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Summary

INTRODUCTION: With the emergence of newer SARS-
CoV-2 variants and their substantial effects on the levels
and duration of protection against infection, an under-
standing of these characteristics of the protection con-
ferred by humoral and cellular immunity can aid in the
proper development and implementation of vaccine and
safety guidelines.

METHODS: We conducted a rapid literature review and
searched five electronic databases weekly from 1 Novem-
ber 2021 to 30 September 2022. Studies that assessed
the humoral or cellular immunity conferred by infection,
vaccination or a hybrid (combination of both) in adults and
risk groups (immunocompromised and older populations)
were identified. Studies were eligible when they report-
ed data on immunological assays of COVID-19 (related to
vaccination and/or infection) or the effectiveness of protec-
tion (related to the effectiveness of vaccination and/or in-
fection).

RESULTS: We screened 5103 studies and included 205
studies, of which 70 provided data on the duration of pro-
tection against SARS-CoV-2 infection. The duration of pro-
tection of adaptive immunity was greatly impacted by Omi-
cron and its subvariants: levels of protection were low
by 3—-6 months from exposure to infection/vaccination. Al-
though more durable, cellular immunity also showed signs
of waning by 6 months. First and second mRNA vaccine
booster doses increased the levels of protection against
infection and severe disease from Omicron and its sub-
variants but continued to demonstrate a high degree of
waning over time.

CONCLUSION: All humoral immunities (infection-ac-
quired, vaccine-acquired and hybrid) waned by 3-6
months. Cellular immunity was more durable but showed
signs of waning by 6 months. Hybrid immunity had the
highest magnitude of protection against SARS-CoV-2 in-
fection. Boosting may be recommended as early as 3—4
months after the last dose, especially in risk groups.

Introduction

As the fight against COVID-19 persists globally and the
emergence of several SARS-CoV-2 variants continues to
change the clinical and epidemiological course of the pan-
demic, an understanding of the duration of long-term pro-
tection against SARS-CoV-2 infection conferred by hu-
moral and cellular immunity can aid in the rapid
implementation of vaccine and safety guidelines. The
adaptive immune response, composed of the humoral and
cellular responses, can be measured by analysing antibody
levels, neutralising antibodies and T cell and memory B
cell responses. Antibodies that recognise receptor-binding
domains (RBDs) have been considered the most important
component of immunity against SARS-CoV-2 in humans
due to their neutralising activity [1]. Nonetheless, the in-
duction of SARS-CoV-2-specific memory T cells and B
cells is also important because it provides long-term pro-
tection against infection [2].

Many COVID-19 vaccines have been designed to target
the SARS-CoV-2 spike protein, with a focus on the re-
ceptor-binding domain as it mediates viral entry into cells
[3]. However, mutations in the SARS-CoV-2 spike protein
have resulted in the emergence of SARS-CoV-2 variants
of concern. These variants of concern have demonstrated
decreased sensitivity to convalescent sera and threaten the
effectiveness and duration of protection of available
COVID-19 vaccines [4]. As of December 2022, five vari-
ants of concern had been identified: Alpha (B.1.1.7), Beta
(B.1.351), Gamma (P.1), Delta (B.1.617.2) and Omicron
(B.1.1.529), including its multiple subvariants [5]. Of the
five variants of concern, Omicron has accumulated the
highest number of mutations and has mediated the greatest
level of immune escape [6]. With its enhanced transmissi-
bility and immune escape, Omicron, and the multiple sub-
variants that have emerged from it, has become the most
dominant COVID-19 variant circulating by the time of
writing. Omicron is comprised of various sister lineages, of
which BA.4 and BA.5 have been shown to escape neutrali-
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sation to a higher degree than the original Omicron variant
(B.1.1.529) and the three previous sister lineages [7].

