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Background: The magnitude of protection conferred following recovery from COVID-
19 or by vaccine administration, and the duration of protective immunity developed,
remains ambiguous.

Methods: We investigated the factors associated with anti-SARS-CoV-2 S1 1gG
decay in 519 individuals who recovered from COVID-19 illness or received COVID-19
vaccination with two commercial vaccines, viz., an adenoviral vector-based (AZD1222)
and a whole-virion-based inactivated (BBV152) vaccine in Chennai, India from March
to December 2021. Blood samples collected during regular follow-up post-infection/-
vaccination were examined for anti-SARS-CoV-2 S1 IgG by a commercial automated
chemiluminescent immunoassay (CLIA).

Results: Age and underlying comorbidities were the two variables that were
independently associated with the development of a breakthrough infection. Individuals
who were >60 years of age with underlying comorbid conditions (viz., hypertension,
diabetes mellitus and cardiovascular disease) had a ~15 times and ~10 times greater
odds for developing a breakthrough infection and hospitalization, respectively. The time
elapsed since the first booster dose was associated with attrition in anti-SARS-CoV-2
IgG, where each month passed was associated with an ebb in the anti-SARS-CoV-2
IgG antibody levels by a coefficient of —6 units.

Conclusions: Our findings advocate that the elderly with underlying comorbidities be
administered with appropriate number of booster doses with AZD1222 and BBV152
against COVID-19.
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BACKGROUND

The COVID-19 pandemic has caused an unprecedented global
crisis, and having lasted for more than 2 years, has resulted
in over 524 million COVID-19 cases, claiming >6.27 million
deaths by Mid-May 2022, causing huge levels of economic
damage (1, 2). Although antiviral agents against SARS-CoV-2,
the virus causing COVID-19, are becoming available, vaccines
and public health interventions remain the most promising
approach against this global peril. Notwithstanding anti-SARS-
CoV-2 vaccines are successful in reducing the mortality and
morbidity rates, and the level of neutralizing antibodies has
correlated with protection against SARS-CoV-2 reinfection (3)
as well as severe COVID-19 (4-6), breakthrough infections do
continue to recur. Importantly, it still remains a conundrum,
how long this vaccine-induced acquired immunity would last in
an individual.

Several studies have investigated the dynamics and the
duration of protection of neutralizing antibodies developed
following the onset of natural SARS-CoV-2 infection or
vaccination (7-11). The results thus far remain inconsistent, with
some reporting rapid waning of antibodies months after virus
exposure or following vaccine administration (7-13), whereas
others report the prolonged presence of neutralizing antibodies
(14-16). This discrepancy partly stems from numerous factors
including differences in patient demography, vaccine type, and
number of infections/vaccinations one has become exposed
to, SARS-CoV-2 strains, intrinsic properties of immunity,
underlying disease and many other miscellaneous factors. Given
the complex interaction between intrinsic and extrinsic factors,
the duration of protective immunity developed post-vaccination
against COVID-19 still remains uncertain. Here, by using an
appropriate statistical model, we investigated the factors such as
age, gender, vaccine status, type of vaccine viz., a viral vector-
based AZD1222 and an inactivated BBV152 vaccine as well as
comorbidities and their association with antibody decay.

MATERIALS AND METHODS
Study Population

We conducted a population-based study among Chennai’s
adult who received treatment for COVID-19-related
illness or received COVID-19 vaccination at the State
Public Health laboratory, Directorate of Public Health and
Preventive Medicine, Chennai, India, and the Government
Corona Hospital, Chennai, India from March until
December 2021. The inclusion criteria were that the
participants needed to be >18 years, and there were no
exclusion criteria. The medical records of the participants
were reviewed and data such as patient demography,
comorbidities, history of SARS-CoV-2 infection, date and
type of vaccine received were recorded. Blood samples
collected during regular follow-up post-infection
and/or post-vaccination, and tested for their levels of
anti-SARS-CoV-2 IgG. The study was approved by the
Human Ethics Committee of the Madras Medical College
(EC No. 03092021).

were

Diagnosis of COVID-19 and Breakthrough

SARS-CoV-2 Infection

Diagnosis of COVID-19 was made based on clinical and
laboratory diagnoses; the former based universal Clinical
Criteria 2021 defined by the Centers for Disease Control
and Prevention, Atlanta, USA (https://ndc.services.cdc.gov/
case-definitions/coronavirus-disease-2019--2021/), and the later
confirmed by a commercial TagPath™ COVID-19 RT-PCR
test (Applied Biosystems, Thermo Fisher Scientific, Pleasanton,
CA) for the in vitro qualitative detection of nucleic acid
from the SARS-CoV-2. Breakthrough cases were detected after
tele-consultation with the vaccinated individuals following the
development of COVID-19 symptoms and a laboratory diagnosis
with the aforesaid RT-PCR test.

Anti-SARS-CoV-2 S1 IgG

Chemiluminescent Assay

Blood collected were tested for their levels of anti-SARS-
CoV-2 S1 IgG by VITROS anti-SARS-CoV-2 S1 IgG assay, a
commercial automated chemiluminescent immunoassay (CLIA),
according to manufacturer’s instructions using a VITROS Anti-
SARS-CoV-2 IgG Calibrator on the VITROS ECi/ECiQ/3600
Immunodiagnostic Systems and the VITROS 5600/XT 7600
Integrated Systems. The assay targeted to the spike protein S1
antigen and the cut-off (minimum detection limit) was >1.00.

