Clinical Infectious Diseases _@I D S
IDSA GUIDELINES A OXFORD

IDSA 2025 Guidelines on the Use of Vaccines for the
Prevention of Seasonal COVID-19, Influenza, and RSV
Infections in Immunocompromised Patients

Anoma Nellore,"*® Paul Goepfert>®>® Chen Sabrina Tan,>® Kristina Bajema,* Katherine Belden,’ Dean Blumberg,® Morgan J. Katz,” Daniel Kaul,®

Tanvi Sharma,®® Shweta Anjan,'"® Ella J. Ariza-Heredia,'" Francisco Magana,'? Timothy Minniear,' Jennifer Loveless,' Dipleen Kaur,'>®
Elizabeth York,">® Yngve Falck-Ytter,'®® and Lindsey Baden'”®

'Division of Infectious Diseases, NYU Langone Health and the NYU Transplant Institute, NewYork, New York, USA; ZDivision of Infectious Diseases, Department of Medicine, University of Alabama at
Birmingham, Birmingham, Alabama, USA; ®Division of Infectious Diseases, Department of Medicine, Carver College of Medicine, University of lowa, lowa city, lowa, USA; *Division of Infectious
Diseases, Department of Medicine, Oregon Health & Science University, Portland, Oregon, USA; ®Division of Infectious Diseases and Environmental Medicine, Thomas Jefferson University,
Philadelphia, Pennsylvania, USA; ®Division of Pediatric Infectious Disease, Department of Pediatrics, University of California Davis, School of Medicine, Sacramento,California, USA; "Division of
Infectious Diseases, Department of Medicine, The Johns Hopkins University, Baltimore, Maryland, USA; ®Division of Infectious Diseases, Department of Internal Medicine, University of Michigan
Medical School, Ann Arbor, Michigan, USA; ®Division of Infectious Diseases, Boston Children’s Hospital and Harvard Medical School, Boston, Massachusetts, USA; "°Division of Infectious Diseases,
University of Miami Miller School of Medicine and Miami Transplant Institute, Miami, Florida, USA; ""Division of Internal Medicine, Department of Infectious Diseases, Infection Control, and
Employee Health, The University of Texas MD Anderson Cancer Center, Houston, Texas, USA; '?Department of Internal Medicine, The Ohio State University, Wexner Medical Center, Columbus, Ohio,
USA; "*Division of Pediatric Infectious Diseases, University of Tennessee Health Science Center, Le Bonheur Children’s Hospital, Memphis, Tennessee, USA; “Lovevidence LLC, Houston, Texas, USA;
"SClinical Affairs and Practice Guidelines, Infectious Diseases Society of America, Arlington, Virginia, USA; "8VA Northeast Ohio Healthcare System, Case Western Reserve University, Cleveland,
Ohio, USA:; and ""Division of Infectious Diseases, Brigham and Women's Hospital and Harvard Medical School, Boston, Massachusetts, USA

Respiratory viruses—including severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2 or COVID-19), respiratory
syncytial virus (RSV), and influenza—pose significant risks to immunocompromised patients, who experience attenuated
vaccine responses and higher morbidity. To address evolving vaccine recommendations for the 2025-2026 season, the
Infectious Diseases Society of America (IDSA), in collaboration with the Vaccine Integrity Project (VIP) and partner
organizations, developed rapid guidelines for US-licensed vaccines targeting these viruses. The guideline applies to adults and
children with compromised immunity due to hematologic malignancy, solid organ or hematopoietic cell transplantation,
autoimmune disease on immunosuppressants, human immunodeficienty virus with severe immunosuppression, and similar
conditions. Strong recommendations, supported by moderate certainty evidence, endorse timely administration of age-
appropriate COVID-19, RSV, and influenza vaccines, with guidance on optimal timing relative to immunosuppressive therapy
and transplantation. Coadministration of these vaccines is considered appropriate. Research gaps remain in immunogenicity,
durability, and clinical effectiveness, particularly for patients receiving B-cell-depleting therapies or early post-transplant.
Priority areas include defining correlates of protection, optimizing vaccine schedules, evaluating high-dose or adjuvanted
formulations, and improving real-world effectiveness and safety data. Equity and access strategies are essential to ensure uptake
among vulnerable populations. These guidelines aim to support evidence-based decision-making and highlight the need for
harmonized, multi-virus research to inform tailored vaccination strategies for immunocompromised individuals.
Keywords. immunocompromised; vaccination; adults children; coadministration.