Vaccination against SARS-CoV-2 has shown a high pre-
ventive effect worldwide, especially for reducing severe
illness and death [8]. However, with newly emerging vari-
ants, especially Omicron, a high reduction in levels of hu-
moral and cellular immunity has been observed, and vac-
cine effectiveness has also been affected. Several of the
studies included in this review have demonstrated wan-
ing protection against the SARS-CoV-2 virus and its Omi-
cron variant and subvariants of both humoral and cellular
immunity. With each new Omicron subvariant, the ability
of the antibodies elicited through vaccination to neutralise
the variants is lower than that of the previous variant [9].
Consequently, these new subvariants influence vaccine ef-
fectiveness and the durability of the established protection
against SARS-CoV-2 infection [10]. Therefore, analysing
the effects that Omicron and its subvariants have on the
levels and duration of protection against SARS-CoV-2 in-
fection elicited by adaptive immunity is crucial to appro-
priately implement public health decisions. Due to the con-
siderable number of publications shared daily, a rapid
literature review was performed to assess evidence of the
levels and duration of long-term protection against SARS-
CoV-2 infection in adults and risk groups (immunocom-
promised and older individuals).

Methods

Literature and information search

A search for literature published each week was completed
using the following electronic databases: MEDLINE
(PubMed), Embase, medRxiv and bioRxiv, Cochrane Li-
brary and Social Science Research Network (SSRN). Grey
literature, such as information produced by government
agencies and academic institutions and press releases, and
journals such as the New England Journal of Medicine,
The Lancet and Nature (which publish articles before they
appear in search engines) were hand-searched.

We employed a search strategy composed of text words
(e.g. coronavirus disease), MeSH terms (e.g. COVID-19
immunity), Boolean terms (e.g. AND, OR) and truncations
(e.g. immune*) to electronically identify studies related
to SARS-CoV-2 immunity in the MEDLINE, Embase and
medRxiv/bioRxiv databases. The literature search was per-
formed weekly by one of the researchers. The search
strategies for MEDLINE, Embase and medRxiv/bioRxiv
can be found in the appendix.

Identified literature was imported into a library in EndNote
for storage and detection and deletion of duplicated arti-
cles. Screening and full-text review were completed using
Rayyan systematic review software [11].

Literature screening

Search-identified literature was imported into Rayyan, and
titles and abstracts were screened for articles related to
COVID-19 immunology. At least two reviewers screened
the literature and agreed on its inclusion in the full-text re-
view. If a conflict arose during the title and abstract screen-
ing, a third, more experienced reviewer screened the study
and made a final decision. Full-text reviews were per-
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formed to assess the relevancy of each selected article. Rel-
evancy was decided based on the inclusion and exclusion
criteria and topics of interest. Studies selected for full-text
review were further screened in Rayyan for literature as-
sessment and selection by two reviewers. If a conflict arose
during the full-text review, then a third, more experienced
reviewer reviewed the study and made a final decision.

Eligibility of studies

Eligible studies were those reporting any data on immuno-
logical assays of COVID-19 (related to vaccination and/or
infection) or the effectiveness of protection against SARS-
CoV-2 infection (related to the effectiveness of vaccination
and/or infection). The population of interest was healthy
and immunocompromised people in any geographic set-
ting. Three main exposure groups were eligible for in-
clusion: individuals fully vaccinated or boosted for
COVID-19 (restricted to vaccines approved in Switzer-
land), individuals with previously confirmed infection and
individuals with previously confirmed infection and docu-
mented vaccination. The outcome of interest was vaccine
effectiveness or immunogenicity against SARS-CoV-2
Omicron infection, hospitalisation, severe disease and
death. Test-negative case-control, cross-sectional, cohort,
non-randomised controlled trial and randomised controlled
trial studies were eligible for inclusion. Due to the focus
on the duration of long-term protection, studies evaluating
immunology over a long time period (n = 70) were cat-
egorised as “duration of protection” and emphasised in
this report. No language restriction was imposed (though
the search queries were in English), and we limited the
search to studies published between 1 November 2021 and
30 September 2022 to capture studies covering the emer-
gence of the Omicron variant. Underage individuals (in-
fants, children and adolescents) and pregnant women were
excluded from our search. Additionally, studies of new and
second-generation vaccines and other vaccine platforms
not approved in Switzerland were not included.

Risk of bias (quality) assessment

Our study focused on frequent screening to keep up with
the rapidly growing body of COVID-19 literature and pro-
vide updates for researchers and public health experts. We
acknowledge the absence of a quality assessment in our
rapid review, and we understand the importance of assess-
ing the strength of evidence in future research.