Statistical Analyses

The primary analysis was to compare individuals with natural
infection with those who received the AZD1222 and the
BBV 152 vaccines. Comparison of categorical variables was tested
using the Chi-Square test, whereas continuous variables (e.g.,
age) were compared using the unpaired t-test. Potential risk
factors for breakthrough infection and hospitalization such as
demographics between those who had natural infection, or
received AZD1222 and BBV152 vaccination were evaluated by
simple and adjusted binary logistic regression. The odds ratio
(OR) and 95% confidence interval (CI) were estimated. The
predictive power of age in predicting a breakthrough infection
and hospitalization were examined using the receiver operating
characteristic (ROC) analysis. The decay of anti-SARS-CoV-
2 S1 antigen IgG levels was assessed using an adjusted linear
regression. Statistical analyses were performed using PRISM,
version 5.02 (GraphPad Software, San Diego, CA). Binary
regression was performed using SPSS, version 20 (IBM, Armonk,
NY), Two-tailed P <0.05 was considered as statistical significance
for all the tests performed, and P-values <0.05, <0.01, <0.001,
<0.0001 were marked as *, **, *** and ****, respectively.

RESULTS
Demographics and Cohort Characteristics

In India, two vaccines were initially approved for administration
to the public, one the adenoviral vector vaccine AZD1222
(ChAdOx1) manufactured by the Serum Institute of India,
Pune, and the other, a whole-virion inactivated BBV152
vaccine developed by Bharat Biotech International Limited,
Hyderabad, in collaboration with the Indian Council of Medical

Frontiers in Medicine | www.frontiersin.org

June 2022 | Volume 9 | Article 887974


https://ndc.services.cdc.gov/case-definitions/coronavirus-disease-2019--2021/
https://ndc.services.cdc.gov/case-definitions/coronavirus-disease-2019--2021/
https://www.frontiersin.org/journals/medicine
https://www.frontiersin.org
https://www.frontiersin.org/journals/medicine#articles

Selvavinayagam et al.

Decay of Vaccine-Induced Anti-SARS-CoV-2 Antibodies

Research (ICMR) (17). Five-hundred and fifty four individuals
recruited into the study were separated into two groups, i.e.,
“unvaccinated” (n = 52) vs “vaccinated” (n = 502). The
“unvaccinated” group was further bifurcated into two sub-groups
with those who did not have a history of natural infection of
SARS-CoV-2 (n = 25) and those who had a natural COVID-19
infection (n = 27). Those who received only one dose of vaccine

Inclusion criteria: >18 years old

Chennaicohort
(n=554)
|

Received one

Vaccinated
(n=502)
dose of vaccine

Received two (n=35)

Not vaccinated
(n=52)
doses of vaccine
- =
T

No infection
(n=25)

(n =259)
i il : Breakthrough Breakthrough
1 F infection Infection
I L ! a (n=82) (n=67)

FIGURE 1 | Flow diagram of 519 participants recruited into the Chennai (India)
Cohort from March to December 2021. Based on the sequence of natural
infection and type of vaccine administered, the cohort is divided into four
groups viz., (i) No vaccination, no natural infection, (ii) no vaccination, with
natural infection, (iii) vaccination with AZD1222 and (iv) with BBV152. Of note,
a small fraction of vaccine recipients had a documented history of natural
infection prior to receipt of the corresponding vaccine (n = 85); whilst another
group of participants developed a breakthrough infection 14 days
post-vaccination (n = 149). The colored boxes, present three main patient
groups in the investigation.

were excluded from analysis (n = 35). The vaccinated group
was also divided into two groups i.e., participants who received
the AZD1222 (n = 259) and those who received the BBV152
(n = 208) vaccines. Of note, a small fraction of vaccinees had
developed a natural infection prior to completion of two doses of
vaccination (n = 85); whilst another portion of the participants
had developed a breakthrough infection after completion of two
doses of vaccination (n = 149). The colored boxes in Figure 1
represent the three main study groups in our investigation. The
median age of the cohort was 34 years with an interquartile range
(IQR) of 26-52, with 47.8% male participants. Of note, 14.3% (n
= 74) of the participants had some form of underlying comorbid
conditions such as hypertension (n = 37), diabetes mellitus
(n = 24), and heart disease (n = 4). Of all the participants,
176 (33.9%) were infected by SARS-CoV-2 (Table 1). There was
a significantly higher number of individuals with COVID-19
among the non-vaccinees (51.9%) as compared to the vaccine
recipients (AZD1222 = 31.7% and BBV152 = 32%) (P = 0.016).
There was no significant difference between the percentage of
individuals developing breakthrough infection with both the
vaccines, indicating that the protective efficacy of both the
vaccines are similar and the onset of a breakthrough infection
appears to have been attributed to inadequate cross-neutralizing
potential conferred by the vaccine to the circulating virus.

Factors Predisposing the Development of

a Breakthrough Infection

Since a substantial proportion of individuals develop
breakthrough infections despite administration with two
doses of the vaccine, we sought to investigate the factors
that predispose to breakthrough infection. The association
between development of a breakthrough infection and other
demographic parameters such as age, gender, occupation as
healthcare workers, type of vaccine received and comorbidities
were first assessed univariately using a binary regression
model. Variables with P-value <0.05 will then be included in
the multivariate analysis. Variables with P-value <0.05 were

TABLE 1 | Clinico-demographic characteristics of the Chennai, India study cohort.

Characteristics Total Unvaccinated Vaccinated (n = 467) P-value
AZD1222 BBV152 a. b.

