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While the general population regained a certain level of normalcy with the end of

the global health emergency, the risk of contracting COVID-19 with a severe

outcome is still a major concern for people with compromised immunity. This

paper reviews the impact of COVID-19 on people with immunocompromised

status, identifies the gaps in the current management landscape, and proposes

actions to address this unmet need. Observational studies have demonstrated

that people with immune dysfunction have a higher risk of COVID-19–related

hospitalization and death, despite vaccination, than the general population. More

research is needed to define the optimal prevention and treatment strategies that

are specific to people with immunocompromised status, including novel

vaccination strategies, monoclonal antibodies that provide passive immunity

and complement suboptimal vaccination responses, and improved and safer

antiviral treatment for COVID-19. Preventive measures beyond vaccination alone

are urgently needed to protect this vulnerable population.
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Introduction

Rapid medical advances and increased scientific understanding have led to improvements

in the management of COVID-19; however, people with compromised immunity remain at

increased risk of contracting SARS-CoV-2 and experiencing severe outcomes, including

hospitalization and death (1). This heterogenous population comprises approximately 6.6%

of US adults (2), and includes people with solid and hematologic cancers, advanced HIV,

primary immunodeficiencies, and those taking immunosuppressive drugs for transplantation

or autoimmune diseases (3–6). Despite vaccination, people with compromised immunity

have been disproportionately affected by the COVID-19 pandemic, with negative

consequences in terms of individual and societal costs (1, 7, 8). In addition to
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immunocompromised status, these individuals often have advanced

age and other comorbidities that increase their risk for poor outcomes

(7–11).

Data are lacking to guide optimal prevention and treatment

strategies for COVID-19 in immunocompromised individuals.

Furthermore, there is a need for individualized therapy because of

the broad range of immune response abnormalities and their

underlying illnesses. This paper reviews the impact of COVID-19

on people with immunocompromised status, identifies the gaps in

the current management landscape, and proposes actions to address

this unmet need.
Impact of COVID-19 on people with
immunocompromised status

Since its start, the COVID-19 pandemic has caused more than 7

million deaths worldwide (12). Despite the availability of effective

vaccines and treatments, SARS-CoV-2 continues to take a toll.

In the United States alone, the Centers for Disease Control

and Prevention (CDC) estimated that COVID-19 led to

approximately 911,000 new hospital admissions and 74,000

attributable deaths in 2023 (13).
Clinical impact: increased disease severity
and mortality

Three large observational studies attempted to quantify the

increased risk and severity of COVID-19 in immunocompromised

populations, COVID-19–Associated Hospitalization Surveillance

Network (COVID-NET), Emerging Populations and Outcomes

associated with COVID-19-Health Conditions (EPOCH-US), and

INFORM (1, 7, 8).

COVID-NET monitored cases from March 1, 2020, through

February 28, 2022, and included a representative sample of 22,345

adults aged ≥18 years in the United States hospitalized with

COVID-19. Data from this population-based active surveillance

suggested that immunocompromised people were overrepresented,

accounting for 12% of adult hospitalizations (8). Furthermore,

among vaccinated adults, those with immunocompromised status

had higher risks of intensive care unit (ICU) admission (adjusted

odds ratio 1.40) and in-hospital death (1.87) compared with those

with competent immune function.

The EPOCH-US study included a cohort of over 16 million people

registered in the Healthcare Integrated Research Database fromApril 1,

2018, through March 31, 2022. Of this cohort, 3% (n=458,049) were

identified as immunocompromised (1). Overall, 13.5% (n=61,865) of

this immunocompromised cohort developed COVID-19, with the

largest prevalence among people with end-stage renal disease (20%),

followed by primary immunodeficiency, hematopoietic stem cell

transplant and solid organ transplant recipients (all 16%),

immunosuppressive treatment (14%), and hematologic or solid

tumor malignancy (9%). Of the immunocompromised cohort who

developed COVID-19, 23.5% had hospitalizations associated with their

first COVID-19 diagnosis, with a mean length of stay of 15.4 days. The
Frontiers in Immunology 02
mean cost for these events was estimated at nearly $1 billion US dollars

in 2021, with a mean cost of $64,029 per patient.