Data extraction and analysis

Data were extracted and imported into a common Excel
table for studies that included, but were not limited to, data
on the immunological surveillance of COVID-19 immu-
nity after vaccination and/or infection. The findings were
grouped and summarised by topic (e.g. humoral immunity,
cellular immunity, vaccine effectiveness and risk groups).

Ethical approval

No ethical approval was required.
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Results

A total of 9536 studies were found using the search
queries; 5103 studies remained after the removal of du-
plicates. After title and abstract screening by two authors,
1409 studies were included for full-text review. After full-
text review, 205 articles were included in this review. Of
the 205 articles, 70 addressed the duration of protection
against SARS-CoV-2 infection and were highlighted in the
review (figure 1). Further details on the characteristics of
the included studies can be found in table S1 in the ap-
pendix. The review was mandated by the Federal Office of
Public Health, and detailed reports can be found on their
website (https://www.bag.admin.ch/bag/en/home/das-bag/
publikationen/forschungsberichte/forschungsberichte-ue-
bertragbare-krankheiten/forschung-wissenschaft-
covid-19.html) (under the “Literature searches” section
and “Monitoring COVID-19 immunity” subsection).

A visual summary of the general results of the levels of
protection of SARS-CoV-2 infection over time for the dif-
ferent types of immunity is presented in figure 2.

Duration of infection-acquired immunity

The longevity and durability of protection against Omicron
conferred by prior infection were assessed in three studies,
in which a clear decrease in the elicited antibodies was
observed after 10—12 months [1, 12, 13]. Twelve months
post-infection, the humoral response in mild COVID-19
convalescents was significantly reduced and completely
abrogated for the Omicron variant (B.1.1.529) [13]. In

terms of the kinetics and durability of SARS-CoV-2-spe-
cific antibodies, a significant reduction in all levels of
binding and neutralising antibodies was observed over 12
months; the half-life of IgG receptor-binding domain was
estimated at 2.79 months, and the half-life of IgG N was
estimated at 1.98 months [12]. Neutralising antibodies
were shown to decay at a slower rate than binding antibod-
ies, with an estimated half-life of 5.13 months [12]. Lev-
els of humoral response were directly correlated with cel-
lular response; high levels of virus-specific CD4" T cells
during the early convalescent phase were correlated with
long-term neutralising antibody levels [12]. Additionally,
the binding and neutralising antibodies in the low CD4"
group had a faster estimated decay rate and shorter half-life
than those in the high CD4" group [12].

Multiple studies analysed T cell and memory B cell re-
sponses in convalescent individuals [12—15]. In two of the
studies, cellular immunity was conserved up to 1 year after
infection, with T cells showing a slightly stronger memory
than B cells [13, 15]. Both studies also observed a high-
er frequency of CD4™ T cells than CD8" T cells, although
a majority of CD8" T cell epitopes of SARS-CoV-2 were
reportedly conserved in Omicron [13, 15]. In the study by
Wang et al., high percentages of virus-specific CD4" T
cells and cTfhl cells were associated with a slower decline
in humoral immunity, highlighting the importance of coor-
dinating T cell and humoral immunity to achieve long-term
protective immunity [12].

Figure 1: PRISMA flowchart of study identification and selection.
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The effectiveness of previous infection waned more slowly
than that of two and three doses of mRNA-1273 and
BNT162b2 vaccines. Altarawneh et al. showed that the
protection against SARS-CoV-2 infection after vaccination
was negligible 6 months after the first and second booster
doses (mMRNA, 41.2%, vs BNT162b2, 44.7%, after 1
month) [16], while infection-acquired effectiveness ranged
from 65-75% at 4—6 months and 32-53% at 10—12 months
[16-19].

Duration of vaccine-acquired immunity

The level of neutralising antibodies against the Omicron
variant B.1.1529 3—6 months after receiving the second
dose of any mRNA vaccine (BNT162b2 or mRNA-1273)
was lower than those against previous variants, such as the
original wild strain or the Delta variant, irrespective of the
recipient’s age [9, 20-25]. In addition, antibody levels after
the second dose gradually decreased over time, leading ful-
ly vaccinated individuals, those receiving one dose of the
Janssen vaccine or two doses of the mRNA vaccines, more
vulnerable to breakthrough infections [20]. These low lev-
els of antibody titres were observed 6 months after full
administration of the primary scheduled mRNA vaccines
mRNA-1273 and BNT162b2 and were not demonstrated
to be sufficient for preventing breakthrough infections of
the Omicron variant [26]. Nevertheless, binding antibodies
against vaccine strain spike proteins and the receptor-bind-
ing domain have been shown to be significantly higher in
boosted individuals compared with individuals who did not
receive a booster dose, demonstrating that a booster dose
increases antibody levels and inhibition against the Omi-
cron variant [26-28].