Number of participants, no. (%) 519 (100) 52 (10) 259 (65.5) 208 (44.5)

Age, year; median (IQR) 34 (26-52) 32 (25.5-42.7) 35 (27-593) 34 (25-52) 0.419

Gender, (male) no, (%) 248 (47.8) 27 (561.9) 115 (44.4) 106 (51) 0.855

Healthcare workers, no. (%) 237 (45.7) 18 (34.6) 117 (45.2) 102 (49) 0.097

Comorbidities, no. (%) 74 (14.9) 7(13.5) 36 (13.9) 31 (14.9) 0.775

Hypertension, no. (%) 37 (7.1) 4 19 14

Diabetes, no. (%) 24 (4.6) 2 10 12

Heart disease, no. (%) 4(0.8) 0 3 1

OthersT, no. (%) 9(1.7) 1 4 4

SARS-CoV-2 infection; no. (%) 176 (33.9) 27 (51.9) 82 (31.7) 67 (32) 0.016% 0.25

Others' consist of asthma = 4, arthritis = 2, cancer/cured cancer = 2, chronic lung disease = 1. (a) Comparison between three groups, i.e., Unvaccinated, AZD1222 and BBV152; (b)

Comparison between, AZD1222 and BBV152. *P < 0.05.
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FIGURE 2 | Association of patients’ characteristics with risk for development of breakthrough infection and hospitalization. (A) A simple and adjusted binary
regression models assessing the factors that associated with breakthrough infection. Odds ratios for values below or above threshold levels were displayed in a forest
plot; median and 95% CI were calculated. (B) Receiver operating characteristics analysis for prediction of breakthrough infection and hospitalization. (C) Association
of age and comorbidity with the risk of breakthrough infection and hospitalization. Cl, confidence interval; Comorbidity refers to diabetes mellitus, cardiovascular
disease, hypertension and other underlying medical conditions as detailed in Table 1; *, **, **, ** represent P < 0.05, <0.01, <0.001, <0.0001, respectively.

considered as independent predictors. Our multivariate analysis
showed that age and underlying comorbidities were the two
variables that were independently associated with development
of a breakthrough infection. We also found that every increase in
age by 5 years was associated with an increased risk of developing
a breakthrough infection by 1.23 unit (95% CI=1.11-1.38; P <
0.0001). Further, an existing comorbid condition was associated
with an increased risk of contracting a breakthrough infection by

2.07 units (95% CI=1.11-3.89; P < 0.023) (Figure 2A). We also
found that age and comorbidity were independently associated
with hospitalization (Table 2).

The ROC analysis revealed that age was a strong predictor for
the development of a breakthrough infection (area under curve,
AUC=0.78; P < 0.0001) as well as hospitalization (AUC=0.71;
P < 0.0001) (Figure 2B), and the cut-off age was determined as
60 years. Our binary regression analysis showed that participants
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TABLE 2 | Clinical and demographic characteristics associated with hospitalization.

Characteristics Univariate model Multivariate model

Coeff. (95% CI) P-value Coeff. (95% CI) P-value

Age (5 years) 1.312 (1.224-1.401) <0.0001 **** 1.267 (1.179-1.362) <0.0001 ***
Gender 1.451 (0.988-2.128) 0.058 0.771 (0.509-1.168) 0.219
Vaccine status 0.653 (0.326-1.31) 0.229
Vaccine type

AZD1222 0.687 (0.331-1.425) 0.313

BBV152 1.095 (0.732-1.637) 0.659
Comorbidity 3.973 (2.392-6.601) <0.0001 **** 1.930 (1.098-3.394) 0.022 *

Coeff, coefficient; Cl, confident interval. *, **, ***, **** represent P < 0.05, <0.01, <0.001, <0.0001, respectively.

who were >60 years of age and with underlying comorbid
conditions had a ~15 times and ~10 times greater odds
for developing a breakthrough infection and hospitalization,
respectively (Figure 2C).

Factors Associated With the Decay of
Anti-SARS-CoV-2 S1 IgG

Given that the titer of antibodies will decay gradually with time,
next we investigated the decay of anti-SARS-CoV-2 S1 IgG levels
in individuals who experienced a natural infection, and having
vaccinated with AZD1222 and BBV152. In this analysis, we only
included those who had a natural infection (without vaccination,
n = 27), and those who had received two doses of vaccination
(n = 233). We excluded those who had natural infection prior
completion of two doses of vaccination (n = 85) and those who
had a breakthrough infection (n = 82 with AZD1222 and n = 67
from BBV152, total n = 149). The total number of participants in
this analysis was (n = 260). Using a linear regression model, we
first studied the decay of anti-SARS-CoV-2 S1 IgG levels across
the two vaccine groups in comparison with natural infection,
controlling for the time elapsed since recovering from a natural
infection or after administration with the second dose of the
respective vaccines (Figure 3A).

The univariate analysis showed that the anti-SARS-CoV-2 S1
IgG levels were waning progressively over time with varying
rates, where the IgG levels in those who received AZD1222
were decayed slightly faster compared to that from a natural
infection. Time lapse analysis showed that each month passed
was associated with an antibody attrition levels by a coefficient
of —6 unit (95% CI = —9.88 to —2.1; P = 0.003) and by a
coefficient —5.22 unit (95% CI = —9.6 to —0.85; P = 0.019) in
those who received AZD1222 and those who recovered from a
natural infection, respectively (Table 3). In the adjusted model,
we found that participants who were >60 years of age had an
accelerated decay rate, where each month of lapse was associated
with a decrease of IgG by a coefficient of 23 units (95% CI
= —46.69 to —0.05; P = 0.047). However, such decay of IgG
was only observed among participants who received AZD1222,
but not among those who had a history of recovery from a
natural SARS-CoV-2 infection (partly owing to a small sample
size) and those received BBV152 (Figure 3B). Using binary

regression, we assessed the time elapsed since vaccination and
their association with development of a breakthrough infection
and hospitalization, controlling for age (>60 years). Here, we
showed that time elapsed since vaccination was an independent
predictor of development of a breakthrough infection and
hospitalization in those who had received the AZD1222 vaccine.
As the level of anti-SARS-CoV-2 S1 IgG gradually decays with
time, our regression model showed that each month of lapse
was associated with increased risk of contracting a breakthrough
infection and hospitalization by 0.85 (95% CI = 0.72-1.01; P =
0.048) and 0.85 (95% CI = 0.73-0.98; P = 0.041), respectively
(Figure 3C).