BACKGROUND in the United States and contribute substantially to annual

Severe acute respiratory syndrome coronavirus 2 morbidity and mortality. These viruses impose a particularly

(SARS-CoV-2 or COVID-19), respiratory syncytial virus high burden on medically vulnerable groups, including indi-

(RSV), and influenza remain major causes of respiratory illness viduals with hematologic malignancies, solid organ transplants,

and hematopoietic stem cell transplants (HSCT) [1, 2].
Transplant recipients face heightened susceptibility to respira-
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lated to the underlying conditions that prompted transplantation

circulating respiratory viruses are associated with an increased

The severity of disease caused by these viruses in immunocom-
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syncytial virus is one of the most common respiratory pathogens
in immunocompromised adults and children, with incidence es-
timates ranging from 1.5% to 12% depending on season and geo-
graphic region [5]. Reported mortality in HSCT recipients
averages 25%-30% for RSV and 13%-16% for COVID-19 [6-
8]. Influenza infection similarly results in more severe illness
and higher mortality in immunocompromised individuals com-
pared with the general population [9, 10].

Recent shifts in the US vaccine advisory and update processes
have created uncertainty in clinical decision-making around im-
munization timing, product selection, and prioritization. This
evolving landscape highlights the critical need for independent, rig-
orous evidence reviews to support clear and actionable respiratory
virus vaccination recommendations for the 2025-2026 season.
Expert consensus and coordinated guideline development are es-
sential to address current gaps, promote consistent practice, and
strengthen vaccination programs amid rapidly changing guidance.

GUIDELINE SCOPE

The Infectious Diseases Society of America (IDSA) has part-
nered with the Vaccine Integrity Project (VIP) initiative aiming
to synthesize the latest, independent, science-based evidence to
inform vaccine recommendations regarding 2025-2026 fall re-
spiratory viruses (COVID-19, RSV, and influenza) [11]. IDSA
coordinated with other scientific and clinical groups (American
[AAP], American College of
[ACOG],
Academy of Family Physicians [AAFP], and American
College of Physicians [ACP]) to define the scope of the guide-
lines and ensure recommendations are provided to all patient

Academy of Pediatrics
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populations (ie, IDSA handles patients with compromised im-
munity; ACOG handles pregnant patients).

For immunocompromised patients, the IDSA Guideline
Development Team has been assembled and composed of IDSA
Guidelines Program staff and a panel of 14 experts in hematolo-
gy/oncology, solid organ transplantation, immunology, virology/
vaccinology, immunosuppressive medications and monoclonal
antibodies, pediatrics, and human immunodeficiency virus
(HIV). The panel was organized into 3 viral subgroups for the ev-
idence review and drafting of recommendations and manuscripts,
hence a single manuscript on each viral subgroup.

PUBLICATION SCOPE

To support evidence-based clinical and shared decision-
making during the 2025-2026 respiratory tract infection sea-
son, the IDSA panel developed rapid guidelines for the use of
US-licensed vaccine against COVID-19, influenza, and RSV
in adult and pediatric patients who are immunocompromised
(first published on IDSA website).

Immunocompromised patients were defined as patients who
have a hematologic malignancy, primary immunodeficiency,

autoimmune disease treated with immunosuppressants or biolog-
ics, or HIV with severe immunosuppression (CD4 <15% or <200/
mm?) and are as well recipients of solid organ transplants (SOT),
hematopoietic cell transplantation (HCT), chimeric antigen recep-
tor T-cell therapy (CAR-T), or solid tumor chemotherapy.