Various studies demonstrated that, a few months after re-
ceiving a first booster dose, the neutralisation geometric
mean titres (GMTs), along with the levels of binding an-
tibodies, decreased significantly [7, 25, 27, 29]. Within 4
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months after the administration of a booster dose, a 3-
to 4-fold decrease in protection against SARS-CoV-2 in-
fection was observed for all strains, including Omicron
(B.1.1.529) [29], while Omicron BA.1 neutralising anti-
bodies substantially waned by 3 months after homologous
mRNA boosting and heterologous boosting with mRNA
or Ad26.COV2.S vaccines [7]. Furthermore, the waning
of Omicron-binding antibodies was observed as soon as
14 days after booster administration; the titres for IgA and
IgG peaked on day 9 but significantly decreased by day 14
after immunisation to 66.6% for IgA (42.3% decrease) and
to 30.6% for IgG antibodies (15.7% decrease) [27].

For third doses, a slower waning of the humoral response
after a third BNT162b2 dose versus a second dose was re-
ported [29]. Similar kinetics were observed in neutralising
antibodies, for which a slower rate of decrease after the
third vaccine dose than after the second dose was demon-
strated [29]. The mean avidity — the overall strength in
binding between an antibody and antigen — observed was
65.7% one month after the second vaccine dose, with no
significant change 6 months after the second dose. How-
ever, avidity increased to 97.4% 1 month after the third
vaccine dose and 98.04% 4 months after the third dose of
BNT162b2 [29]. In other words, the binding strength be-
tween the antibody and antigen was stronger in individuals
who received a third vaccine dose than in individuals who
received only two doses, highlighting the stronger humoral
response obtained after receiving a booster dose. Studies
comparing different types of immunity revealed that the
levels of neutralising antibodies in mRNA-vaccinated in-
dividuals were elevated up to 1 year after infection, while
the anti-N titres amounted to only approximately 66 AU 1
year and approximately 21 AU 2 months after infection-ac-
quired immunity [30].

A general decrease in the effectiveness of the protection
offered by vaccination against SARS-CoV-2 symptomatic

that similar trends in infection-acquired immunity can be expected.

Over 1 Year

Immunity

Antibodies

Significant Reduction

T Cells & B Cells

Conserved

Figure 2: Visual summary comparing the levels of antibodies and T and B cells from day 1 to day 365 (over a 1-year period) for infection-ac-
quired, vaccine-acquired and hybrid immunity. This figure provides a generalised summary based on the included studies. The designs, dura-
tions and results of the included studies were very heterogenous, allowing for only a very generalised summary. * Few studies with results on
the duration of the protection of hybrid immunity were included in the review and used to draw conclusions; nonetheless, it is safe to assume
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infection was observed, in which two doses of BNT162b2
offered a modest effectiveness of 65.5% 2-4 weeks after
vaccination but later dropped to 8.8% at 25 weeks and be-
yond [31]. A similar decrease in the duration of protec-
tion was noted for booster doses; three doses of BNT162b2
had an effectiveness of 67.2% at 2—4 weeks, which then
plunged to 45.7% at 10 weeks and beyond [31]. The du-
ration of the protection of vaccine-acquired immunity was
stronger against severe outcomes and hospitalisation; the
estimated mRNA booster effectiveness (BNT162b2 and
mRNA-1273 combined) was 87.4% 15-60 days after
boosting and 87.2% 5-6 months after boosting, with no
significant differences among various vaccine combina-
tions [32]. With the spread of the more infectious Omicron
subvariants BA.1/BA.2 and BA.4/BA.5, the duration of
vaccine protection was compromised, and rapid waning of
vaccine effectiveness in protecting against hospitalisation
due to current sub-lineages of the Omicron variant was ob-
served [10].

