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ABSTRACT Severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) antibodies
are an excellent indicator of past COVID-19 infection. As the COVID-19 pandemic pro-
gresses, retained sensitivity over time is an important quality in an antibody assay that is
to be used for the purpose of population seroprevalence studies. We compared 5,788
health care worker (HCW) serum samples by using two serological assays (Abbott SARS-
CoV-2 anti-nucleocapsid immunoglobulin G (IgG) and Roche anti-SARS-CoV-2 anti-nucleo-
capsid total antibody) and a subset of samples (all Abbott assay positive or grayzone,
n = 485) on Wantai SARS-CoV-2 anti-spike antibody enzyme-linked immunosorbent assay
(ELISA). For 367 samples from HCW with a previous PCR-confirmed SARS-CoV-2 infection,
we correlated the timing of infection with assay results. Overall, seroprevalence was 4.2%
on Abbott and 9.5% on Roche. Of those with previously confirmed infection, 41% (150/
367) and 95% (348/367) tested positive on Abbott and Roche, respectively. At 21 weeks
(150 days) after confirmed infection, positivity on Abbott started to decline. Roche posi-
tivity was retained for the entire study period (33 weeks). Factors associated (P # 0.050)
with Abbott seronegativity in those with previous PCR-confirmed infection included sex
(odds ratio [OR], 0.30 male ; 95% confidence interval [CI], 0.15 to 0.60), symptom severity
(OR 0.19 severe symptoms; 95% CI, 0.05 to 0.61), ethnicity (OR, 0.28 Asian ethnicity; 95%
CI, 0.12 to 0.60), and time since PCR diagnosis (OR, 2.06 for infection 6 months previ-
ously; 95% CI, 1.01 to 4.30). Wantai detected all previously confirmed infections. In our
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population, Roche detected antibodies up to at least 7 months after natural infection
with SARS-CoV-2. This finding indicates that the Roche total antibody assay is better
suited than Abbott IgG assay to population-based studies. Wantai demonstrated high
sensitivity, but sample selection was biased. The relationship between serological
response and functional immunity to SARS-CoV-2 infection needs to be delineated.

IMPORTANCE As the COVID-19 pandemic progresses, retained sensitivity over time is
an important quality in an antibody assay that is to be used for the purpose of pop-
ulation seroprevalence studies. There is a relative paucity of published literature in
this field to help guide public health specialists when planning seroprevalence stud-
ies. In this study, we compared results of 5,788 health care worker blood samples
tested by using two assays (Roche and Elecsys, anti-nucleocapsid antibody) and by
testing a subset on a third assay (Wantai enzyme-linked immunosorbent assay
[ELISA] anti-spike antibody). We found significant differences in the performance of
these assays, especially with distance in time from PCR-confirmed COVID-19 infec-
tion, and we feel these results may significantly impact the choice of assay for others
conducting similar studies.

KEYWORDS Abbott Architect SARS-CoV-2 IgG, COVID-19 serological assays, Roche
Elecsys SARS-CoV-2 panantibody, SARS-CoV-2 serological assay, SARS-CoV-2
seroprevalence, antibody assays SARS-CoV-2

Serological assays for the detection of severe acute respiratory syndrome coronavi-
rus 2 (SARS-CoV-2) antibodies have a significant role to play in the response to the

COVID-19 pandemic. The detection of antibodies to SARS-CoV-2 is an excellent indica-
tor of past SARS-CoV-2 infection (1) and therefore helps determine the proportion of a
population that has been previously exposed or infected. Population seroprevalence
studies can help account for asymptomatic cases and symptomatic individuals who
may not present to health services for testing. As mass COVID-19 vaccination programs
are rolled out globally, serological assays may have a role in assessing host vaccine
response and predicting vaccine effectiveness (2). They may also potentially be used to
inform individual risk of disease (3) with emerging evidence of up to 6 months of im-
munity after natural infection (4), although further research in this area of postinfection
immunity is required.

Many studies have examined the timing of antibody (Ab) production and sensitivity
of commercially available antibody assays in the early stages of infection with SARS-
CoV-2 (5) (5). Few studies have evaluated and compared the longevity of assay sensitiv-
ity after PCR-confirmed infection for different assays on the same health care worker
(HCW) population. As the pandemic progresses, retained sensitivity over time is an im-
portant quality in an antibody assay that is to be used for the purpose of population
seroprevalence studies. A decline in SARS-CoV-2 antibody response to natural infection
over time has been described (6, 7), and different antibodies may wane at different
rates. Other studies have shown sustained antibody detection for up to 100 to
125 days (8, 9). Understanding the duration of antibody response over time is key to
understanding the accuracy of epidemiological studies and informing public health
pandemic response measures. The extent and duration of immunity and its relation-
ship to antibody positivity are not yet fully understood; however, the use of serology
at an individual level for the purpose of estimating immunity also requires detailed
understanding of the timing and waning of antibody response in relation to PCR posi-
tivity. A UK study comparing five widely available commercial assays (including the
Abbott Architect immunoglobulin G (IgG) assay and Roche Elecsys anti-SARS-CoV-2
assay) found them all to have a sensitivity and specificity of at least 98% at 30 days af-
ter symptom onset (10). Regarding the longevity of the antibody response, there are
few published data, and results differ; a study comparing four different serological
assays showed a decline in the performance of the Abbott assay after 60 days and a
further decline after 80 days (11), whereas another study of the same assay showed a
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mean of 137 days to loss of positive antibody (12). A study comparing the same assays
as our study highlighted better performance of the Roche assay over the Abbott assay,
although numbers were small (13). Further data comparing antibody assays for the
detection of antibodies to SARS-CoV-2 are needed to guide the most appropriate use
of certain commercially available assays in any given situation.

The primary purpose of the data collected was to estimate the seroprevalence of
past SARS-CoV-2 infection in our HCW population; that analysis was carried separately
as part of the PRECISE Study on Prevalence of Antibodies to SARS-CoV-2 in Irish
Healthcare Workers (14). The data presented here are a secondary analysis as part of
the PRECISE study, with the aim of comparing the prevalence of anti-SARS-CoV-2 anti-
bodies in the same HCW population in two different assays targeting the anti-nucleo-
capsid protein, namely, Abbott Architect SARS-CoV-2 IgG assay and Roche Elecsys anti-
SARS-CoV-2 immunoassay (15–17). We aimed to also compare antibody prevalence for
a subset of samples on an assay targeting the anti-spike protein, namely, the Wantai
SARS-CoV-2 antibody ELISA.

RESULTS

COVID-19 serology test results were available for 5,788 participating HCWs (compris-
ing 64% of all staff in 2 Irish tertiary referral hospitals). The majority of participants were
female (77%); the median age was 39 years (interquartile range [IQR], 30 to 49). The char-
acteristics of participants tested by serology assay are shown in Appendix 1A and 1B.

SARS-CoV-2 seropositivity in relation to assay type: Abbott SARS-CoV-2 and
Roche Anti-SARS-CoV-2. All 5,788 participants were tested using the Abbott SARS-
CoV-2 IgG assay and 99.9% (n = 5,787) were tested using the Roche Anti-SARS-CoV-2
assay. A considerably lower proportion of participants had a positive antibody result
on the Abbott assay (4.2%) than the proportion that had a positive antibody result on
the Roche assay (9.5%) (Appendix 2A).