This guideline is intended for use by healthcare professionals
who care for inmunocompromised patients, including but not
limited to specialists in infectious diseases, primary care physi-
cians, and family physicians, and other healthcare professionals
involved in the administration of COVID-19, influenza, and
RSV vaccination. Other target audiences include US-based
healthcare systems, payors, and patients.

The guideline followed a “rapid” development process
(ie, panel members are selected; simplified methodological pro-
cesses and consensus-based decision-making; the Board is the
only reviewing & approving body). The evidence base
(ie, systematic review) was developed by the VIP team [12]
and tailored and supplemented by IDSA panel members for
the immunocompromised patients.

RECOMMENDATIONS AND REMARKS

Should COVID-19 vaccination versus no vaccination be used in
immunocompromised patients (adults and children)?

Recommendation:

In adults and children with compromised immunity*,
the IDSA guideline panel recommends administering age-
appropriate 2025-2026 COVID-19 vaccinations (strong rec-
ommendation, moderate certainty of evidence).

*See Table 1 for risk group and timing.

Remark(s):

« An FDA-approved 2025-2026 COVID-19 vaccine dose
should be given as soon as possible.

« A second dose of COVID-19 vaccination is likely to extend
protection.

o For never vaccinated and incompletely vaccinated patients,

refer to published guidelines [13].

» Household members and close contacts of immunocompro-
mised patients should be up to date with COVID-19 vaccination.

o Itis appropriate for patients to receive COVID-19, influenza,
and RSV vaccines together.

Should RSV vaccination versus no vaccination be used in im-
munocompromised patients (adults and children)?

Recommendation:

In adults and adolescents with compromised immunity*, the
IDSA  guideline  panel recommends administering
age-appropriate RSV vaccinations (strong recommendation,
moderate certainty of evidence).

*See Table 2 for risk group and timing.

Remark(s):

« FDA-approved RSV vaccines for adults include RSVPreF3,

RSVPreF, and mRNA-1345.
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Table 1. COVID-19 Vaccination Guidance by Inmunocompromised Population [13-19]

Group

Suggested Timing of 2025-2026 COVID-19 Vaccine®®

Solid organ transplant (SOT)
Hematologic malignancy

Hematopoietic cell transplantation (HCT)/Chimeric antigen
receptor T-cell therapy (CAR-T)

Solid tumor chemotherapy
Primary immuno-deficiency
Autoimmune immunosuppression

Human immunodeficiency virus(HIV)

At least 2 wks pre-SOT; or >3 m post-SOT

Optimal timing includes >2 wks before starting treatment and >3 m after last infusion

o For B-cell depletion, consider >3-6 m after last infusion

If optimal timing not feasible, administer during treatment (blunted immune response likely)

Optimal timing includes >3 m after transplant or CAR-T treatment
o For B-cell depletion, consider >3-6 m after last infusion
If optimal timing not feasible, administer during treatment (blunted immune response likely)

At least 2 wks before starting therapy; during/after is acceptable
Align with IVIG/SCIG or clinic access

Optimal timing includes >2 wks before starting treatment and >3 m after last infusion
o For B-cell depletion, consider >3-6 m after last infusion
If optimal timing not feasible, administer during treatment (blunted immune response likely)

Align with preventive routine care

Abbreviations: Intravenous immunoglobulin/subcutaneous immunonoglobulin.

“Defer during acute transplant rejection treatment or severe/acute illness.

Use shared-decision-making for early windows based on levels of community virus circulation.

Table 2. RSV Vaccination Guidance by Immunocompromised Population [14, 17, 19-21]

Group

Suggested Timing of RSV Vaccine®®

Solid organ transplant (SOT)

Hematologic malignancy

Hematopoietic cell transplantation (HCT)/Chimeric antigen
receptor T-cell therapy (CAR-T)

Solid tumor chemotherapy
Primary immuno-deficiency
Autoimmune immunosuppression

Human immunodeficiency virus (HIV)

At least 2 wks pre-SOT; or >6 m post-SOT. Can be given as early as 1 m after transplant during
RSV season

Optimal timing includes >2 wks before starting treatment and >6 m after last infusion
o For B-cell depletion, consider >6 m after last infusion
If optimal timing not feasible, administer during treatment (blunted immune response likely)