INFORM, an ongoing retrospective cohort and electronic

health data study in England (7), compared COVID-19–related

outcomes (hospitalization, ICU admission, and death) among

different groups of immunocompromised individuals and the

general population. The study population comprised a random

sample of 25% of all individuals aged ≥12 years (almost 12 million)

registered in the National Health Service databases on January 1,

2022. Of this sample, 4% (470,910) were immunocompromised.

Initial results from January 1 through December 31, 2022, showed

that immunocompromised individuals disproportionately

accounted for approximately 25% of COVID-related outcomes,

including 22% (4585/20,910) of COVID-19 hospitalizations, 28%

(125/440) of ICU admissions, and 24% (1145/4810) of deaths.

Among the highly vaccinated population (≥3 doses of a COVID-

19 vaccine), immunocompromised individuals accounted for

approximately 25% of COVID-19 hospitalizations, 36% of ICU

admissions, and 25% of deaths. In this group, the risks of COVID-

19 hospitalization and ICU admission (incidence rate ratios

adjusted for age, sex, and number of comorbidities) were 2.17

(95% CI 2.09–2.26) and 4.66 (95% CI 3.56–6.11), respectively.

Individuals with the highest risk for COVID-19 hospitalization

were solid organ and hematopoietic stem cell transplant recipients

and those undergoing treatment for hematological malignancy.
Indirect and non-clinical impact

Contracting COVID-19 can have additional negative

consequences, including interrupted treatment for cancer or other

underlying disease, potential adverse drug-drug interactions (DDIs)

with COVID-19 treatments, loss of work productivity, social isolation,

and emotional and financial burden (Figure 1). Furthermore, the

initial infection could lead to a syndrome called “long COVID” with

negative consequences in a person’s quality of life (14).

The emotional and psychological impact of COVID-19 on

immunocompromised people, their families, and caregivers

cannot be underestimated. A survey conducted at the beginning

of the pandemic revealed high levels of fear/anxiety among 70% of

adults with primary immunodeficiencies (15). These individuals

were most afraid of exposure from contact with strangers, especially

in public places. Qualitative analyses conducted among parents of

children with cancer (16) revealed similar negative sentiments

associated with COVID-19, while healthcare providers struggled

with responsibility around inadvertently transmitting COVID-19 to

their immunocompromised patients (17).
Implications of viral persistence
and evolution

Immunocompromised individuals with COVID-19 may suffer

from persistent infection with prolonged viral shedding (18), and

even viral rebound following treatment with antivirals (19), which

carries significant public health implications. In a comprehensive

review, DeWolf and colleagues (4) summarized the current
frontiersin.org

https://doi.org/10.3389/fimmu.2024.1397040
https://www.frontiersin.org/journals/immunology
https://www.frontiersin.org


Razonable 10.3389/fimmu.2024.1397040
understanding of how altered host immunity in individuals with

cancer and other immunocompromising conditions impacts the

prevention, clinical course, and long-term sequelae of SARS-CoV-2

infection. Multiple mechanisms contribute to the increased

vulnerability of this population, depending on the type and severity

of immunosuppression, including compromised epithelial barrier,

impaired innate and adaptive T-cell immune responses, and altered

tissue-resident immune cells (4). While antibody responses have been

the primary clinical marker to prevent infection, T-cell responses also

play a valuable role in controlling infection. Overall, the data suggest

that neutralizing antibodies, CD4 T cells, and CD8 T cells work

together in controlling COVID-19, and a deficiency in any one of the

three immune measures is a risk factor for severe outcomes (20–23).

While immunocompetent individuals typically recover from

COVID-19 within 5–7 days, immunocompromised people are at

risk of prolonged infection due to slower clearance of the virus.

People with hematologic malignancies and transplant recipients

may shed viable virus for a median of 4 weeks (24–26). Moreover,

SARS-CoV-2 may persist for an even longer period of time with

proven infectivity (>8 months) (27), or progress into a chronic

infection (long COVID-19) (28), increasing the opportunity for the

emergence of mutant variants (29–31). A detailed analysis of an

immunocompromised cohort with COVID-19 (18) showed that

SARS-CoV-2 clearance and evolution varied by type and severity of

immunosuppressive condition; suppression of both B- and T-cell

responses resulted in the highest risk of persistent infection.