Assay concordance was moderate (k, 0.53; 95% confidence interval [CI], 0.48 to
0.57) (Table 1). McNemar’s test for the difference in proportions indicated a systematic
difference in the proportion of positive results between the two assays (P , 0.001).
Twenty-four participants tested positive on Abbott but negative on Roche. Of the 24
participants, 3 also tested positive on the Wantai assay, suggesting possible false-nega-
tive results on Roche for these 3 participants. Of the remaining 21 participants, all
tested negative on Wantai; none had a prior PCR-confirmed SARS-CoV-2 infection. An
analysis was carried out in order to explore the association between participant charac-
teristics and discordant results between the Abbott and Roche assays, and there was
no significant association observed (data not presented here).

Abbott SARS-CoV-2 “Grayzone” results. Four percentage of participants (n = 221/
5,787) had results in the Abbott SARS-CoV-2 IgG grayzone. Of those participants, 67%
(n = 149/221) tested positive on the Roche assay. Among all of those with grayzone
results, 42% (n = 93/221) were previously diagnosed with COVID-19 (SARS-CoV-2 posi-
tive by PCR). There were no participant characteristics that were significantly associ-
ated with having a result in the Abbott grayzone. In order to explore whether the nu-
merical value within the grayzone sample to calibrator (S/C) index range could be used
to assist in the interpretation of the grayzone, arbitrary cutoffs (low, medium, and

TABLE 1 Distribution of positive and negative results by serology assay

Roche anti-SARS-
CoV-2 result

Abbott SARS-CoV-2 IgG (n)

Percentage
agreement

ka Statistic
(95% CI)

Positive
result

Negative or
grayzone
result Total

Positive 218 329 547 93.9 0.53 (0.48–0.57)
Negative 24 5,216 5,240
Total 242 5545 5,787
ak , Cohen’s kappa.

Comparison of SARS-CoV-2 Antibody Assays
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high) were applied, and they were compared to the interpreted results on the Roche
assay. There was no correlation observed, as a similar proportion of results within each
of the arbitrary cutoffs was positive on the Roche assay (Appendix 2B).

SARS-CoV-2 seropositivity in relation to assay type: Roche Anti-SARS-CoV-2
and Wantai SARS-CoV-2 Ab ELISA. In total, 8.4% (n = 485/5,788) of participants were
tested using the Wantai assay (of whom all were also tested using the Roche assay).
Among these 485 participants, assay concordance was almost perfect (k, 0.93; 95% CI,
0.88 to 0.97) (Table 2). There was no evidence of differences in the proportion of posi-
tive results between the two assays (P = 0.131).

SARS-CoV-2 seropositivity over time (previously PCR-positive participants). A
total of 367 participants were previously diagnosed COVID-19 positive by PCR. Among
those participants, 41% (150/367) (95% CI, 35 to 46) tested positive on Abbott and 95%
(348/367) (95% CI, 92 to 96) tested positive on Roche. There were 93 participants who
were previously PCR positive who had a result in the Abbott grayzone. If the Abbott
grayzone was included in positive results, Abbott positivity would increase to 66%
(243/367). Of those participants diagnosed previously as COVID-19 positive by PCR,
71% (n = 259/367) were tested on Wantai, and all 259 had a positive result on the
Wantai assay. Results for the Wantai assay are excluded from this section, as not all
samples were tested on this platform.

The self-reported date of a previous positive PCR test was available for 365 (99%)
participants. The interval between date of previous positive PCR test and date of serol-
ogy test ranged from 12 to 231 days (2 to 33 weeks; 0 to 7 months). Serology test
results by the number of weeks since a positive PCR test (including the breakdown for
those who were symptomatic at the time of PCR testing) are shown in Table 3 and vis-
ually represented (by number of days) in Fig. 1 (visual representation excludes partici-
pants with grayzone results). We saw a decline in antibody positivity on the Abbott
assay from week 21 (day 150) onward. The percent positivity by the number of months
since a PCR test, including 95% CIs, is visually represented in Appendix 3A and 3B and
shows a decline in antibody positivity on the Abbott assay in month 4.

The most common interval between positive PCR test and serology testing was 6
months (61%; n = 222). There were 210 participants who had a 6-month PCR-to-serol-
ogy testing interval and who were symptomatic at the time of their PCR test; among
them, positivity was 35% (95% CI, 29 to 41) on Abbott (n = 73) and was 93% (95% CI,
89 to 96) on Roche (n = 196).

Seventeen participants (4.6%) with a previously PCR-confirmed infection had a neg-
ative serology test result on both the Abbott and Roche assays and also tested nega-
tive on the Wantai assay. Of these 17 participants, 1 had a recent COVID-19 infection
(24 days prior) and the remaining 16 had a distant infection ($5 months prior to serol-
ogy testing). Characteristics of the 17 participants are shown in Appendix 3C. Among
the 17 participants, a lower proportion (88%; n = 15) had symptoms at the time of their
PCR-positive test than the overall PCR-positive subgroup (98%; n = 358). A higher pro-
portion participants were of white Irish background (94% versus 65% in the overall
PCR-positive subgroup). Other characteristics did not differ considerably. An analysis
was carried out in order to explore the association between participant characteristics
and negative serology results; there was no significant association observed (data not
presented here).

TABLE 2 Distribution of positive and negative results by assay

Roche anti-SARS-
CoV-2 result

Wantai SARS-CoV-2 Ab ELISA (n)

Percentage
agreement

ka Statistic
(95% CI)

Positive
result

Negative
result Total

Positive 386 3 389 97.7 0.93 (0.88–0.97)
Negative 8 88 96
Total 394 91 485
ak , Cohen’s kappa.
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In order to explore whether the Roche quantitative cutoff index (COI) or the Abbott
S/C index was close to the positive threshold for these 17 participants, arbitrary cutoffs
(low, medium, and high negative) were applied to the results of both assays. For the
Roche assay, three participants had results that were close to the positive result thresh-
old (i.e., in the high negative range; COI, 0.6 to 0.9), six had results in the medium nega-
tive range (COI, 0.3 to 0.6), and eight had results in the low negative range (COI, 0 to
0.3). For the Abbott assay, all participants had results in either the medium negative
range (n = 3) or the low negative range (n = 14).

Abbott SARS-CoV-2 seronegativity in relation to participant characteristics.
The characteristics of participants with previous PCR-confirmed SARS-CoV-2 infection
(n = 367) and their serology test results by Abbott SARS-CoV-2 are shown in Appendix
3D and 3E. In total, 45% (n = 124) (34% including those who had grayzone results in
the total number tested) of participants with previous PCR-confirmed SARS-CoV-2
infection did not have detectable antibodies on the Abbott assay. Univariate and multi-
variable analyses were carried to out to explore the association between participant
characteristics and the negative Abbott test result. Table 4 presents the results of the
analysis. Factors associated with Abbott seronegativity in those with a previous PCR-
confirmed infection varied by sex (male adjusted odds ratio [aOR], 0.30; 95% CI, 0.15 to
0.60; P , 0.001), symptom severity (severe symptoms requiring hospitalization; aOR,
0.19; 95% CI, 0.05 to 0.61; P = 0.008), ethnicity (Asian ethnicity; aOR, 0.28; 95% CI, 0.12
to 0.60; P = 0.001), and time since PCR diagnosis (increase from 5- to 6-month interval;
aOR, 2.06; 95% CI, 1.01 to 4.30; P = 0.050).