Optimal timing includes >6 m after transplant or CAR-T treatment
o For B-cell depletion, consider >6 m after last infusion
If optimal timing not feasible, administer during treatment (blunted immune response likely)

At least 2 wks before starting therapy; during/after is acceptable
Align with IVIG/SCIG or clinic access

Optimal timing includes >2 wks before starting treatment and >3-6 m after last infusion
o For B-cell depletion, consider >6 m after last infusion
If optimal timing not feasible, administer during treatment (blunted immune response likely)

e Align with preventive routine care

Abbreviations: Intravenous immunoglobulin/subcutaneous immunonoglobulin.

#Defer during acute transplant rejection treatment or severe/acute illness.

Use shared-decision-making for early windows based on levels of community virus circulation.

For immunocompromised patients <18 years, administra-
tion should be guided by shared decision-making.

Solid organ transplant candidates, especially lung transplant,
should ideally be vaccinated pre-transplant.

Household members and close contacts of immunocompro-
mised patients should be up to date with RSV vaccination, if
eligible.

It is appropriate for patients to receive COVID-19, influenza,
and RSV vaccines together.

Should influenza vaccination versus no vaccination be used
in immunocompromised patients (adults and children)?
Recommendation:

In adults and children with compromised immunity*, the IDSA

*See Table 3 for risk group and timing.

Remark(s):

Vaccination must be repeated on an annual basis to provide
optimal protection.

High-dose or adjuvanted influenza vaccines provide more
robust immune response, which may be of particular impor-
tance in immunocompromised patients.

Household members and close contacts of immunocompro-
mised patients should be up to date with influenza vaccination.
Live-attenuated influenza vaccines are contraindicated for
immunocompromised hosts and should be avoided in close
contacts of severely immunosuppressed individuals (eg, re-
cent HCT recipients oGraft-Versus-Host Disease (GVHD),
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2026 Influenza vaccinations (strong recommendation, moderate « Itis appropriate for patients to receive COVID-19, influenza,

certainty of evidence). and RSV vaccines together.
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Table 3. Influenza Vaccination Guidance by Inmunocompromised Population [14, 17, 19, 22-28]

Group

Suggested Timing of 2025-2026 Influenza Vaccine®®

Solid organ transplant (SOT)
Hematologic malignancy

At least 2 wks pre-SOT; or >1 m post-SOT, may give earlier if influenza season has started
Optimal timing includes >2 wks before starting treatment and >3 m after last infusion

o For B-cell depletion, consider >3-6 m after last infusion

If optimal timing not feasible based on influenza season, earlier administration reasonable (blunted

immune response possible)

Hematopoietic cell transplantation (HCT)/Chimeric
antigen receptor T-cell therapy (CAR-T)

Solid tumor chemotherapy

Primary Immuno-deficiency

Autoimmune immunosuppression

Optimal timing includes >3 m after transplant or CAR-T treatment
For B-cell depletion, consider >3-6 m after last infusion
If optimal timing not feasible based on influenza season, administer earlier (blunted immune response possible)

Optimally at least 2 wks before starting therapy; during/after is acceptable
Align with IVIG/SCIG or clinic access
Optimal timing includes >2 wks before starting treatment and >3 m after last infusion

o For B-cell depletion, consider >3-6 m after last infusion

If optimal timing not feasible based on timing of influenza season, earlier administration reasonable

(blunted immune response possible)

Human immunodeficiency virus (HIV)

e Align with preventive routine care

Abbreviations: Intravenous immunoglobulin/subcutaneous immunonoglobulin.

aDefer during most intense periods of acute transplant rejection treatment or severe/acute illness.

5Since influenza vaccine is recommended annually, timing of vaccination is of particular concern. While response may be blunted if administered prior to the recommended interval, during the
fall and winter months, optimal timing of influenza vaccine in relation to immunosuppression will depend on local circulation of influenza virus.