Expectedly, individuals with hematological malignancies or

hematopoietic stem cell transplantation were at increased risk of

delayed viral clearance. Next-generation sequencing of available
Frontiers in Immunology 03
viral samples revealed that 39% of participants in the

immunocompromised group had nucleotide changes in the spike

protein vs. 12% of participants in the non-immunocompromised

group, highlighting their potential as a source for mutant variants.

Indeed, the continuous rapid evolution of SARS-CoV-2 has had

a substantial impact on the prevention and treatment of COVID-19.

It has been challenging to predict how the virus may mutate, not

only because of its unique biological signature as an RNA virus, but

also because of its interactions with human and animal hosts

(32, 33). Emergent variants have had different transmission

patterns, virulence, and incubation periods (32, 34). Infections

caused by Omicron variants are known to lead to less severe

disease (35), but the short incubation period compared with

previous variants (Omicron variant: 3.42 days [95% CI 2.88–3.96]

vs. Alpha variant: 5.0 days [95% CI 4.94–5.06]) (36) could have

contributed to faster and more widespread transmission. The JN.1

variant became dominant across the globe, with only one additional

receptor-binding domain (RBD) mutation compared to its

predecessor, BA.2.86 (37). Moreover, mutations at the N-terminal

and RBD of the spike protein have led to a reduction or loss of the

neutralizing activity of monoclonal antibodies (mAbs) against

Omicron and its subvariants (38).

The BA.2.87.1 variant is now being closely tracked because it

has over 30 changes in the spike protein of the virus when compared

to XBB.1.5, the variant that the 2023–2024 vaccine was designed to

protect against (39). The potential public health impact of these

variants on the durability of vaccine and therapeutic coverage make

it essential to address most, if not all, of the reservoirs of

virus mutagenesis.
FIGURE 1

The impact of COVID-19 on people with compromised immunity IC, immunocompromised; ICU, intensive care unit.
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Gaps in the current
management landscape for
immunocompromised people

Vaccination response is suboptimal

Immunocompromised people respond to COVID-19

vaccination to different degrees but generally have a suboptimal

response to vaccination and, consequently, less protection against

severe outcomes (40). This is due to multiple factors, including

reduced T-cell–specific or humoral-specific responses, which leads

to low seroconversion rates post-vaccination, generation of

antibodies with low neutralization activity against SARS-CoV-2

(41–43), and a short duration of protection. Studies have shown

that although alterations in the B-cell compartment correlate with

decreased humoral responses to COVID-19 vaccines, some degree

of T-cell–mediated protection from severe disease might be

conserved (23, 44, 45). A meta-analysis of 82 studies (46) showed

that after one vaccine dose, people with hematological cancers,

immune-mediated inflammatory disorders, and solid cancers were

half less likely to seroconvert, while transplant recipients were 16

times less likely to seroconvert (risk ratio 0.06 [95% CI 0.04–0.09])

compared with immunocompetent controls. After a second dose,

seroconversion remained least likely in transplant recipients. Parker

et al. (47) identified 23 studies (2 clinical trials and 21 observational

studies) reporting on vaccination outcomes for 1722 people with

immunocompromised status. For participants with responses after

the standard primary series, the median antibody response rate

increased modestly from 41% (IQR 23–58) to 67% (55–69), while

for low or non-responders, the median antibody response rate

increased to 44% (32–55).

Waning of vaccine-induced protection is a major concern.

Vaccine effectiveness decreases among individuals with

comorbidities and those aged ≥55 years (48); this begins as early

as the first month after full vaccination (defined as one or two

vaccine doses , depending on vaccine type) (49) . In

immunocompromised individuals, the impact of waning is even

more evident. During the Omicron period, vaccine effectiveness

(defined as protection against COVID-19 requiring hospital

admission following three doses of mRNA vaccines) in

immunocompromised people waned to 48% (40–55%) by months

four to five (50). By comparison, effectiveness in immunocompetent

individuals decreased to 71% (68–74%). For the 2023–2024

(monovalent XBB.1.5) COVID-19 vaccine, effectiveness among

adults aged ≥18 years with immunocompromising conditions was

38% in the 7–59 days after receipt of an updated vaccine dose and

34% in the 60–119 days after receipt of an updated dose (51).
The public health emergency has ended

In May 2023, COVID-19 stopped being regarded as a global

health emergency (52). The non-pharmacological interventions that

had a positive impact on the course of the disease, such as free at-
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home rapid diagnostic tools, social distancing, and wearing masks,

became less frequently implemented (53).