To broaden the analysis, a multivariable logistic regression was repeated, including
participants that had grayzone results. The results of this analysis were similar to the
results of the initial analysis and are presented in Appendix 4. A separate analysis was
carried out to explore the association between participant characteristics and Abbott
grayzone results; there was no significant association observed (data not presented).

DISCUSSION
Seropositivity in relation to assay type: Abbott versus Roche—all participants.

In agreement with recently published data (11), a considerably higher proportion of
participants (more than double) had detectable antibodies on the Roche assay than on
the Abbott assay. In terms of assay performance, according to the manufacturer’s
instructions, both assays performed with high sensitivity and high specificity. Applying
the lower bounds of the confidence interval for specificity of the Abbott assay, a maxi-
mum false-negative rate of 4.2% (n = 15) could be expected; therefore, 109 out of 124
negative test results among those previously diagnosed with COVID-19 (positive by

FIG 1 Percentage of participants with detected SARS-CoV-2 antibodies by serology assay with respect to time (number of days) since a
positive PCR test, among participants who had previous PCR-confirmed COVID-19 infection and had symptoms at the time of their PCR test
(n = 340).
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TABLE 4 Factors associated with Abbott SARS-CoV-2 seronegativity, among participants with previous PCR-confirmed SARS-CoV-2 infectiona

Parameter
All participants
(n)

Negative
result (n) Negative %

Unadjusted Adjusted

OR 95% CI P valueb OR 95% CI P valueb

Total 274 124 45.3

Age group (in yrs)
18–29 79 41 51.9 *c *
30–39 79 43 54.4 1.11 0.59–2.07 0.750 0.99 0.46–2.15 0.982
40–49 59 17 28.8 0.38 0.18–0.76 0.007 0.36 0.15–0.82 0.017
50–59 45 19 42.2 0.68 0.32–1.41 0.301 0.70 0.28–1.71 0.429
601 12 4 33.3 0.46 0.12–1.60 0.238 0.25 0.05–1.04 0.065

Sex
Female 201 102 50.7 * *
Male 73 22 30.1 0.42 0.25–0.74 0.003 0.30 0.15–0.60 ,0.001

Ethnicity
Irish (white) 173 94 54.3 * *
Any other white background 35 12 34.3 0.44 0.20–0.92 0.033 0.49 0.2–1.19 0.118
Any Asian background 56 14 25.0 0.28 0.14–0.54 ,0.001 0.28 0.12–0.60 0.001
Any African/black background 7 2 28.6 0.34 0.04–1.61 0.200 0.47 0.05–3.33 0.449
Other 3 2 66.7 1.68 0.15–36.6 0.067 2.33 0.14–70.6 0.566

Close contact with a case of COVID-19d

Yes 155 65 41.9 0.71 0.44–1.15 0.178 0.63 0.34–1.16 0.137
No 117 59 50.4 * *

Main type of patient contacte

No patient contact 46 24 52.2 * *
Daily contact non-COVID-19 patients 162 74 45.7 0.77 0.39–1.49 0.437 0.79 0.34–1.80 0.577
Daily contact known or suspected
COVID-19 patients

66 26 39.4 0.60 0.27–1.27 0.182 0.83 0.32–2.14 0.694

Severity of symptomsd

No symptoms 6 3 50.0 0.82 0.15–4.61 0.816 0.86 0.12–6.29 0.876
Minor symptoms 113 62 54.9 * *
Significant symptoms 130 55 42.3 0.60 0.36–1.00 0.051 0.50 0.27–0.92 0.028
Severe symptoms (hospitalized) 23 4 17.4 0.17 0.04–0.49 0.003 0.19 0.05–0.61 0.008

HCW role
Administration 18 9 50.0 * Not included in the model
Allied health care 34 19 55.9 1.27 0.40–4.03 0.686
General support 10 5 50.0 1.00 0.21–4.81 1.00
Health care assistant 24 5 20.8 0.26 0.06–0.98 0.053
Medical/dental 62 29 46.8 0.88 0.30–2.54 0.809
Nursing/midwifery 124 55 44.4 0.80 0.29–2.17 0.653
Other 2 2 100.0 NAf NA NA

No. of mo since PCR-positive testd

Less than 1 7 1 14.3 0.25 0.01–1.57 0.21 0.11 0.01–0.83 0.061
1 8 0 0.0 NA NA NA NA NA NA
2 4 0 0.0 NA NA NA NA NA NA
3 1 0 0.0 NA NA NA NA NA NA
4 10 0 0.0 NA NA NA NA NA NA
5 57 23 40.4 * *
6 168 91 54.2 1.75 0.95–3.25 0.073 2.06 1.01–4.30 0.050
7 17 9 52.9 1.66 0.57–5.05 0.360 2.67 0.74–10.2 0.139

an = 274 participants with valid results.
bP values were calculated using the chi-square test, results for significant associations are highlighted in bold.
c*, reference category.
dExcludes 2 unknowns.
eParticipants were asked which type of patient contact describes most of their current work (excludes 5 unknowns).
fNA, insufficient number of participants in this category.
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PCR) could not be explained by expected test performance; it is possible that SARS-
CoV-2 IgG was absent among these individuals. Applying the lower bounds of the con-
fidence interval for specificity of the Roche assay, a maximum false-negative rate of
0.3% (n = 1) could be expected; therefore, 18 out of 19 negative test results among
those previously diagnosed with COVID-19 could not be explained by expected test
performance. It is possible that some of these individuals did not mount a SARS-CoV-2
antibody response to their infection; however, in the published literature, the majority
of patients have been shown to develop antibodies following natural infection (18–
20). Therefore, it is likely that the main reason for lack of antibodies in this subset of
participants was due to a waning antibody response that was not picked up on testing,
particularly on the Abbott assay. Studies have shown that anti-nucleocapsid IgG anti-
bodies may be less likely to develop than IgM antibodies; Zhao et al. showed that at
day 15 postinfection, 100% had detected total Ab, 94.3% had IgM, and only 79.8% had
IgG Ab (18). Peterson et al. and Kaufman et al. showed that IgG antibodies were not
detected for between 6.3% and 9% of people in the first 2 weeks after PCR confirma-
tion of infection (20, 21) and that this proportion rose to 14% by 99 to 121 days (22).

Lumley at al. demonstrated stable anti-spike IgG antibodies but waning anti-nucleo-
capsid IgG antibodies over time among HCWs in the United Kingdom health care serv-
ice (12), as did Pelleau et al. (23). This result may in part explain the Abbott IgG assay’s
relative performance for detecting past infection, compared with the Roche total anti-
body assay. The total antibody approach used in the Roche Elecsys system results in
improved and sustained sensitivity suitable for population seroprevalence studies.