DISCUSSION

In this large population-based real-life investigation conducted
in Chennai, Tamil Nadu, India, we studied 519 individuals
examined for anti-SARS-CoV-2 S1 IgG antibody titers
following either vaccination or recovery from documented
COVID-19 infection. We investigated the factors associated
with development of a breakthrough infection, as well as
hospitalization, and correlated them with the dynamics of
anti-SARS-CoV-2 S1 IgG titers, as well as factors that might
be associated with the decay. We found that age and comorbid
conditions were the two factors independently associated with
development of a breakthrough infection and hospitalization
in the study population. A combination of both age (>60
years) and underlying comorbid conditions were associated
with increased risk for contracting a breakthrough infection
and hospitalization by ~15 and ~10 times, respectively.
Anti-SARS-CoV-2 S1 IgG decay was only observed among
recipients of AZDI1222, but not BBV152 and those who
recovered from a natural SARS-CoV-2 infection. Due to
the decay of anti-SARS-CoV-2 S1 IgG, we also reported
that the risk of developing a breakthrough infection and
hospitalization gradually increased by 0.85 times with
each month.

It is pivotal to understand when and how a breakthrough
infection with SARS-CoV-2 occurred in fully vaccinated
individuals as it is paramount to determine how long the public
health measures needs to be in place and whether or not a
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FIGURE 3 | Factors associated with decay of anti-SARS-CoV-2 S1 IgG. (A) Anti-SARS-CoV-2 S1 IgG decay cohort design. (B) Spearman correlation between the
levels of anti-SARS-CoV-2 S1 IgG with the time elapsed since exposure to infection/vaccine administration. (C) Binary regression models assessing the association
between age (>60 years) and time elapsed since vaccination with breakthrough infection and hospitalization. Odds ratios were displayed in a forest plot; median and

95% Cl were calculated. Cl, confidence interval; month define as 30 days. *, **, ***, *** represent P < 0.05, <0.01, <0.001, <0.0001, respectively.

community required a booster dose (18). Immunity against
viruses works primarily by inhibiting the infection phenomenon
either by humoral (e.g., neutralizing antibodies) or by killing
the infected cells via cell-mediated immune responses. While
a vaccine works by generating immune memory in the form
of memory B-cells and T-cells that permits a more rapid and
intensified immune response against secondary infection; most
vaccines are not completely designed to prevent exposure or
transmission of an airborne pathogen such as SARS-CoV-2.
Hence, acquisition of a breakthrough infection is determined
by whether the vaccinated individual at the time of exposure
has adequate levels of protective immunity to prevent the

establishment of an infection (18). Many factors are known to
influence immune surveillance including the age of the host,
the dynamics of antibody responses (19), type/nature of vaccine
used (4), interval between the vaccine doses (20, 21), underlying
comorbid conditions and other health issues (viz., neoplasms and
immunocompromised state) (22).

Several studies on the dynamics of anti-SARS-CoV-2 IgG
levels post-vaccination and after recovering from a natural SARS-
CoV-2 infection have revealed that the antibody levels induced by
vaccines generally undergo rapid decay (over the months). One
study reported that individuals who received a AZD1222 vaccine
had a substantial decline in antibody levels after 6 months and
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TABLE 3 | Factors associated with decay of anti-SARS-CoV-2 S1 1gG levels.

Characteristics

Level of IgG, Coeff. (95% CI); P value

Natural infection

AZD1222f

BBV152¢

Age, years

Age (60), >60 years
Gender, male
Comorbidities

0.4 (—0.05 -0.85) P = 0.097
14.5 (—7.22 -36.15) P = 0.391
—5.3(~18.8-8.65) P = 0.0470

6.98 (—12.57 - 26.53) P = 0.483

0.105 (~0.3 —0.61) P = 0.679
14.44 (—8.14-37.02) P = 0.209
0.52 (~15.06-16.1) P = 0.948
20.47 (~1.77 - 42.7) P = 0.71

0.422 (—0.32-1.16) P = 0.264
—8.18 (—45.9-29.65) P = 0.670
—4.51 (—27.25-18.23) P = 0.696
—3.59 (—85.562-28.24) P = 0.825

Time elapsed since vaccination,
month

Time since natural infection, month
Adjusted model

Time elapsed since vaccination,
month

Age (60), > 60 years old

Time elapsed since natural
infection, month

Age (60), > 60 years old

~4.7 (9.3 to —0.35) P = 0.034*

—5.22 (9.6 to —0.85) P = 0.019*

20.7 (3.64-44.89) P = 0.195

-5.31(-9.17 to —1.44) P = 0.007** —4.1(=12.74 -5.54) P = 0.351

—6(~9.88 to —2.1) P = 0.003** ~3.86 (~12.8-5.1) P = 0.576

—23.32 (—46.69 to —0.05) P = 0.047* 4.68 (~38.2 —47.62) P = 0.83

+

Factors associated with decay of anti-SARS-CoV-2 S1 IgG levels over time among study participants who experienced a natural infection vs. vaccination with the commercial AZD1222
and BBV152%. Since circulating IgG levels will decay gradually over time following a natural infection and/or vaccination, the levels of the antibodies were analyzed by using a linear
regression model controlling for the days since participants become exposed to a natural infection or has completed the second dose of vaccination. Coeff., coefficient; Cl, confident
interval; month, define as 30 days. *, **, ***, ****, represent P-value <0.05, <0.01, <0.001, <0.0001, respectively. The Hosmer-Lemeshow value for this model was P = 0.534.

Included only age (60 years) in the adjusted model but not comorbidity. This is because old age and comorbidity are highly associated. TAZD1222 contains a replication-deficient
chimpanzee adenovirus, which has a genetic material similar to that of SARS-CoV-2. ¥BBV152 is a whole-virion inactivated vaccine.