Additionally, uptake of the recommended vaccine boosters has

decreased. As of March 31, 2024, only 23% (95% CI 22.1–23.1%) of

adults in the United States reported having received an updated

2023–2024 COVID-19 vaccine (54). In particular, data from the

VISION Network showed that only 18% of adults with

immunocompromising conditions had received the updated

COVID-19 vaccine (51).
Prevention with mAbs has not always been
available in the United States

A preventive strategy briefly available during the pandemic was

the use of mAbs for pre- and post-exposure prophylaxis. This

approach of passive transfer of immunity offered a more immediate

and reliable level of neutralizing titers (55), especially for people

who are unable to develop their own endogenous antibodies from

vaccination or natural infection. In December 2021, the US Food

and Drug Administration (FDA) granted emergency use

authorization for tixagevimab-cilgavimab as pre-exposure

prophylaxis in adults and children (≥12 years, weighing ≥40 kg)

(56, 57). Real-world evidence studies (58–60) demonstrated the

benefits of mAb prophylaxis in people with immunocompromised

status. However, in January 2023, the emergency use authorization

was retracted in the United States because of loss of neutralization

activity against the Omicron XBB and subsequent variants (61, 62).

Following that, until recently, there were no authorized mAbs for

pre-exposure or post-exposure prophylaxis of COVID-19. On

March 22, 2024, the US FDA authorized the emergency use of

pemivibart (formerly VYD222) for pre-exposure prophylaxis

among adolescents and adults with moderate-to-severe immune

compromised status. The emergency use authorization was based

on the totality of scientific evidence available, including

demonstration of in vitro neutralizing activity against major

SARS-CoV-2 variants, such as JN.1 (63), and immunobridging

data from the ongoing CANOPY clinical trial (NCT06039449).

Anaphylaxis was seen in four trial participants.
Treatment with mAbs is not currently
available in the United States

Therapeutic mAbs (e.g., bamlanivimab, bamlanivimab-

etesevimab, cas ir iv imab-imdevimab, sotrovimab, and

bebtelovimab) are no longer authorized for the treatment of

COVID-19 because of the loss of neutralizing activity against

Omicron subvariants (64–66). This has limited the treatment

options for some immunocompromised people who have

impaired ability to mount an immune response to natural

infection, especially those with CD20 depletion (67). Currently,

there are limited data on potential future mAb therapies and their

capacity to reduce the risk of disease progression in people with

immunocompromised status.
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Current treatment regimens
have limitations

Antiviral drugs available to treat high-risk individuals include

remdesivir, nirmatrelvir/ritonavir, and molnupiravir (68).

However, clinicians need to consider many factors when

prescribing one of the three options. For example, nirmatrelvir/

ritonavir and molnupiravir treatment must be initiated early (<5

days after diagnosis) (69, 70). Additionally, the use of ritonavir-

boosted nirmatrelvir is associated with myriad of potential DDIs

(71). Interestingly, there is reluctance among physicians in

prescr ibing this ant iv ira l combinat ion drug for the

immunocompromised population (72). Barriers to antiviral use

among eligible patients with COVID-19 also include access,

logistics, and lack of perceived effectiveness. Remdesivir is

administered intravenously over a three-day treatment course

(73), which could pose logistical challenges to the care team,

while molnupiravir may not be as effective in reducing COVID-

19 hospitalizations in patients at high risk of severe outcomes (74).

Another issue with antivirals for treatment of COVID-19 is the

phenomenon of virologic rebound, characterized by recurrence of

symptoms and reversion to SARS-CoV-2 test positivity after initial

recovery with treatment. Estimates of viral rebound have varied;

however, in a recent multicenter observational study of 127

participants (19), virologic rebound with shedding of replication-

competent virus occurred in approximately 21% of people taking a

5-day course of nirmatrelvir-ritonavir and 2% of those who were

not using therapy.