Twenty-four participants had detectable antibodies on the Abbott assay but not on
the Roche assay. Of those participants, three had detectable antibodies on the Wantai
assay (one of whom had recent PCR-confirmed infection) and were presumably false
negatives on Roche, possibly reflecting differences in test method and target between
the Wantai and Roche assays.

Does the Abbott grayzone add anything? In October 2020, Abbott updated their
guidance on their Architect SARS-CoV-2 IgG assay (Abbott Diagnostics Product Information
Letter PI1060-2020) to include an optional editable “grayzone” with a S/C index range of
0.5 to 1.39 which they advise “must be interpreted by the clinician in the context of relevant
clinical and laboratory information on the patient” (16). The grayzone accounts for a large
proportion of the disagreement between the assays. The majority of grayzones were posi-
tive by Roche (67%) and Wantai (70%). However, interpretation of this Abbott grayzone
result in a clinical setting would not be straightforward, and confirmatory testing would still
be needed. There was no obvious correlation between increasing or decreasing Abbott
grayzone S/C indices and the interpreted results from other assays, so while the grayzone
may add value for individual serology testing (by indicating a need for additional testing),
we feel that it does not add value in the setting of population-based serological studies. In
an epidemiological study setting such as this, inclusion of all grayzone results as presump-
tive positives would lead to a significant overestimation of seroprevalence. Studies such as
ours could be used to estimate the proportion of grayzone results likely to be positive on
other testing platforms; however, the use of alternative assays with prolonged sensitivity
over time would be superior if the primary purpose is to estimate infection ever. It is nota-
ble that while studies have shown good protection against reinfection over at least a 6-
month period following PCR-confirmed COVID-19 infection (4), to the best of our knowl-
edge, no studies have yet compared antibody assays in terms of functional immunity.

Seropositivity in relation to assay type—Roche versus Wantai assay. We found
almost perfect agreement between the Roche and Wantai assays. A study comparing
eight assays found these two assays to provide the highest sensitivities at 98% and
95%, respectively (24), which, in agreement with our findings, suggest that total anti-
body assays are better positioned for population-based serological testing. However,
in our study, the assay concordance should be interpreted with caution, as the selec-
tion of participants for additional testing on Wantai ELISA was heavily biased; only par-
ticipants who had a positive or grayzone Abbott SARS-CoV-2 IgG result were selected
for testing by the Wantai assay. The small degree of discordance between these two
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total antibody assays could be due to a number of reasons, including the protein tar-
geted (anti-N versus anti-S) and the different expected performances according to
manufacturer guidelines (25).

Seropositivity over time (previously PCR-positive participants). Of the subset of
participants who had previous PCR-confirmed COVID-19 infection, the Roche assay per-
formed better in terms of identifying these participants and 95% tested positive. Only
one-half of these past infections were accurately identified by the Abbott assay. Harley
et al. showed a much higher level of agreement between these two assays, although
on a smaller number of samples than were tested in our study and at an earlier time
point after PCR-confirmation of infection (26). Therefore, antibody waning may not yet
have occurred to the degree that it had occurred in our study All previously PCR-posi-
tive participants in our study had detectable antibodies on the Wantai ELISA, but this
subpopulation examination and its inherent selection bias limit strong conclusions
from these data.

The majority of participants had a 6-month interval between confirmed infection
and antibody testing in our study, which correlated with the time period between the
peak of the first wave of the pandemic in Ireland and the antibody testing in our study.
Although detection was slightly lower on both assays than the overall detection of pre-
vious infections occurring at any time, the Roche assay still performed significantly bet-
ter than Abbott using the 6-month time frame, identifying 93% versus 46% of infec-
tions that occurred 6 months prior.

The decay in seropositivity on Abbott in our cohort started at 21 weeks (150 days)
after confirmed infection, but the small numbers of infection per week prior to this
time should be noted. This decay did not change with removal of participants who
had no symptoms at the time of infection. A study comparing four different serological
assays, including the Abbott and Roche assays, showed a decline in the performance
of the Abbott assay after 60 days, whereas antibodies were still detected on the Roche
assay after 80 days (11). In contrast, another study of the Abbott assay showed a mean
of 137 days to the loss of positive antibodies (12). Kumar et al. showed a much shorter
duration of antibody detection using the Roche assay after confirmed SARS-CoV-2
infection in a small cohort of Indian HCWs; seropositivity halved by day 30 to 42 and
fell to 0 after 50 days (27), which may suggest an impact of host factors, such as ethnic-
ity, on antibody production and waning. In a large US study, Kaufman et al. showed a
decline in IgG antibodies (including on Abbott) to 74% by 2 months after confirmed
infection (22). Due to the small numbers of infection per week prior to the 21-week
time point in our study, it is possible that this decline in Abbott IgG positivity started at
an earlier time point that was not picked up in our study. While we demonstrate good
performance of the Roche anti-nucleocapsid assay at extended time points, perform-
ance of assays at time points even more distant from the infection remains obscure.

In a multivariable analysis, the risk of a negative result on the Abbott platform de-
spite previous PCR-confirmed COVID-19 infection increased with the interval between
infection and antibody testing, in keeping with antibody waning. Those who had mod-
erate or severe symptoms were more likely to have retained IgG than those who had
only mild symptoms. This result was consistent with the findings of other researchers
who found that IgG was better sustained in persons reporting significant symptoms
than those who had mild or no symptoms (24, 26, 27). Participants of male sex and
Asian ethnicity were also more likely to have sustained Abbott assay-detected IgG.
Kaufman et al. showed age and male sex to be associated with the probability of per-
sistent IgG serology (22), as did a large Cochrane review conducted in April 2020 (28).
Furthermore, Lumley at al. demonstrated that increasing age, Asian ethnicity, and prior
self-reported symptoms were independently associated with higher maximum anti-nu-
cleocapsid IgG levels (12). This result is in keeping with our findings on sex, ethnicity,
and prior self-reported symptoms; however, we did not find any statistically significant
correlation with age. The reason for this sustained IgG response in participants of male
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sex is not yet clear but may be related to higher viral load, other indices of severity, or
other unknown biological factors not included in this study.

Participants who had a 6-month PCR-to-serology testing interval were twice as likely to
be IgG seronegative (Abbott) than participants who had a 5-month testing interval. Those
who had a 7-month testing interval were also more likely to be IgG seronegative than those
who had a 5-month testing interval, but results were not significant. Our findings are consist-
ent with the findings of other researchers who have demonstrated a decline in IgG seroposi-
tivity over time, by using the Abbott and other IgG antibody assays (6, 23). Further studies
may provide a better understanding of seropositivity and seroreversion over time, relating
to specific assays or the type of immunoglobulin measured.

We did not have enough participants with very recent infection to assess the ability
of each assay to detect early infection; however, of the 8 infections that occurred
within 4 weeks of antibody testing, 8/9 were correctly identified by the Abbott assay
and 6/9 were identified by the Roche assay. Higher numbers would be needed to com-
pare these assays specifically in the early stages of infection.