Bold indicates significance.

that the decline was significantly associated with development
of a breakthrough infection (23). Similarly, although individuals
who received the BNT162b2 mRNA vaccine had high antibody
titers compared to those who had survived a natural infection,
the antibody titers experienced a rapid decay by up to 40%
for every subsequent month; whereas the decrease of antibody
levels was only <5% per month among convalescing individuals
(24). This is consistent with our observation that individuals
administered with AZD1222 experienced a more rapid attrition
in IgG antibody levels.

B-cells that encounter their cognate antigens during an
infection upon activation migrate to the center of the B-cell
follicle, where they form germinal centers (GCs) (25, 26).
Within the GCs, B-cells compete for a limited amount of T-
cell-derived signals, such as cytokines and CD40 ligand that
promote further maturation and differentiation into memory B-
cells or plasmablasts (27, 28). Some of these plasmablasts will
mature in the secondary lymphoid tissue itself into antibody-
secreting plasma cells with short life spans; the other plasmablasts
may enter into the circulation together with memory B-cells,
home to bone marrow and other mucosal tissues, where they
mature into long-lived plasma cells or memory B-cell that reside
in these tissues to secrete antibodies for prolonged periods
(25, 29, 30). Although both infection and vaccination can
induce memory B-cells and plasmablasts that participate in
humoral immune response, due to subtle differences in the
nature of antigen stimulation, the memory B-cells generated in
each case may be different. One study compared the memory
B-cells induced following inoculation of a BNT162b2 mRNA
vaccine and recovery from a natural infection and found that

the mRNA vaccine induced robust plasmablast responses as
compared to a natural infection that more prone to memory
B-cells, thereby generating more plasma cells as well as better
antigen-binding maturation (31). Another study compared the
immune responses generated by both mRNA-based vaccine
and the inactivated whole-virion vaccine and reported that
the mRNA-based vaccine induced stronger humoral immune
responses than the inactivated whole-virion vaccine (32). Further,
the inactivated whole-virion vaccine induced significantly higher
levels of IFN-y response in CD4" and CD8™ T cells as compared
to that by the mRNA-based vaccine (32). Because T cell-derived
signals (e.g., cytokines, ligands) are pivotal in promoting B
cell maturation in germinal centers (27, 28), the inactivated
whole-virion vaccine likely induced long-lived plasma cells and
memory B cells.

Of note, there appears to be a fundamental difference between
the adenovirus-based vaccine (AZD1222) and the mRNA-based
subunit vaccine. Since adenovirus-based vaccine presents as a
whole virus, it likely induces B-cell maturation much similar
to inactivated SARS-CoV-2, and hence be able to generate
long-lasting antibody responses. However, because this is an
adenovirus-based vaccine and given that adenovirus is common
in the population, the presence of anti-adenovirus neutralizing
antibodies and anti-adenovirus specific T-cell response can
prevent the vector from transducing the target cells, thereby
limiting the efficacy of the vaccine (33). In fact, this likely
could be a universal concern with all vaccines because of the
presence of T and B cross-reactive memory responses to seasonal
coronaviruses. Hence, it is difficult for a subunit vaccine that
uses spike protein alone without adjuvants to induce long-lived
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plasma cells (34). These warrants improved vaccine formulations
with suitable adjuvants to enhance antigenic stimulation.

Our study has also highlighted that the elderly age group (>60
years) and those with underlying comorbid conditions are at risk
for acquisition of a breakthrough infection and hospitalization.
Further, we have also reported that individuals administered with
the AZD1222 also appear to undergo an accelerated decline in
the levels of anti-SARS-CoV-2 S1 IgG. This likely could stem
from an ongoing aging phenomenon involving the immune
system known as immunosenescence (immune aging), where
the generation of new T-cells appears to undergo progressive
decline owing to thymic atrophy. The attrition is compensated
for by the homeostatic proliferation of mature T-cells in the
periphery. Eventually, the continually replicating mature T-cells
undergo exhaustion due to telomere shortening (35) resulting in
the expansion of senescent T-cell phenotypes indicated by the
loss of co-stimulatory receptors (e.g. CD28, CD69) (36, 37), and
de novo expression of co-inhibitory molecules such as killer-like
immunoglobulin receptors (KIR) and PD-1 (35, 37). Our findings
also reflect that the elderly with underlying comorbid conditions
represent a high-risk population that requires additional medical
attention, and specific measures to boost anti-SARS-CoV-2
immune responses (such as administering a second booster dose
of the vaccines) in these groups are urgently warranted.

The limitation of this study is that we have not taken into
account, the genetic variants of SARS-CoV-2 (38-41), especially
the Delta and Omicron variants that have led to increased
viral loads and high transmissibility. Notwithstanding, our
study has provided a detailed information via a relatively large
cohort involving both vaccinated and convalescent individuals
recovering from SARS-CoV-2 infection. Our results indicate
that the declining slope of anti-SARS-CoV-2 S1 IgG levels
in AZD1222-vaccinated individuals is much steeper than in

convalescent individuals and those who had received the
BBV152 vaccine in Chennai, India. We have also provided an

REFERENCES

1. Wang C, Horby PW, Hayden FG, Gao GE A. novel coronavirus
outbreak of global health concern. Lancet. (2020) 395:470-
3. doi: 10.1016/S0140-6736(20)30185-9

2. Shankar EM, Che KE Yong YK, Girija ASS, Velu V, Ansari AW, et al.
Asymptomatic SARS-CoV-2 infection: is it all about being refractile to innate
immune sensing of viral spare-parts?-Clues from exotic animal reservoirs.
Pathog Dis. (2021) 79:ftaa076. doi: 10.1093/femspd/ftaa076

3. Addetia A, Crawford KHD, Dingens A, Zhu H, Roychoudhury P, Huang ML,
et al. Neutralizing antibodies correlate with protection from SARS-CoV-2
in humans during a fishery vessel outbreak with a high attack rate. J Clin
Microbiol. (2020) 58:€02107-20. doi: 10.1128/JCM.02107-20