The use of convalescent plasma with high titers of anti–SARS-

CoV-2 antibodies appeared to be a safe and effective way to treat

severe COVID-19 at the onset of the pandemic. Although meta-

analysis studies concluded that convalescent plasma was not

associated with lower all-cause mortality or improved disease

progression (75, 76), some National Institutes of Health panel

members recommend the use of high-titer COVID-19

convalescent plasma, with or without antiviral therapy, for

immunocompromised patients with prolonged, symptomatic
Frontiers in Immunology 05
disease (77). However, this treatment option is not widely

available because of limited supply.
Call to action: immunocompromised
people need optimized prevention
and treatment strategies

The limited options available to immunocompromised people for

the prevention and treatment of COVID-19 represent a gap in the

public health and therapeutic landscape. Large randomized clinical

trials that led to the authorization and use of existing therapeutic

agents often excluded immunocompromised participants, hence their

benefits have not been rigorously tested in this group of vulnerable

people (78). A definitive approach for the management of COVID-19

in people with immunocompromising conditions is missing. Given

the lack of clear evidence-based studies, the current clinical approach

has been extrapolated from larger trials focusing on non-

immunocompromised individuals and case studies. A series of

potential strategies that could improve outcomes for

immunocompromised people are proposed (Box 1).
Optimized vaccination strategies

Vaccination remains the cornerstone of prevention; however,

since vaccination response is dependent on the individual’s

immune system, an optimized strategy is needed for the

immunosuppressed population. Depending on the COVID-19

vaccination history, different vaccination plans are subsequently

recommended. People with immunocompromised status usually

receive additional COVID-19 doses to boost their immune

response at two or more months after the last recommended

COVID-19 vaccine. The CDC developed specific guidance on

COVID-19 vaccines for people who are moderately or severely

immunocompromised (79), which are further endorsed by the

National Institutes of Health (68). Improving the durability of
BOX 1 Call to action: proposed strategies and considerations to improve COVID-19 outcomes for people with compromised immunity.

Optimized vaccination strategies
– Establish the clinical efficacy of vaccines in terms of dosing and frequency
– Address vaccine hesitancy
– Increase vaccine uptake by target groups (e.g., vaccination campaign)
– Continue development of vaccines against prevalent variants

mAbs to complement suboptimal vaccine responses
– Investigate potential mAbs for pre-exposure prophylaxis
– Investigate potential mAbs for treatment
– Support new technologies to predict the impact of emerging variants

Improved antiviral treatment
– Establish the dose, timing, and duration of treatment
– Replace intravenous administration with oral administration
– Limit the potential for DDIs with immunosuppressive treatments
– Investigate effectiveness of combination treatment (e.g., with mAbs)

Public health emergency centered around immunocompromised people
– Implement public health measures (e.g., mask wearing, social distancing, isolation)
– Support funding for new diagnostics, vaccines, and therapeutics

Additional considerations

Logistics and infrastructure
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vaccine response should also be prioritized. Considering that

administration of the updated 2023–2024 COVID-19 vaccine

resulted in only modest effectiveness (80), more research is

needed in terms of dosing and frequency. Since there are

different levels of immune compromise status and vaccine

responses, it is suggested that dosing and frequency be

individualized, as guided by underlying immune status and

vaccine response.
mAbs that complement suboptimal
vaccine responses

There is an urgent need for the development of mAbs as

prophylaxis for COVID-19 in people with immunocompromising

conditions. This strategy is intended to provide passive immunity

that complements the suboptimal vaccine response. Several mAbs

are being studied in response to the emerging variants; two such

long-acting mAbs (81, 82) are being evaluated for pre-exposure

prophylaxis of COVID-19 in immunocompromised participants.

Novel mAbs should be broad spectrum with a prolonged half-life

and potential to treat emerging variants. New technologies that

could predict emerging variants should be sought to guide the

development of mAbs with a durable therapeutic lifespan.
Improved antiviral treatment

Oral drugs are a preferred convenient approach to treatment,

but they should be highly effective and without DDI potential. In

addition, further consideration of the dose, timing, and duration

of treatment with antiviral drugs is needed to inform optimal use

and reduce the potential for viral rebound and infectivity. Various

combination antiviral-antiviral drug or antiviral-antibody

treatments have been explored. Small studies in B-cell–depleted

patients with persistent SARS-CoV-2 infection showed better

outcomes with combination therapy than monotherapy (83, 84).