Almost 5% of infections were not identified by either platform. The majority were
distant infections ($6 months ago), and therefore, waning immunity may explain the
seronegativity. One was a recent infection (PCR positive 24 days prior to serological
testing) in a participant who had severe symptoms; this infection may have been too
recent to have detectable antibodies on either assay; however, four other participants
with only minor symptoms and even more recent infections (PCR positive 12 to
17 days prior to serology) had antibodies detected on both Abbott and Roche assays.
Overall, fewer of these participants with previous confirmed infection and negative se-
rology on both platforms were symptomatic at the time of their infection; other studies
have shown those without symptoms to be both less likely to develop antibodies and
less likely to have persistent antibodies 8 weeks postinfection (26). There were no other
participant characteristics that were significantly associated with negative serology,
nor were these participants quantitative results (Abbott S/C and Roche COI index) close
to the positive result threshold for either assay. Both assays performed below their
expected sensitivity based on manufacturer guidelines, likely due to the time interval
between infection and antibody testing. This shortcoming should be considered in
serological studies, as well as when using antibody testing in the setting of clinical
care. As the pandemic progresses, further studies may highlight the sensitivity of differ-
ent assays and/or different antigenic targets with more accuracy in relation to the tim-
ing of testing.

Limitations. Our study has several limitations. First, as the main PRECISE seropreva-
lence study was not designed with the primary objective of comparing the serological
assays, we did not provide a comparable assessment of specificity by testing of any
prepandemic negative-control samples. Second, information on COVID-19 symptoms
and PCR test results were self-reported and thus could be biased. The dates of PCR-
confirmed infection (also self-reported) may be inaccurate, and participants may have
been reinfected at a later date but unaware of it; given the timing of this study at 8
months after the first COVID-19 cases in Ireland and the evidence of 9 months of pro-
tection from reinfection following natural infection, it is unlikely that many, if any, par-
ticipants in the study had been reinfected (29). Furthermore, the PCR cycle threshold
(CT) value which would have been a valuable addition to this study was not available.
Other variables which would have been valuable to this study but were not available
include participant comorbidities and host determinants of immune response; there
may be individual pathophysiological factors that influence the immune response dif-
ferently depending on the antigenic target. A small sample size for the 0- to 4-month
PCR-to-serology test interval prevented a meaningful analysis of seropositivity and
seronegativity at the early stages postinfection.

Our study focused on assays that have the SARS CoV-2 nucleocapsid as an antigenic
target with only a subpopulation assessed using a spike antibody assay. Given emerging
evidence of differences in antibody decay related to the antigenic target, a more complete
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assessment would have been desirable. Such approaches, including parallel spike and nu-
cleocapsid assessments, may become more relevant in the era of SARS CoV-2 vaccination.
In addition, we did not address the neutralizing capacity of the antibodies measured, and
therefore, conclusions about the functional consequences of the presence of such antibodies
are limited.

Conclusion and recommendations. The Roche total antibody assay performed sig-
nificantly better at identifying those who had ever had a confirmed COVID-19 infection
than the Abbott IgG assay, although both assays were less sensitive than the manufac-
turer guidelines. Our study findings suggest that, of these two assays directed at anti-
nucleocapsid antibodies, Roche is better suited to future population-based serological
studies due to a maintained detection of total antibodies up to at least 7 months after
natural infection with SARS-CoV-2. While maximum sensitivity is achieved using multi-
ple testing platforms, this is not always feasible or cost-effective, and the overall sero-
prevalence results of our study would have been unchanged if only the Roche assay
was used. While we demonstrate good performance of the Roche anti-nucleocapsid
assay at extended time points, results of the comparison with other antigenic targets
at time points even more distant from the infection remain obscure. The anti-spike
assay (Wantai) performed very well on the subset of samples analyzed, but further
studies are needed to show if it maintains its sensitivity compared with Roche on an
unbiased selection of samples. The performance of both total antibody assays (Roche
and Wantai) points toward the superiority of total antibody assays over IgG assays for
serological studies.

The risk of a negative antibody result on the Abbott assay despite a previous PCR-
confirmed SARS-CoV-2 infection increased with time since infection; the decline was
noted at 21 weeks/150 days after a confirmed SARS-CoV-2 infection. Those participants
of male sex and Asian ethnicity, and those with moderate to severe symptoms were
more likely to retain IgG detection on the Abbott assay. The Abbott grayzone did not
add anything that would eliminate the need for additional testing on an alternative
assay. From our limited numbers of recent infections, it may be possible that the
Abbott assay identified early infection quicker than the Roche assay, but our numbers
were too small to confirm this hypothesis.

Our study adds to the growing literature on serological assays for population-based
studies. Further data comparing SARS-CoV-2 antibody assays are needed to guide the
most appropriate use of certain assays in any given situation, especially where the use
of dual or multiple assays is not feasible or affordable. With the recent introduction of
widespread vaccination, it is yet to be determined if measuring antibody response
post vaccination is meaningful and cost-effective and, if so, which assays are superior.
Further studies are also needed to delineate the relationship between serological
response and functional immunity to SARS-CoV-2 infection, both following vaccination
and natural infection. Assays with a prolonged sensitivity are likely to be more valuable
as the pandemic continues, in particular anti-nucleocapsid antibody assays that will dif-
ferentiate past natural infection from vaccine-induced immunity.

MATERIALS ANDMETHODS
Study design. This was a cross-sectional study of the seroprevalence of circulating antibodies to

SARS-CoV-2 in hospital HCW, performed in October 2020 (30). All staff members of two Irish tertiary
referral hospitals were invited to participate in an online self-administered consent process and online
questionnaire, followed by blood sampling for SARS-CoV-2 antibody testing. These participants included
both patient-facing and nonpatient facing staff members. Information collected in the questionnaire
included demographic information and information regarding previous COVID-19 symptoms, testing,
and diagnosis. Full details of the study design, study locations, recruitment, and study participants can
be found in the published PRECISE study report (30).

Ethical approval. Ethical approval was obtained from the National Research Ethics Committee for
COVID-19 in Ireland (20-NREC-COV-101).

Laboratory assays. All samples were tested by two assays, namely, Abbott SARS-CoV-2 measuring
IgG (referred to here as Abbott) and Roche Elecsys Anti-SARS-CoV-2 measuring total antibodies (referred
to here as Roche) (15–17). The Abbott assay is a chemiluminescent microparticle immunoassay that
detects IgG antibodies to the nucleocapsid protein of SARS-CoV-2. The Roche assay is an electrochemilu-
minescent immunoassay that detects antibodies (including IgG), also to the nucleocapsid protein. Assay
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results were interpreted using the manufacturers’ recommended assay specific thresholds. Assay thresh-
old of $1.4 (sample to calibrator [S/C] index) for Abbott and $1.0 (cutoff index [COI]) for Roche were
determined to be reactive and interpreted as antibody positive. The Abbott SARS-CoV-2 IgG grayzone is
an additional assay threshold band for potential positivity, suggested by the manufacturer to increase
assay sensitivity (Abbott Diagnostics Product Information Letter PI1060-2020) (16). The interpretation of
Abbott S/C indices within this study is as follows: negative, ,0.5; grayzone, 0.5 to ,1.4; and positive,
$1.4. All samples with an Abbott result of positive or grayzone were tested on a third assay in the
National Virus Reference Laboratory (NVRL) using the Wantai SARS-CoV-2 antibody ELISA (referred to
here as Wantai), distributed by Fortress Diagnostics. Wantai is an enzyme-linked immunosorbent assay
(ELISA) for qualitative detection of total antibodies (including IgG and IgM) to the spike protein of SARS-
CoV-2.