Waning of memory T cell responses for both the Delta
and Omicron variants was observed 3 months after vac-
cination [33]. Similar to CD4" T cell responses, CD8" T
cells were consistently detected in more vaccinees than
in non-vaccinated controls, though CD4" T cell responses
were stronger up to 6 months after all vaccination regimens
[34]. Both CD8" and CD4" T cells were maintained after
8 months with some decline and were restored to initial
levels by booster vaccination [8]. Additionally, more than
one-third of resting memory B cells bound Beta and Omi-
cron variants and steadily increased the B cell receptor
breadth up to 4.9 months after vaccination [35]. T cell
responses declined between 28 days and 5 months after
booster vaccination towards levels similar to those detect-
ed prior to vaccination with the Ad26.COV2.S booster
[36]. Furthermore, the durability of cellular immune re-
sponses in individuals who received a primary vaccination
of Pfizer BNT162b2 and were boosted with either
Ad26.COV2.S or BNT162b2 was assessed [37]. At 16
weeks, median Omicron T cell responses generated by the
Ad26.COV2.S booster were higher than those generated
by the BNT162b2 booster [37].

The cellular immune responses after a fourth vaccine dose
compared to those after breakthrough infections reached
peak frequencies approximately 60 days after the second
dose; a substantial but short-lived booster effect after the
third dose was reported [38]. Within 30-60 days after the
third dose, the CD8" T cell response was reduced back to
pre-third dose levels. When analysing the CD8" T cell re-
sponses after the fourth antigen contact, either by a fourth
vaccine dose or by breakthrough infection with Omicron or
Delta after three doses, the T cell response was rapidly and
robustly induced at similar frequencies. Furthermore, 1 or
2 months after breakthrough infection and second boost-
er vaccination, a fully functional T cell memory was pre-
sent with similar reactivation capacities [38]. Additionally,
the spike-specific CD8" T cells elicited by a fourth vaccine
had a substantial response towards variants of concern, in-
cluding Omicron.

Duration of hybrid immunity

Similar to previous results on the duration of protection
conferred by infection-acquired or vaccine-acquired im-
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munity, hybrid immunity showed signs of waning. To eval-
uate the lifespan of the antibodies elicited against the Omi-
cron variant, Chang et al. [39] divided study participants
into two groups: one representing a short interval (6
months after recovery from infection) and one representing
a long interval (12 months after recovery from infection).
Antibodies elicited against Omicron significantly de-
creased in neutralisation ability 6 months after recovery
from infection, when the GMT ratio was 2.6; the GMT ra-
tio 12 months after recovery was 1.7 [39]. When compar-
ing different immunities (vaccine-acquired and hybrid), a
greater decay was found in vaccinated and uninfected in-
dividuals than in previously infected and vaccinated indi-
viduals, in which the neutralising antibodies waned more
than the binding antibodies (11.5- and 10.2-fold decreases
in uninfected individuals vs 2.9- and 2.5-fold decreases in
previously infected individuals in neutralising and bind-
ing antibodies, respectively) [40]. Nonetheless, the neu-
tralising antibody titres against all variants tested, includ-
ing Omicron, declined 1-6 months after the second mRNA
vaccine dose [41]. The sera from naive vaccinated par-
ticipants demonstrated no neutralising activity against the
Omicron variant, while fully vaccinated individuals who
recovered from COVID-19 showed a 22-fold reduction,
with most participants retaining their neutralising antibody
response [42].

Similar kinetics were found in boosted individuals; booster
durability waned more substantially in uninfected individ-
uals than in those who had acquired a breakthrough infec-
tion [43]. In contrast, two studies observed that the decay
of the humoral response was faster in infected and vacci-
nated participants than uninfected and vaccinated partici-
pants [29, 40].

The effectiveness of hybrid immunity 7-59 days post-vac-
cination with two doses of an mRNA vaccine was 8§9% and
eventually decreased to 68% at 6—12 months. Similar pro-
tection over time was noted in participants who received
three doses and had a previous infection [17]. In terms of
severe outcomes, multiple studies found that hybrid immu-
nity conferred more durable protection against deaths and
hospitalisation than against infections over time [44, 45]
(84.5% vs 52.8% at 3—5 months, 89.5% vs 32.7% at 6-12
months, 80.3% vs 14.7% after 1 year [44]). A similar pat-
tern was found for BNT162b2 and Ad26.COV2.S, whose
effectiveness after the respective booster dose was high-
er against severe outcomes than against infection (boost-
er dose BNT162b2 after 2-9 weeks, 95.7% vs 70%;
Ad26.COV2.S after 2-9 weeks, 97.5% vs 47.2%) and
higher against infection for BNT162b2 than for
Ad26.COV2.S [44].