4. Khoury DS, Cromer D, Reynaldi A, Schlub TE, Wheatley AK, Juno
JA, et al. Neutralizing antibody levels are highly predictive of immune
protection from symptomatic SARS-CoV-2 infection. Nat Med. (2021)
27:1205-11. doi: 10.1038/s41591-021-01377-8

5. Huang AT, Garcia-Carreras B, Hitchings MDT, Yang B, Katzelnick LC,
Rattigan SM, et al. A systematic review of antibody mediated immunity to
coronaviruses: kinetics, correlates of protection, and association with severity.
Nat Commun. (2020) 11:4704. doi: 10.1038/s41467-020-18450-4

6. Le Bert N, Tan AT, Kunasegaran K, Tham CYL, Hafezi M,
Chia A, et al. SARS-CoV-2-specific T-cell immunity in cases of

estimation of the rate of IgG decline as well as corresponding
development of breakthrough infection and hospitalization risks
by taking age, underlying comorbid conditions and time-scales
into account. Given the expanding quantum of therapeutics
against COVID-19, incapacitating the pandemic successfully
is equally reliant on active public cooperation (42), which is
of paramount importance to development of herd immunity
against SARS-CoV-2.

DATA AVAILABILITY STATEMENT

The original contributions presented in the study are included
in the article/supplementary material, further inquiries can be
directed to the corresponding author.

ETHICS STATEMENT

The studies involving human participants were reviewed and
approved by Human Ethics Committee of the Madras Medical
College (EC No. 03092021). The patients/participants provided
their written informed consent to participate in this study.

AUTHOR CONTRIBUTIONS

The study was designed by SS, YY, GS, KN, SR, and ES. SS,
GS, and KN provided regulatory oversight. SS and KN provided
project management. SS, GS, KN, MR, and SR collected study
data and oversaw participant visits. Participant data analysis
and interpretation were done by YY, HT, YZ, ES, SR, and ML.
Patient data collected and analyzed by SS, KN, GS, KV, PJ, DR,
SP, SR, YY, HT, YZ, ES, SR, and ML and was interpreted by
SS, KN, SR, YY, ML, and ES. SS, YY, HT, KN, GS, and ES
wrote the manuscript. Data were accessed and verified by SS, GS,
and SR. All authors contributed to the article and approved the
submitted version.

COVID-19 and SARS, and uninfected controls. Nature.
584:457-62. doi: 10.1038/s41586-020-2550-z

7. Ibarrondo FJ, Fulcher JA, Goodman-Meza D, Elliott ], Hofmann C, Hausner
MA, et al. Rapid decay of anti-SARS-CoV-2 antibodies in persons with
mild COVID-19. N Engl ] Med. (2020) 383:1085-7. doi: 10.1056/NEJMc
2025179

8. Perreault J, Tremblay T, Fournier MJ, Drouin M, Beaudoin-Bussiéres
G, Prévost J, et al. Waning of SARS-CoV-2 RBD antibodies in
longitudinal ~convalescent plasma samples within 4 months after
symptom onset. Blood. (2020) 136:2588-91. doi: 10.1182/blood.20200
08367

9. Levin EG, Lustig Y, Cohen C, Fluss R, Indenbaum V, Amit S, et
al. Waning immune humoral response to BNT162b2 Covid-19 vaccine
over 6 months. N Engl ] Med. (2021) 385:e84. doi: 10.1056/NEJMoa21
14583

10. Brisotto G, Muraro E, Montico M, Corso C, Evangelista C, Casarotto M,
et al. IgG antibodies against SARS-CoV-2 decay but persist 4 months after
vaccination in a cohort of healthcare workers. Clin Chim Acta. (2021)
523:476-82. doi: 10.1016/j.cca.2021.10.035

11. Doria-Rose N, Suthar MS, Makowski M, O’Connell S, McDermott AB,
Flach B, et al. Antibody persistence through 6 months after the second
dose of mRNA-1273 vaccine for Covid-19. N Engl ] Med. (2021) 384:2259-
61. doi: 10.1056/NEJMc2103916

(2020)

Frontiers in Medicine | www.frontiersin.org

June 2022 | Volume 9 | Article 887974


https://doi.org/10.1016/S0140-6736(20)30185-9
https://doi.org/10.1093/femspd/ftaa076
https://doi.org/10.1128/JCM.02107-20
https://doi.org/10.1038/s41591-021-01377-8
https://doi.org/10.1038/s41467-020-18450-4
https://doi.org/10.1038/s41586-020-2550-z
https://doi.org/10.1056/NEJMc2025179
https://doi.org/10.1182/blood.2020008367
https://doi.org/10.1056/NEJMoa2114583
https://doi.org/10.1016/j.cca.2021.10.035
https://doi.org/10.1056/NEJMc2103916
https://www.frontiersin.org/journals/medicine
https://www.frontiersin.org
https://www.frontiersin.org/journals/medicine#articles

Selvavinayagam et al.

Decay of Vaccine-Induced Anti-SARS-CoV-2 Antibodies

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

Emmenegger M, Cecco ED, Lamparter D, Jacquat RPB, Ebner D,
Schneider MM, et al. Early peak and rapid decline of SARS-CoV-2
seroprevalence in a Swiss metropolitan region. bioRxiv [Preprint]. (2020).
doi: 10.1101/2020.05.31.20118554

Govender M, Hopkins FR, Géransson R, Svanberg C, Shankar EM, Hjorth
M, et al. Long-term T-cell perturbations and waning antibody levels in
individuals needing hospitalization for COVID-19. medRxiv [Preprint].
(2022). doi: 10.1101/2022.03.17.484640

Gudbjartsson DE, Norddahl GL, Melsted P, Gunnarsdottir K, Holm H,
Eythorsson E, et al. Humoral immune response to SARS-CoV-2 in Iceland.
N Engl ] Med. (2020) 383:1724-34. doi: 10.1056/NEJM0a2026116