In terms of assay performance, according to the manufacturer’s specifications, all three assays per-
form with high sensitivity and high specificity (see Table 5) (25).

Statistical methods. Assay concordance was assessed using Cohen’s kappa statistic and McNemar’s
test for difference in proportions. Cohen’s kappa coefficient (k ) measures the level of agreement
between assays, taking into account the possibility of the agreement occurring by chance. The k statistic
varies from 0 to 1, where 0 = agreement equivalent to chance, 0.1 to 0.20 = slight agreement, 0.21 to
0.40 = fair agreement, 0.41 to 0.60 = moderate agreement, 0.61 to 0.80 = substantial agreement, 0.81 to
0.99 = near perfect agreement, and 1 = perfect agreement. For analysis of assay concordance, results
must be classified into the same number of mutually exclusive categories; therefore, Abbott negative
and grayzone results were grouped. Confidence intervals for the proportion of participants that were
seropositive were computed. Multivariable logistic regression was carried out to assess risk factors for
the absence of SARS-CoV-2 IgG antibodies by controlling for age, sex, ethnicity/background, type of
patient contact, severity of symptoms, and number of months since a PCR positive test. Forward step-
wise selection was used, and the Akaike information criterion (AIC) was used to evaluate model effi-
ciency; HCW role was excluded in the final model. We used R version 4.0.3 (R Foundation for Statistical
Computing, Vienna, Austria) and OpenEpi software version 3.01 (Wilson Score) (31).

Data availability. The original data set for this research may identify individuals and therefore is not
being routinely deposited in a data repository. However, the data set can be made available upon rea-
sonable request to the principal investigator.

TABLE 5 Summary of assay performance according to manufacturer specifications

Assay Sensitivity (% [95% CI]) Specificity (% [95% CI])
Abbott SARS-CoV-2 IgG 100 (95.8–100) 99.6 (99.0–99.9)
Roche Anti-SARS-CoV-2 100 (88.3–100) 99.8 (99.7–99.9)
Wantai SARS-CoV-2 Antibody ELISA 96.7 (83.3–99.4) 97.5 (91.3–99.3)
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APPENDIX

Appendix 1A Characteristics of participants tested, by serology assay

Parameter

Participants tested by:

Total participantsAbbott SARS-CoV-2 IgG Roche anti-SARS-CoV-2
Wantai SARS-CoV-2
antibody ELISA

n % n % n % n %
Total participants tested 5,788 5,787 485 5,788

Age group (yrs)
18–29 1,350 23.3 1,350 23.3 139 28.7 1,350 23.3
30–39 1,617 27.9 1,617 27.9 139 28.7 1,617 27.9
40–49 1,516 26.2 1,515 26.2 111 22.9 1,516 26.2
50–59 1,001 17.3 1,001 17.3 68 14.0 1,001 17.3
601 304 5.3 304 5.3 28 5.8 304 5.3

Sex
Female 4,478 77.4 4,478 77.4 349 72.0 4,478 77.4
Male 1,309 22.6 1,308 22.6 136 28.0 1,309 22.6
Unknown 1 0.0 1 0.0 0 0.0 1 0.0

Ethnicity
Irish (white) 4,444 76.8 4,444 76.8 313 64.5 4,444 76.8
Any other white background 552 9.5 551 9.5 54 11.1 552 9.5
Any Asian background 577 10.0 577 10.0 101 20.8 577 10.0
Any African or black background 113 2.0 113 2.0 13 2.7 113 2.0
Other 101 1.7 101 1.7 4 0.8 101 1.7
Unknown 1 0.0 1 0.0 0 0 1 0.0

HCW role
Nursing/midwifery 2,064 35.7 2,064 35.7 230 47.4 2,064 35.7
Allied health 1,091 18.8 1,091 18.9 57 11.8 1,091 18.8
Medical/dental 983 17.0 982 17.0 93 19.2 983 17.0
Admin 803 13.9 803 13.9 33 6.8 803 13.9
General support 434 7.5 434 7.5 21 4.3 434 7.5
Health care assistant 286 4.9 286 4.9 45 9.3 286 4.9
Other 127 2.2 127 2.2 6 1.2 127 2.2

Comparison of SARS-CoV-2 Antibody Assays
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Appendix 1B COVID-19 related characteristics of participants tested, by serology assay

Parameter

Abbott SARS-CoV-2
IgG

Roche Anti-SARS-
CoV-2

Wantai SARS-CoV-2
Antibody ELISA Total participants

n % n % n % n %
Total participants tested 5,788 5,787 485 5,788

Close contact with a case of COVID-19
Yes 1,705 29.5 1,704 29.4 258 53.2 1,705 29.5
No 4,071 70.3 4,071 70.3 225 46.4 4,071 70.3
Unknown 12 0.2 12 0.2 2 0.4 12 0.2

Main type of patient contacta

Daily contact with known/suspected
COVID-19 patients

903 15.6 902 15.6 109 22.5 903 15.6

Daily contact with patients without
COVID-19

3,245 56.1 3,245 56.1 299 61.6 3,245 56.1

No patient contact 1,635 28.2 1,635 28.3 77 15.9 1,635 28.2
Unknown 5 0.1 5 0.1 0 0.0 5 0.1

Previous COVID-19 symptoms (ever)
No symptoms 2,869 49.6 2,868 49.6 102 21.0 2,869 49.6
Had symptoms 2911 50.3 2,911 50.3 381 78.6 2,911 50.3
Unknown 8 0.1 8 0.1 2 0.4 8 0.1

Severity of symptoms
Minor symptoms 2,159 74.2 2,159 74.2 193 50.7 2,159 74.2
Significant symptoms 701 24.1 701 24.1 161 42.3 701 24.1
Severe symptoms (hospitalized) 51 1.8 51 1.8 27 7.1 51 1.8

Previous COVID-19 PCR test
Yes 2,779 48.0 2,778 48.0 380 78.4 2,779 48.0
No 3,003 51.9 3,003 51.9 105 21.6 3,003 51.9
Unknown 6 0.1 6 0.1 0 0.0 6 0.1

Previous positive COVID-19 PCR test
Yes 367 6.3 367 6.3 259 53.4 367 6.3
No 5,415 93.6 5,414 93.6 226 46.6 5,415 93.6
Unknown 6 0.1 6 0.1 0 0.0 6 0.1

aParticipants were asked which one describes most of their current work.