Duration of immunity in risk groups

Immunocompromised groups

A third or fourth dose of an mRNA vaccine enhanced and
sustained the antibody response against the Omicron vari-
ant in a high proportion of immunocompromised groups
[46-59]. Nonetheless, lower levels of neutralising antibod-
ies against Omicron after three doses of an mRNA vaccine
and subsequent breakthrough infections in both immuno-
compromised and healthy groups were observed compared
to the levels against the wild-type and Delta variant [50].
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Additionally, a cohort study on solid organ transplant re-
cipients found that, even after four doses of an mRNA vac-
cine, participants still had poor neutralising antibody re-
sponses against Omicron, particularly compared to healthy
controls [52], and immunosuppressive treatments such as
infliximab in inflammatory bowel disease patients were as-
sociated with attenuated and waning antibody responses
[53]. Despite booster doses increasing the humoral re-
sponse against Omicron, neutralisation of Omicron was
still substantially weaker than that of earlier variants.
Moreover, waning of the neutralising antibody response
in immunocompromised individuals with time after vacci-
nation was demonstrated [48, 60—62]. One month after a
third dose of an mRNA vaccine, 18.3% of organ transplant
recipients had detectable levels of neutralising antibodies
against Omicron; this decreased to 15.7% 3 months after
vaccination [60]. Similarly, antibody responses waned sig-
nificantly 6 months after second and third doses of mR-
NA vaccines in kidney transplant recipients and cancer
patients, respectively, in whom neutralisation against the
Omicron variant was significantly attenuated or complete-
ly missing 6 months after vaccination [61, 62].

Spike-specific CD4" and CD8" T cells against all variants,
including Omicron, were sustained in 45-60% of multiple
sclerosis patients taking B cell depleting drugs 6 months
after their second vaccination, albeit at lower median fre-
quencies against the Delta and Omicron variants than
against the original SARS-CoV-2 vaccine strain [63]. Fur-
thermore, the spike-specific T cell response up to 3 months
after two doses of an mRNA vaccine was comparable
between inflammatory bowel disease (IBD) patients and
healthy individuals [64]. Similar results were demonstrated
in heart transplant and solid tumour patients, in whom a
durable T cell response was maintained 6 months after a
third dose of BNT162b2 vaccine [61, 65]. Additionally, the
T cell response was sustained at a higher magnitude, par-
ticularly in those treated with tumour necrosis factor (TNF)
inhibitor therapy. The T cell response against mutations
present in the Omicron variant was found to be mainly pre-
served in these patients [64]. Similarly, primary antibody
deficiency patients were still able to mount a durable CD4™"
T cell response specific to SARS-CoV-2 that was similar
to that of healthy groups after mRNA vaccination [66].

Cellular immunity increased upon receipt of third and
fourth doses of an mRNA vaccine [48, 63, 67, 68]. In ad-
dition, a third dose enhanced the number of responders
to all variants (55-75% of patients) and significantly in-
creased CD8" T cell responses [63]. However, even after a
third mRNA vaccine dose, SARS-CoV-2-specific interfer-
on(IFN)-y responses were much lower in kidney transplant
recipients, although interleukin(IL)-2 responses remained
similar to those of healthy participants [69]. T cell re-
sponses deteriorated significantly in immunocompromised
groups 6 months after mRNA vaccination. Notably, SARS-
CoV-2 T cells became undetectable in a significant propor-
tion of dialysis patients and the majority of kidney trans-
plant recipients 6 months post-vaccination [62].

Older groups

Decreasing levels of neutralising antibodies over time were
observed in older groups. A 4.9-fold decrease in neutralis-
ing antibody titres was detected 3—20 weeks after mRNA

Swiss Med WKkly. 2024;154:3732

vaccination, while a greater decline in Omicron neutrali-
sation was reported among older patients 6 months after a
third dose of an mRNA vaccine [70, 71]. In contrast, hy-
brid immunity resulted in a more sustained humoral re-
sponse over time in older groups of individuals aged 80
years and older 15 months after COVID-19 infection; they
were able to sustain their SARS-CoV-2 spike-specific IgG
antibody response [72]. Additionally, vaccination with a
single dose of an mRNA vaccine enhanced the antibody
response in previously infected individuals more signifi-
cantly than in naive individuals receiving two doses [72].
Infected patients were able to sustain high levels of anti-
receptor-binding domain antibodies 7 months after their
second dose of an mRNA vaccine, and, upon receiving
the third dose, both anti-receptor-binding domain and neu-
tralising antibody titres against Omicron increased more
notably in previously infected groups than in SARS-
CoV-2-naive individuals [73]. In contrast, Gilboa et al.
[29] observed that, in participants aged 65 years and older,
IgG and neutralising antibodies declined more rapidly in
infected individuals.

Few studies focused on cellular immunity in high-risk
groups. Gimenez et al. [73] assessed cellular immunity fol-
lowing a third dose of the Pfizer vaccine in nursing home
residents. However, while they found that most of the as-
sessed residents had a detectable T cell response at base-
line, changes in SARS-CoV-2 S-specific T cells after a
third dose of an mRNA vaccine were negligible [73]. In
contrast, another study [74] found that, while baseline CD4
Tyl was substantially lower in an older group pre-vaccina-
tion, Tyl response was similar to that of younger groups
post-vaccination. Additionally, this same study found that
older adults produced more IFN-y than younger adults
post-vaccination [74].

However, studies have demonstrated that vaccine effec-
tiveness wanes over time [75]. As observed with the first
booster (third dose), the protection against infection was
short lived. However, protection against severe illness did
not disappear during the study period (i.e. 6 weeks after re-
ceiving the fourth dose) [75, 76]. Baum et al. [77] found
that, 91-180 days after a second dose, vaccine effective-
ness against hospitalisation had decreased from 91% to
76%. Similar results were observed by Gazit et al. [78]
after a fourth dose of an mRNA vaccine. Relative effec-
tiveness of the fourth dose of the Pfizer vaccine waned
significantly by the tenth week after peaking 3 weeks post-
vaccination. However, in the same study, relative effective-
ness of the fourth dose against severe COVID-19 was sus-
tained throughout the study period [78]. This is consistent
with the findings of Bar-On et al. [75].

Discussion

Although quantifying the exact duration of protection
against SARS-CoV-2 infection poses a great challenge, nu-
merous articles have found a significant decrease in the
levels of protection, especially against the Omicron variant
(B.1.1.529) and its subvariants, 3—6 months after primary,
first booster and second booster vaccination. A list of all
the included studies discussing duration of protection is
available in the appendix (Data Protection Sheet). In a sys-
tematic review and meta-regression study on the duration
of effectiveness of vaccination against COVID-19 caused
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by the Omicron variant, similar results were reported [79].
Overall, 6 months after vaccination, the primary vaccine
series led to little protection against symptomatic infec-
tions and to a more rapid decrease in vaccine effective-
ness during the Omicron period (47.6% decrease [95%
Cl, 36.6-60.2]) than the pre-Omicron period (24.9% de-
crease [95% CI, 13.441.6]), while decreases in vaccine
effectiveness for severe diseases remained relatively simi-
lar [79]. With the first booster vaccination, the waning of
protection against Omicron was generally higher than af-
ter the primary vaccine series for all outcomes; the mean
decrease in vaccine effectiveness against symptomatic dis-
ease from 1-4 months was 24.3% (95% CI, 19.9-29.1) and
projected to 6 months was 28.5% (95 CI, 18.3-40.5) [79].
For second booster doses (fourth doses), the durability of
protection against Omicron infections remains relatively
uncertain, although a study analysing the protection of a
fourth dose over time demonstrated that, for confirmed in-
fections, a fourth dose appeared to provide only short-term
protection and a modest absolute benefit [75].

When estimating the half-lives and decay rates of humoral
responses, neutralising antibodies were found to wane at
higher rates than binding antibodies in vaccinated individ-
uals [40], while total neutralising antibodies had longer
lifespans in convalescent individuals [12]. A correlation
between cellular and humoral immunity has also been
found, where increased levels of CD4+ T cells in cellular
immunity are associated with prolonged neutralising an-
tibody responses, crucial for long-term defense against
SARS-CoV-2 infection. In the study by Wang et al. [12],
high levels of virus-specific CD4" T cells at baseline were
correlated with long-term neutralising levels, indicating
the possible role of CD4" T cells in regulating long-term
humoral immunity in patients with previous COVID-19 in-
fection. Additional differences in the duration and waning
of humoral immunity were also noted among the diverse
types of antibodies. For instance, the decay of IgG-bind-
ing antibodies against variants 30 days after the third or
fourth vaccine dose was more pronounced than the decay
of the IgA response, suggesting possible long-term ad-
vantages of IgA antibodies [80]. These results provide
evidence that next-generation vaccines targeting the mu-
cosal immunity driven by IgA antibodies could be a solu-
tion to the continuous waning of protection against newly
emerged variants. In fact, the highest levels of humoral and
even cellular immunity were observed in cases of hybrid
immunity in which infections triggered a strong IgA re-
sponse and detectable Omicron-neutralising activity [81].
While the current COVID-19 vaccines continue to demon-
strate durable protection against severe outcomes and hos-
pitalisation, their performance at reducing mild illness and
transmission, especially with Omicron variants, is subopti-
mal. With the potential use of nasal vaccines, the thin mu-
cous membrane that lines the nose, mouth and lungs could,
in theory, prevent even mild cases of illness and block
transmission to other people — something the first-gener-
ation COVID-19 vaccines have been unable to achieve —
while triggering a strong and durable IgA response. As of
October 2022, two nasal COVID-19 vaccines have been
approved for use as booster doses in India and China [82,
83]. Although evidence of the effectiveness and duration
of protection of such vaccines is scarce, a phase II trial of
CanSino’s inhaled vaccines found that they raised blood-
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serum antibody levels significantly more than an intramus-
cular booster dose [83].

Strengths and limitations

To our knowledge, this is the largest review of humoral
and cellular immunity against SARS-CoV-2 in adults and
risk groups. The studies presented covered the duration of
protection of three types of humoral and cellular immuni-
ty: infection-acquired, vaccine-acquired and hybrid. How-
ever, due to the high complexity of investigating T cell re-
sponses of individuals, there were fewer studies analysing
such immune responses than evaluating humoral immuni-
ty. Consequently, literature addressing cellular immunity
against SARS-CoV-2 was less prevalent than literature on
humoral immunity in our review. This was particularly ap-
parent for high-risk groups; this report was able to identi-
fy only two relevant studies assessing cellular immunity in
older populations. The results of this study do not apply to
other important populations, such as underage individuals
(infants, children and adolescents) and pregnant women,
since those populations were excluded from our search.
Additionally, studies of new and second-generation vac-
cines and other vaccine platforms not approved in Switzer-
land were not included. In addition to the identified gaps in
literature, our report did not assess the risk of bias or quali-
ty of the studies included. Although we attempted to ensure
that our search was as exhaustive as possible, the current
report provides a narrative summary of current data in the
literature that was limited by our eligibility criteria. Any
specific research questions may require further analysis of
data.

Conclusion

Hybrid immunity was shown to elicit the highest levels of
humoral and cellular immunity while lasting longer than
infection-acquired and vaccine-acquired immunity. How-
ever, with the emergence of new Omicron subvariants, the
levels and duration of protection were greatly affected,
leaving immunised individuals prone to infection or rein-
fection. Boosting maintains vaccine effectiveness against
severe disease caused by the current Omicron sub-lin-
cages; nonetheless, the evidence of rapid waning of dura-
bility may indicate that at best, there is a need for regular
boosting as early as 4 months after the last dose and the
need for vaccines to incorporate variants of concern to
maintain protection. In terms of CD8" T cell responses,
mRNA boosters induced a temporary T effector cell re-
sponse, while spike-specific CD8" T cell memory was con-
served for targeting variants of concern. Infection with the
Omicron variant or Omicron variant-specific vaccination
may induce a memory T cell response sufficient for pro-
tecting against an Omicron infection. Despite humoral re-
sponse defects, vaccine-induced T cell responses might
still provide a layer of protection for patients undergoing
immune-modifying therapies.
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