RESEARCH NEEDS

The evidence consistently demonstrates gaps in immunogenic-
ity, clinical effectiveness, durability of protection, and optimal
vaccine strategies for immunocompromised populations.
Individuals such as solid organ and hematopoietic cell trans-
plant recipients, those with hematologic malignancies, autoim-
mune diseases, HIV, and patients receiving B-cell-depleting
therapies have heterogeneous and often attenuated immune re-
sponses, placing them at increased risk for poor seroconver-
sion, breakthrough infection, and severe outcomes.

To address these gaps and support tailored, evidence-based
vaccination strategies, the following cross-cutting research pri-
orities are needed:

1. Predictors of protection and immunologic correlates
o Define correlates of protection and immunogenicity
thresholds for diverse immunocompromised subgroups.
o Clarify the respective contributions of humoral and cellu-
lar immunity and how specific immunosuppressive reg-
imens may affect vaccine response.
« Identify high-risk phenotypes (eg, B-cell-depleted patients,
early post-transplant periods, lung transplantation).
2. Durability of immunity and impact of viral evolution
o Conduct longitudinal studies to assess durability of
vaccine-induced immunity.
o Evaluate how emerging variants or strains and evolving
immunosuppressive therapies influence protection.
o Define the need, timing, and frequency of booster doses
across viruses.
3. Comparative and stratified vaccine effectiveness
o Compare effectiveness of different vaccine platforms
(eg, mRNA, protein subunit, high-dose or adjuvanted
formulations).

o Assess the added value of additional or higher-dose vac-
cine regimens for poor responders.

o Evaluate effects of vaccination on clinically meaningful
outcomes: breakthrough infection, emergency room vis-
its, hospitalization, ICU admission, and mortality.

4. Optimization of vaccine scheduling and integration with im-
munosuppressive therapy

» Determine optimal vaccine timing relative to transplanta-
tion, chemotherapy, biologics, or cellular therapies.

« Study strategies such as temporary modification of immu-
nosuppression to enhance vaccine response.

« Evaluate age-specific considerations, including the use of
RSV vaccines in individuals <18 years.

5. Real-world effectiveness with robust subgroup analyses
 Generate real-world evidence across multiple immuno-
compromised subgroups, with attention to
o Age
o Comorbidities
o Type and intensity of immunosuppression
o Time from transplant or cancer therapy

« Use harmonized clinical and immunologic endpoints to
allow cross-study comparison.

6. Safety and rare adverse events in immunocompromised
populations

o Improve detection and characterization of rare
vaccine-associated adverse events such as
o Myocarditis (COVID-19)

o Guillain-Barré syndrome (influenza, RSV)

« Evaluate population-specific concerns, including
o Risk of organ transplant rejection
o Autoimmune disease flares
o Exacerbation of underlying immunocompromising

conditions
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« Conduct stratified safety analyses by immunosuppressive
regimen and underlying disease.
7. Strategies to enhance protection beyond vaccination alone
o Study the effectiveness of additional approaches to aug-
ment protection, including
o Adjuvanted or higher-dose vaccines
o Passive immunization or early therapeutics
o Integration of nonpharmaceutical interventions (NPIs)
for high-risk periods
8. Equity, access, and implementation
o Identify structural and behavioral barriers to vaccination.
o Evaluate interventions to improve uptake, outreach, and
access in underserved or high-risk populations.
« Investigate disparities in vaccine coverage, outcomes, and
care pathways.
9. Study design and infrastructure needs
« Prioritize multicenter, prospective studies including large,
immunocompromised cohorts.
« Harmonize definitions, outcome measures, and immuno-
logic assays across studies.
« Ensure adequate stratification to capture heterogeneity
across immunocompromised groups.

Immunocompromised patients remain a highly vulnerable
population with incomplete protection from currently available
respiratory virus vaccines. Research should focus on defining
immunologic correlates, optimizing vaccine schedules, en-
hancing durability and clinical effectiveness, addressing safety
concerns, and ensuring equitable access. Multi-virus, multi-
platform, harmonized research efforts will be essential to guide
tailored vaccination and prevention strategies as respiratory vi-
ruses continue to circulate endemically.
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