Mikulska et al. (85) investigated the combination therapy of

remdesivir plus nirmatrelvir/ritonavir, or molnupiravir in case

of renal failure, with mAbs in 22 immunocompromised patients

with prolonged/relapsed COVID-19. The group observed

significant increases in the rate of virological response when the

combination treatment included mAbs, both at early stage

(P=0.032) and after 30 days of treatment (P=0.046). However,

controlled clinical trials are needed to advance these observations

beyond case series and provide solid evidence for optimized

antiviral treatment strategies.
Targeted population-based health
emergency centered around
immunocompromised people

Healthcare systems, policymakers, and regulators need to work

together and develop population-based health measures that focus
Frontiers in Immunology 06
on people with compromised immunity. Harm-reduction measures

to prevent the spread of SARS-CoV-2 to the highest-risk

individuals, such as masking and adherence to the CDC isolation

guidelines, are known to be effective. A declaration of health

emergency that is centered around immunosuppressed people will

allow for more funding to develop new vaccines, diagnostics, and

therapeutics for this vulnerable population.
Conclusions

After more than four years since the start of the COVID-19

pandemic, SARS-CoV-2 has moved into an “endemic phase,” with

periodic surges of cases throughout the year. Most people have either

been infected or vaccinated, thereby having some level of protective

immunity from severe disease. However, immune protection wanes

over time, and this leads to a rise of cases and exposes vulnerable and

immunosuppressed people to infection. This perspective provided a

review of the gaps in the management of COVID-19 among

immunosuppressed individuals. A call to optimize prevention

efforts through vaccination and passive immunity transfer is

highlighted. Likewise, improvement in treatment strategies, such as

development of novel, safer drugs, and the exploration of

combination therapies, is needed. Such efforts to optimize the care

of immunosuppressed individuals should be supported by public

agencies in partnership with the healthcare industry and institutions.
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Convalescent plasma and all-cause mortality of COVID-19 patients: systematic
review and meta-analysis. Sci Rep. (2023) 13:12904. doi: 10.1038/s41598-023-40009-8

77. National Institutes of Health. COVID-19 convalescent plasma (2023). Available
online at: https://www.covid19treatmentguidelines.nih.gov/therapies/antivirals-
including-antibody-products/covid-19-convalescent-plasma/ (Accessed April 1, 2024).
frontiersin.org