Appendix 2A Serology result by assaya,d

Assay Negative Grayzone Positive Totalb % Positive Total validc % Positive (where valid)
Abbott SARS-CoV-2 IgG 5,325 221 242 5,788 4.2 5,567 4.3
Roche Anti-SARS-CoV-2 5,240 547 5,787 9.5 5,787 9.5
aValues are no. of participants unless otherwise stated.
bTotal, total tested.
cTotal valid, total no. tested excluding grayzone test result.
dThis table excludes the Wantai assay due to sampling bias.

Appendix 2B Comparison of Abbott SARS-CoV-2 IgG S/C index and Roche anti-SARS-CoV-2 interpreted result, among participants with
grayzone resultsa

Arbitrary cutoff

Result by assay:

Abbott SARS-CoV-2
Roche anti-SARS-CoV-2

Grayzone (n) Negative (n) Positive (n) Positivity (%)
Low grayzone (S/C 0.5–0.8) 115 39 76 66.1
Medium grayzone (S/C 0.8–1.1) 62 18 44 71.0
High grayzone (S/C 1.1–1.4) 44 15 29 65.9
Total 221 72 149 67.4
an = 221.

Allen et al.
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Appendix 3C Characteristics of participants who had a previously PCR-confirmed infection
and were negative by serology testing

Parameter n %
Total 17

Age group
18–29 5 29.4
30–39 4 23.5
40–49 4 23.5
50–59 4 23.5
601 0 0.0

Sex
Female 14 82.4
Male 3 17.6

Ethnicity
Irish (white) 16 94.1
Any other white background 1 5.9

HCW role
Nursing/midwifery 7 41.2
Medical/dental 4 23.5
Admin 1 5.9
Allied health 2 11.8
Health care assistant 2 11.8
General support 1 5.9

Close contact with a case of COVID-19
Yes 7 41.2
No 10 58.8

Main type of contact with COVID-19 patients
Daily contact with known/suspected COVID-19 patients 3 17.6
Daily contact with patients without COVID-19 11 64.7

(Continued on next page)

Appendix 3A and 3B Percentage of participants with detected SARS-CoV-2 antibodies by serology assay with respect to time (number of months) since a
positive PCR test, among participants who had previous PCR-confirmed COVID-19 infection and had symptoms at the time of their PCR test (n = 340).
Shaded area shows the 95% confidence interval.

Comparison of SARS-CoV-2 Antibody Assays
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Appendix 3C (Continued)

Parameter n %
No patient contact 3 17.6

Previous COVID-19 symptoms
No symptoms 2 11.8
Had symptoms 15 88.2

Severity of symptoms
Minor symptoms 7 46.7
Significant symptoms 8 53.3
Severe symptoms (hospitalized) 0 0.0

No. of mo since positive PCR test
Less than 1 1 5.9
5 1 5.9
6 15 88.2

Appendix 3D Characteristics of participants who had a previously PCR-confirmed infection and their test results on Abbott SARS-CoV-2 IgG

Parameter

All participants

Test result

Grayzone Positive Negative

n % n % n % n %
Total 367 93 150 124

Age group
18–29 111 30.2 32 34.4 38 25.3 41 33.1
30–39 108 29.4 29 31.2 36 24.0 43 34.7
40–49 79 21.5 20 21.5 42 28.0 17 13.7
50–59 50 13.6 5 5.4 26 17.3 19 15.3
601 19 5.2 7 7.5 8 5.3 4 3.2

Sex
Female 269 73.3 68 73.1 99 66.0 102 82.3
Male 98 26.7 25 26.9 51 34.0 22 17.7

Ethnicity
Irish (white) 237 64.6 64 68.8 79 52.7 94 75.8
Any other white background 44 12.0 9 9.7 23 15.3 12 9.7
Any Asian background 72 19.6 16 17.2 42 28.0 14 11.3
Any African or black background 10 2.7 3 3.2 5 3.3 2 1.6
Other 4 1.1 1 1.1 1 0.7 2 1.6

HCW role
Nursing/midwifery 181 49.3 57 61.3 69 46.0 55 44.4
Allied health 42 11.4 8 8.6 15 10.0 19 15.3
Medical/dental 73 19.9 11 11.8 33 22.0 29 23.4
Administration 24 6.5 6 6.5 9 6.0 9 7.3
General support 12 3.3 2 2.2 5 3.3 5 4.0
Health care assistant 32 8.7 8 8.6 19 12.7 5 4.0
Other 3 0.8 1 1.1 0 0.0 2 1.6

Allen et al.
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Appendix 3E COVID-19 related characteristics of participants who had a previously PCR-confirmed infection and their test results on Abbott
SARS-CoV-2 IgG

Parameter

All participants

Test result

Grayzone Positive Negative

n % n % n % n %
Total 367 93 150 124

Close contact with a case of COVID-19
Yes 211 57.5 56 60.2 90 60.0 65 52.4
No 154 42.0 37 39.8 58 38.7 59 47.6
Unknown 2 0.5 0 0.0 2 1.3 0 0.0

Main type of patient contacta

Daily contact with known/suspected COVID-19 patients 88 24.0 22 23.7 40 26.7 26 21.0
Daily contact with patients without COVID-19 218 59.4 56 60.2 88 58.7 74 59.7
No patient contact 61 16.6 15 16.1 22 14.7 24 19.4

Symptoms at time of previous PCR test
No symptoms 7 1.9 1 1.1 3 2.0 3 2.4
Had symptoms 358 97.5 92 98.9 145 96.7 121 97.6
Unknown 2 0.5 0 0.0 2 1.3 0 0.0

Severity of symptoms
Minor symptoms 151 41.1 38 43.2 51 35.2 62 51.2
Significant symptoms 178 48.5 48 54.5 75 51.7 55 45.5
Severe symptoms (hospitalized) 29 7.9 6 6.8 19 13.1 4 3.3

No. of mo since positive PCR test
Less than 1 8 2.2 1 1.1 6 4.0 1 0.8
1 8 2.2 0 0.0 8 5.3 0 0.0
2 4 1.1 0 0.0 4 2.7 0 0.0
3 1 0.3 0 0.0 1 0.7 0 0.0
4 12 3.3 2 2.2 10 6.7 0 0.0
5 85 23.2 28 30.1 34 22.7 23 18.5
6 222 60.5 54 58.1 77 51.3 91 73.4
7 25 6.8 8 8.6 8 5.3 9 7.3
Unknown 2 0.5 0 0.0 2 1.3 0 0.0

No. of mo since onset of symptomsb

Less than 1 5 1.5 1 1.1 3 2.2 1 0.9
1 8 2.4 0 0.0 8 5.8 0 0.0
2 3 0.9 0 0.0 3 2.2 0 0.0
3 1 0.3 0 0.0 1 0.7 0 0.0
4 12 3.5 2 2.3 10 7.2 0 0.0
5 78 22.9 25 28.4 32 23.2 21 18.4
6 210 61.8 52 59.1 73 52.9 85 74.6
7 23 6.8 8 9.1 8 5.8 7 6.1

aParticipants were asked which one describes most of their current work.
bExcludes 27 participants who were not symptomatic at the time of their positive PCR test.