Ripperger TJ, Uhrlaub JL, Watanabe M, Wong R, Castaneda Y, Pizzato HA,
et al. Orthogonal SARS-CoV-2 serological assays enable surveillance of low-
prevalence communities and reveal durable humoral immunity. Immunity.
(2020) 53:925-33. doi: 10.1016/j.immuni.2020.10.004

Yao L, Wang GL, Shen Y, Wang ZY, Zhan BD, Duan LJ, et al. Persistence
of antibody and cellular immune responses in coronavirus disease 2019
patients over nine months after infection. J Infect Dis. (2021) 224:586-
94. doi: 10.1093/infdis/jiab255

Press Information Bureau, G.o.I, Ministry of Health and Family Welfare.
Press Statement by the Drugs Controller General of India (DCGI) on Restricted
Emergency approval of COVID-19 virus vaccine (2021). Available online at:
https://pib.gov.in/Pressreleaseshare.aspx?PRID=1685761. [cited 2022, 20 Jan]
Lipsitch M, Krammer F, Regev-Yochay G, Lustig Y, Balicer RD. SARS-CoV-2
breakthrough infections in vaccinated individuals: measurement, causes and
impact. Nat Rev Immunol. (2022) 22:57-65. doi: 10.1038/s41577-021-00662-4
Pang NY, Pang AS, Chow VT, Wang DY. Understanding neutralising
antibodies against SARS-CoV-2 and their implications in clinical practice. Mil
Med Res. (2021) 8:47. doi: 10.1186/s40779-021-00342-3

Tauzin A, Gong SY, Beaudoin-Bussiéres G, Vézina D, Gasser R, Nault L,
et al. Strong humoral immune responses against SARS-CoV-2 spike after
BNT162b2 mRNA vaccination with a 16-week interval between doses. Cell
Host Microbe. (2022) 30:97-109 e5. doi: 10.1016/j.chom.2021.12.004

Hall VG, Ferreira VH, Wood H, Ierullo M, Majchrzak-Kita B, Manguiat K,
et al. Delayed-interval BNT162b2 mRNA COVID-19 vaccination enhances
humoral immunity and induces robust T cell responses. Nat Immunol. (2022)
23:380-5. doi: 10.1038/541590-021-01126-6

Negahdaripour M, Shafiekhani M, Moezzi SMI, Amiri S, Rasekh
S, Bagheri A, et al. Administration of COVID-19 vaccines in
immunocompromised  patients.  Int  Immunopharmacol.  (2021)
99:108021. doi: 10.1016/j.intimp.2021.108021

Mishra SK, Pradhan SK, Pai S, Sahu S, Nanda RK. Waning
of anti-spike AZDI1222 (ChAdOx1)
healthcare providers: a prospective longitudinal study. Cureus. (2021)
13:e19879. doi: 10.7759/cureus.19879

Israel A, Shenhar Y, Green I, Merzon E, Golan-Cohen A, Schiffer AA,
et al. Large-scale study of antibody titer decay following BNT162b2
mRNA vaccine or SARS-CoV-2 infection. Vaccines (Basel). (2021)
10:64. doi: 10.3390/vaccines10010064

Stebegg M, Kumar SD, Silva-Cayetano A, Fonseca VR, Linterman MA,
Graca L. Regulation of the germinal center response. Front Immunol. (2018)
9:2469. doi: 10.3389/fimmu.2018.02469

Cyster JG, Allen CDC, B. cell responses: cell interaction dynamics and
decisions. Cell. (2019) 177:524-40. doi: 10.1016/j.cell.2019.03.016

Allen CD, Okada T, Cyster JG. Germinal-center organization and cellular
dynamics. Immunity. (2007) 27:190-202. doi: 10.1016/j.immuni.2007.07.009
Kriutler NJ, Suan D, Butt D, Bourne K, Hermes JR, Chan TD, et al.
Differentiation of germinal center B cells into plasma cells is initiated by
high-affinity antigen and completed by Tfh cells. ] Exp Med. (2017) 214:1259-
67. doi: 10.1084/jem.20161533

Turner JS, Kim W, Kalaidina E, Goss CW, Rauseo AM, Schmitz AJ, et
al. SARS-CoV-2 infection induces long-lived bone marrow plasma cells in
humans. Nature. (2021) 595:421-5. doi: 10.1038/s41586-021-03647-4

antibodies  in vaccinated

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

Laidlaw BJ, Ellebedy AH. The germinal centre B-cell response to SARS-CoV-2.
Nat Rev Immunol. (2022) 22:7-18. doi: 10.1038/s41577-021-00657-1

Pape KA, Dileepan T, Kabage AJ, Kozysa D, Batres R, Evert C, et al. High-
affinity memory B-cells induced by SARS-CoV-2 infection produce more
plasmablasts and atypical memory B cells than those primed by mRNA
vaccines. Cell Rep. (2021) 37:109823. doi: 10.1016/j.celrep.2021.109823

Mok CKP, Cohen CA, Cheng SMS, Chen C, Kwok KO, Yiu
K, et al. Comparison of the immunogenicity of BNT162b2 and
CoronaVac COVID-19 vaccines in Hong Kong. Respirology. (2021)
27:301-10. doi: 10.1111/resp.14191

Mendonga SA, Lorincz R, Boucher P, Curiel DT. Adenoviral vector
vaccine platforms in the SARS-CoV-2 pandemic. NPJ Vaccines. (2021)
6:97. doi: 10.1038/s41541-021-00356-x

Giannotta G, Giannotta N. mRNA COVID-19 vaccines and long-
lived plasma cells: a complicated relationship. Vaccines. (2021)
9:1503. doi: 10.3390/vaccines9121503