https://doi.org/10.1001/jamanetworkopen.2022.28008
https://doi.org/10.1016/s1473-3099(23)00744-2
https://doi.org/10.3389/fimmu.2023.1130539
https://doi.org/10.3389/fimmu.2023.1130539
https://www.cdc.gov/respiratory-viruses/whats-new/covid-19-variant-update-2024-02-09.html
https://www.cdc.gov/respiratory-viruses/whats-new/covid-19-variant-update-2024-02-09.html
https://doi.org/10.15585/mmwr.mm7221a3
https://doi.org/10.1093/ofid/ofab353
https://doi.org/10.4049/jimmunol.2300190
https://doi.org/10.1016/s0140-6736(21)02183-8
https://doi.org/10.3390/ijms24108525
https://doi.org/10.1212/WNL.0000000000013108
https://doi.org/10.1136/bmj-2021-068632
https://doi.org/10.1016/s2214-109x(21)00593-3
https://doi.org/10.1016/s1473-3099(22)00146-3
https://doi.org/10.1016/s1473-3099(22)00146-3
https://doi.org/10.1186/s13690-022-00935-x
https://doi.org/10.1136/bmj-2022-072141
https://doi.org/10.15585/mmwr.mm7312a5
https://doi.org/10.15585/mmwr.mm7312a5
https://www.who.int/news-room/speeches/item/who-director-general-s-opening-remarks-at-the-media-briefing---5-may-2023
https://www.who.int/news-room/speeches/item/who-director-general-s-opening-remarks-at-the-media-briefing---5-may-2023
https://www.who.int/news-room/speeches/item/who-director-general-s-opening-remarks-at-the-media-briefing---5-may-2023
https://doi.org/10.1111/tid.13956
https://www.cdc.gov/vaccines/imz-managers/coverage/covidvaxview/interactive/vaccination-dashboard.html
https://www.cdc.gov/vaccines/imz-managers/coverage/covidvaxview/interactive/vaccination-dashboard.html
https://doi.org/10.1016/j.cell.2021.05.005
https://www.fda.gov/news-events/press-announcements/coronavirus-covid-19-update-fda-authorizes-new-long-acting-monoclonal-antibodies-pre-exposure
https://www.fda.gov/news-events/press-announcements/coronavirus-covid-19-update-fda-authorizes-new-long-acting-monoclonal-antibodies-pre-exposure
https://www.fda.gov/news-events/press-announcements/coronavirus-covid-19-update-fda-authorizes-new-long-acting-monoclonal-antibodies-pre-exposure
https://doi.org/10.1056/NEJMoa2116620
https://doi.org/10.1111/ajt.17128
https://doi.org/10.1186/s13045-022-01387-0
https://doi.org/10.1016/j.cmi.2022.07.015
https://www.fda.gov/drugs/drug-safety-and-availability/fda-announces-evusheld-not-currently-authorized-emergency-use-us
https://www.fda.gov/drugs/drug-safety-and-availability/fda-announces-evusheld-not-currently-authorized-emergency-use-us
https://www.fda.gov/drugs/drug-safety-and-availability/fda-announces-evusheld-not-currently-authorized-emergency-use-us
https://doi.org/10.1056/NEJMc2214302
https://invivyd.com/wp-content/uploads/2024/03/EUA-122-PEMGARDA-Healthcare-Providers-Fact-Sheet-FINAL-v1.0-22Mar2024.pdf
https://invivyd.com/wp-content/uploads/2024/03/EUA-122-PEMGARDA-Healthcare-Providers-Fact-Sheet-FINAL-v1.0-22Mar2024.pdf
https://invivyd.com/wp-content/uploads/2024/03/EUA-122-PEMGARDA-Healthcare-Providers-Fact-Sheet-FINAL-v1.0-22Mar2024.pdf
https://www.fda.gov/drugs/drug-safety-and-availability/fda-announces-bebtelovimab-not-currently-authorized-any-us-region
https://www.fda.gov/drugs/drug-safety-and-availability/fda-announces-bebtelovimab-not-currently-authorized-any-us-region
https://www.fda.gov/drugs/drug-safety-and-availability/fda-announces-bebtelovimab-not-currently-authorized-any-us-region
https://content.govdelivery.com/accounts/USFDA/bulletins/3075786
https://content.govdelivery.com/accounts/USFDA/bulletins/3075786
https://www.fda.gov/drugs/drug-safety-and-availability/fda-updates-sotrovimab-emergency-use-authorization
https://www.fda.gov/drugs/drug-safety-and-availability/fda-updates-sotrovimab-emergency-use-authorization
https://doi.org/10.1038/s41598-023-48145-x
https://www.covid19treatmentguidelines.nih.gov/special-populations/immunocompromised/
https://www.covid19treatmentguidelines.nih.gov/special-populations/immunocompromised/
https://doi.org/10.1007/s15010-022-01959-9
https://doi.org/10.1007/s15010-022-01959-9
https://doi.org/10.1016/s1473-3099(22)00430-3
https://doi.org/10.1053/j.ajkd.2022.01.001
https://doi.org/10.1038/s41598-023-42727-5
https://doi.org/10.1038/s41598-023-42727-5
https://www.idsociety.org/COVID19guidelines#Recommendations16-18:Remdesivir
https://www.idsociety.org/COVID19guidelines#Recommendations16-18:Remdesivir
https://doi.org/10.1016/s0140-6736(22)02597-1
https://doi.org/10.3389/fimmu.2022.817829
https://doi.org/10.1038/s41598-023-40009-8
https://www.covid19treatmentguidelines.nih.gov/therapies/antivirals-including-antibody-products/covid-19-convalescent-plasma/
https://www.covid19treatmentguidelines.nih.gov/therapies/antivirals-including-antibody-products/covid-19-convalescent-plasma/
https://doi.org/10.3389/fimmu.2024.1397040
https://www.frontiersin.org/journals/immunology
https://www.frontiersin.org


Razonable 10.3389/fimmu.2024.1397040
78. Shoham S, Batista C, Ben Amor Y, Ergonul O, Hassanain M, Hotez P, et al.
Vaccines and therapeutics for immunocompromised patients with COVID-19.
EClinicalMedicine. (2023) 59:101965. doi: 10.1016/j.eclinm.2023.101965

79. Centers for Disease Control and Prevention. COVID-19 vaccines for people who
are moderately or severely immunocompromised (2023). Available online at: https://
www.cdc.gov/coronavirus/2019-ncov/vaccines/recommendations/immuno.html
(Accessed April 1, 2024).

80. Link-Gelles R, Ciesla AA, Mak J, Miller JD, Silk BJ, Lambrou AS, et al. Early
estimates of updated 2023-2024 (monovalent XBB.1.5) COVID-19 vaccine
effectiveness against symptomatic SARS-CoV-2 infection attributable to co-
circulating Omicron variants among immunocompetent adults - increasing
community access to testing program, United States, September 2023-January 2024.
MMWR Morb Mortal Wkly Rep. (2024) 73:77–83. doi: 10.15585/mmwr.mm7304a2

81. ClinicalTrials.gov. Study understanding pre-exposure prophylaxis of novel
antibodies (SUPERNOVA) sub-study: study understanding pre-exposure prophylaxis of
novel antibodies (SUPERNOVA) sub-study (SUPERNOVA) (2023). Available online at:
https://classic.clinicaltrials.gov/ct2/show/NCT05648110 (Accessed April 1, 2024).
Frontiers in Immunology 09
82. ClinicalTrials.gov. A study to investigate the prevention of COVID-19 with
VYD222 in adults with immune compromise and in participants aged 12 years or older
who are at risk of exposure to SARS-CoV-2 (2023). Available online at: https://classic.
clinicaltrials.gov/ct2/show/NCT06039449 (Accessed April 1, 2024).

83. D'Abramo A, Vita S, Beccacece A, Navarra A, Pisapia R, Fusco FM, et al. B-cell-
depleted patients with persistent SARS-CoV-2 infection: combination therapy or
monotherapy? A real-world experience. Front Med (Lausanne). (2024) 11:1344267.
doi: 10.3389/fmed.2024.1344267

84. Vita S, D'Abramo A, Coppola A, Farroni C, Iori AP, Faraglia F, et al. Combined
antiviral therapy as effective and feasible option in allogenic hematopoietic stem cell
transplantation during SARS-COV-2 infection: a case report. Front Oncol. (2024)
14:1290614. doi: 10.3389/fonc.2024.1290614

85. Mikulska M, Sepulcri C, Dentone C, Magne F, Balletto E, Baldi F, et al. Triple
combination therapy with 2 antivirals and monoclonal antibodies for persistent or
relapsed severe acute respiratory syndrome coronavirus 2 infection in
immunocompromised patients. Clin Infect Dis. (2023) 77:280–6. doi: 10.1093/cid/
ciad181
frontiersin.org

https://doi.org/10.1016/j.eclinm.2023.101965
https://www.cdc.gov/coronavirus/2019-ncov/vaccines/recommendations/immuno.html
https://www.cdc.gov/coronavirus/2019-ncov/vaccines/recommendations/immuno.html
https://doi.org/10.15585/mmwr.mm7304a2
https://classic.clinicaltrials.gov/ct2/show/NCT05648110
https://classic.clinicaltrials.gov/ct2/show/NCT06039449
https://classic.clinicaltrials.gov/ct2/show/NCT06039449
https://doi.org/10.3389/fmed.2024.1344267
https://doi.org/10.3389/fonc.2024.1290614
https://doi.org/10.1093/cid/ciad181
https://doi.org/10.1093/cid/ciad181
https://doi.org/10.3389/fimmu.2024.1397040
https://www.frontiersin.org/journals/immunology
https://www.frontiersin.org

	Protecting the vulnerable: addressing the COVID-19 care needs of people with compromised immunity
	Introduction
	Impact of COVID-19 on people with immunocompromised status
	Clinical impact: increased disease severity and mortality
	Indirect and non-clinical impact
	Implications of viral persistence and evolution

	Gaps in the current management landscape for immunocompromised people
	Vaccination response is suboptimal
	The public health emergency has ended
	Prevention with mAbs has not always been available in the United States
	Treatment with mAbs is not currently available in the United States
	Current treatment regimens have limitations

	Call to action: immunocompromised people need optimized prevention and treatment strategies
	Optimized vaccination strategies
	mAbs that complement suboptimal vaccine responses
	Improved antiviral treatment
	Targeted population-based health emergency centered around immunocompromised people

	Conclusions
	Data availability statement
	Author contributions
	Funding
	Acknowledgments
	Conflict of interest
	Publisher’s note
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages false
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /sRGB
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 1
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /ENU (T&F settings for black and white printer PDFs 20081208)
  >>
  /ExportLayers /ExportVisibleLayers
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName ([High Resolution])
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks true
      /IncludeHyperlinks true
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