Comparison of SARS-CoV-2 Antibody Assays
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Appendix 4 Factors associated with Abbott SARS-CoV-2 IgG seronegativity, among participants who had a previously PCR-confirmed
infection, including those who had a grayzone result

Parameter All participants (n)

Negative
result Unadjusted Adjusted

n % OR 95% CI P valuea OR 95% CI P valuea

Total 367 124 33.8

Age group
18–29 111 41 36.9 *b *
30–39 108 43 39.8 1.13 0.66–1.95 0.662 0.96 0.51–1.8 0.893
40–49 79 17 21.5 0.47 0.24–0.89 0.024 0.44 0.21–0.92 0.031
50–59 50 19 38.0 1.05 0.52–2.08 0.897 1.05 0.47–2.36 0.897
601 19 4 21.1 0.46 0.12–1.35 0.187 0.32 0.08–1.11 0.090

Sex
Female 269 102 37.9 * *
Male 98 22 22.4 0.47 0.28–0.81 0.006 0.38 0.21–0.68 0.001

Ethnicity
Irish (white) 237 94 39.7 * *
Any other white background 44 12 27.3 0.57 0.27–1.14 0.123 0.64 0.29–1.39 0.273
Any Asian background 72 14 19.4 0.37 0.19–0.68 0.002 0.41 0.19–0.81 0.012
Any African/black background 10 2 20.0 0.38 0.05–1.56 0.228 0.48 0.07–2.29 0.392
Other 4 2 50.0 1.52 0.18–12.9 0.677 1.53 0.15–15.7 0.705

Close contact with a case of
COVID-19c

Yes 211 65 30.8 0.72 0.46–1.11 0.147 0.67 0.4–1.12 0.127
No 154 59 38.3 * *

Main type of patient contactd

No patient contact 61 24 39.3 * *
Daily contact non-COVID-19
patients

218 74 33.9 0.79 0.44–1.43 0.435 0.78 0.4–1.56 0.484

Daily contact known or
suspected COVID-19 patients

88 26 29.5 0.65 0.21–0.32 0.214 0.84 0.38–1.89 0.679

Severity of symptomsc

No symptoms 7 3 42.9 1.08 0.21–5.05 0.925 1.07 0.17–6.16 0.942
Minor symptoms 151 62 41.1 * *
Significant symptoms 178 55 30.9 0.64 0.41–1.01 0.056 0.58 0.34–0.96 0.037
Severe symptoms (hospitalized) 29 4 13.8 0.23 0.06–0.63 0.009 0.26 0.07–0.76 0.023

HCW role
Administration 24 9 37.5 * Not included in the model
Allied health care 42 19 45.2 1.38 0.49–3.94 0.541
General support 12 5 41.7 1.19 0.28–4.92 0.809
Health care assistant 32 5 15.6 0.31 0.08–1.06 0.068
Medical/dental 73 29 39.7 1.10 0.43–2.9 0.846
Nursing/midwifery 181 55 30.4 0.73 0.31–1.83 0.481
Other 3 2 66.7 3.33 0.28–78.0 0.353

No. of mo since PCR positive testc

Less than 1 8 1 12.5 NA NA NA 0.23 0.01–1.6 0.204
1 8 0 0.0 NA NA NA NA NA NA
2 4 0 0.0 NA NA NA NA NA NA
3 1 0 0.0 NA NA NA NA NA NA
4 12 0 0.0 NA NA NA NA NA NA
5 85 23 27.1 * *
6 222 91 41.0 1.87 1.09–3.29 0.025 1.95 1.07–3.64 0.032
7 25 9 36.0 1.52 0.57–3.87 0.389 2.07 0.72–5.9 0.172

aP values were calculated using the chi-square test, results for significant associations are highlighted in bold.
b*, reference category.
cExcludes two unknowns.
dParticipants were asked which type of patient contact describes most of their current work (excludes 5 unknowns).

Allen et al.

Volume 9 Issue 2 e00391-21 MicrobiolSpectrum.asm.org 18

D
ow

nl
oa

de
d 

fr
om

 h
ttp

s:
//j

ou
rn

al
s.

as
m

.o
rg

/jo
ur

na
l/s

pe
ct

ru
m

 o
n 

30
 S

ep
te

m
be

r 
20

21
 b

y 
13

7.
19

1.
23

5.
14

6.

https://www.MicrobiolSpectrum.asm.org


ACKNOWLEDGMENTS
We acknowledge the study steering group who planned the study and critically

evaluated the manuscript, the study team who coordinated the running of the study in
each hospital, the hospital management at both sites for their support for the study, and
the staff of both hospitals who participated. We would especially like to acknowledge the
phlebotomy departments in each hospital for facilitating the sampling of almost 6,000
participants; the microbiology, virology, and biochemistry laboratories in each hospital
for validating the assays and processing the samples on two different assays; the National
Virus Reference Laboratory of Ireland for additional testing; and the human resources
department for their help with denominator data.

This work was supported by the Irish Health Service Executive COVID-19 budget.
Work by N.C. is funded partly by a Science Foundation Ireland (SFI) grant, grant code
20/SPP/3685.

We declare no conflicts of interest.

REFERENCES
1. Watson J, Richter A, Deeks J. 2020. Testing for SARS-CoV-2 antibodies.

BMJ 370:m3325. https://doi.org/10.1136/bmj.m3325.
2. Walsh EE, Frenck RW, Falsey AR, Kitchin N, Absalon J, Gurtman A, Lockhart

S, Neuzil K, Mulligan MJ, Bailey R, Swanson KA, Li P, Koury K, Kalina W,
Cooper D, Fontes-Garfias C, Shi P-Y, Türeci Ö, Tompkins KR, Lyke KE,
Raabe V, Dormitzer PR, Jansen KU, S� ahin U, Gruber WC. 2020. Safety and
immunogenicity of two RNA-based Covid-19 vaccine candidates. N Engl J
Med 383:2439–2450. https://doi.org/10.1056/NEJMoa2027906.

3. Vabret N, Britton GJ, Gruber C, Hegde S, Kim J, Kuksin M, Levantovsky R,
Malle L, Moreira A, Park MD, Pia L, Risson E, Saffern M, Salomé B, Esai Selvan
M, Spindler MP, Tan J, van der Heide V, Gregory JK, Alexandropoulos K,
Bhardwaj N, Brown BD, Greenbaum B, Gümüs� ZH, Homann D, Horowitz A,
Kamphorst AO, Curotto de Lafaille MA, Mehandru S, Merad M, Samstein
RM, Sinai Immunology Review Project. 2020. Immunology of COVID-19:
current state of the science. Immunity 52:910–941. https://doi.org/10.1016/
j.immuni.2020.05.002.

4. Hanrath AT, Payne BAI, Duncan CJA. 2020. Prior SARS-CoV-2 infection is
associated with protection against symptomatic reinfection. J Infect 82:
e29–e30. https://doi.org/10.1016/j.jinf.2020.12.023.

5. Post N, Eddy D, Huntley C, van Schalkwyk MCI, Shrotri M, Leeman D,
Rigby S, Williams SV, Bermingham WH, Kellam P, Maher J, