Journal of Medicine, 371(7), 635-
645. 

7. O’Brien, M. P., Forleo-Neto, E., Musser, B. J., et 
al. (2022). Subcutaneous REGEN-COV antibody 
combination to prevent COVID-19. New England 
Journal of Medicine, 385(13), 1184-1195. 

https://doi.org/10.63501/t0v01743
https://www.cdc.gov/coronavirus/2019-ncov/vaccines/recommendations/immuno.html
https://www.cdc.gov/coronavirus/2019-ncov/vaccines/recommendations/immuno.html


  
 

 

 
4 

 
Review Article 

https://doi.org/10.63501/t0v01743  
 
 

Summer 2026 | Vol 2, Issue 2 INNOVAPATHTM       https://innovapath.us 

8. Papp, K. A., Haraoui, B., Kumar, D., et al. (2019). 
Vaccination guidelines for patients with immune-
mediated disorders on immunosuppressive 
therapies. Journal of Cutaneous Medicine and 
Surgery, 23(1), 50-57. 

9. Socié, G., Ritz, J., & Reshef, R. (2021). 
Immunization strategies for patients undergoing 
hematopoietic stem cell transplantation. Blood 
Advances, 5(2), 321-330. 

https://doi.org/10.63501/t0v01743