Lord JM. The effect of ageing of the immune system on vaccination responses.
Hum Vaccin Immunother. (2013) 9:1364-7. doi: 10.4161/hv.24696

Yong YK, Tan HY, Saeidi A, Rosmawati M, Atiya N, Ansari AW,
et al. Decrease of CD69 levels on TCR Valpha7.2(4+)CD4(+) innate-
like lymphocytes is associated with impaired cytotoxic functions in
chronic hepatitis B virus-infected patients. Innate Immun. (2017) 23:459-
67. doi: 10.1177/1753425917714854

Rodriguez IJ, Lalinde Ruiz N, Llano Leén M, Martinez Enriquez L,
Montilla Velasquez MDP, Ortiz Aguirre JP, et al. Immunosenescence
study of T-cells: a systematic review. Front Immunol. (2020)
11:604591. doi: 10.3389/fimmu.2020.604591

Planas D, Bruel T, Grzelak L, Guivel-Benhassine E, Staropoli I, Porrot F. et al.
Sensitivity of infectious SARS-CoV-2 B117 and B1351 variants to neutralizing
antibodies. Nat Med. (2021) 27:917-24. doi: 10.1038/s41591-021-01318-5
Edara VV, Norwood C, Floyd K, Lai L, Davis-Gardner ME, Hudson WH,
et al,, Infection- and vaccine-induced antibody binding and neutralization
of the B.1.351 SARS-CoV-2 variant. Cell Host Microbe. (2021) 29:516-21
e3. doi: 10.1016/j.chom.2021.03.009

Shen X, Tang H, Pajon R, Smith G, Glenn GM, Shi W, et al. Neutralization
of SARS-CoV-2 variants B.1.429 and B.1.351. N Engl ] Med. (2021) 384:2352—
4. doi: 10.1056/NEJMc2103740

Wu K, Werner AP, Koch M, Choi A, Narayanan E, Stewart-Jones GBE, et al.
Serum neutralizing activity elicited by mRNA-1273 vaccine. N Engl ] Med.
(2021) 384:1468-70. doi: 10.1056/NEJMc2102179

Vignesh R, Shankar EM, Velu V, Thyagarajan SP. Is herd immunity
against SARS-CoV-2a silver lining? Front Immunol. (2020) 11:586781.
doi: 10.3389/fimmu.2020.586781

Conflict of Interest: The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could be construed as a
potential conflict of interest.

Publisher’s Note: All claims expressed in this article are solely those of the authors

and do not necessarily represent those of their affiliated organizations, or those of

the publisher, the editors and the reviewers. Any product that may be evaluated in

this article, or claim that may be made by its manufacturer, is not guaranteed or
endorsed by the publisher.

Copyright © 2022 Selvavinayagam, Yong, Tan, Zhang, Subramanian, Rajeshkumar,
Vasudevan, Jayapal, Narayanasamy, Ramesh, Palani, Larsson, Shankar and Raju.
This is an open-access article distributed under the terms of the Creative Commons
Attribution License (CC BY). The use, distribution or reproduction in other forums
is permitted, provided the original author(s) and the copyright owner(s) are credited
and that the original publication in this journal is cited, in accordance with accepted
academic practice. No use, distribution or reproduction is permitted which does not
comply with these terms.

Frontiers in Medicine | www.frontiersin.org

June 2022 | Volume 9 | Article 887974


https://doi.org/10.1101/2020.05.31.20118554
https://doi.org/10.1101/2022.03.17.484640
https://doi.org/10.1056/NEJMoa2026116
https://doi.org/10.1016/j.immuni.2020.10.004
https://doi.org/10.1093/infdis/jiab255
https://pib.gov.in/Pressreleaseshare.aspx?PRID=1685761
https://doi.org/10.1038/s41577-021-00662-4
https://doi.org/10.1186/s40779-021-00342-3
https://doi.org/10.1016/j.chom.2021.12.004
https://doi.org/10.1038/s41590-021-01126-6
https://doi.org/10.1016/j.intimp.2021.108021
https://doi.org/10.7759/cureus.19879
https://doi.org/10.3390/vaccines10010064
https://doi.org/10.3389/fimmu.2018.02469
https://doi.org/10.1016/j.cell.2019.03.016
https://doi.org/10.1016/j.immuni.2007.07.009
https://doi.org/10.1084/jem.20161533
https://doi.org/10.1038/s41586-021-03647-4
https://doi.org/10.1038/s41577-021-00657-1
https://doi.org/10.1016/j.celrep.2021.109823
https://doi.org/10.1111/resp.14191
https://doi.org/10.1038/s41541-021-00356-x
https://doi.org/10.3390/vaccines9121503
https://doi.org/10.4161/hv.24696
https://doi.org/10.1177/1753425917714854
https://doi.org/10.3389/fimmu.2020.604591
https://doi.org/10.1038/s41591-021-01318-5
https://doi.org/10.1016/j.chom.2021.03.009
https://doi.org/10.1056/NEJMc2103740
https://doi.org/10.1056/NEJMc2102179
https://doi.org/10.3389/fimmu.2020.586781
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/medicine
https://www.frontiersin.org
https://www.frontiersin.org/journals/medicine#articles

	Factors Associated With the Decay of Anti-SARS-CoV-2 S1 IgG Antibodies Among Recipients of an Adenoviral Vector-Based AZD1222 and a Whole-Virion Inactivated BBV152 Vaccine
	Background
	Materials and Methods
	Study Population
	Diagnosis of COVID-19 and Breakthrough SARS-CoV-2 Infection
	Anti-SARS-CoV-2 S1 IgG Chemiluminescent Assay
	Statistical Analyses

	Results
	Demographics and Cohort Characteristics
	Factors Predisposing the Development of a Breakthrough Infection
	Factors Associated With the Decay of Anti-SARS-CoV-2 S1 IgG

	Discussion
	Data Availability Statement
	Ethics Statement
	Author Contributions
	References


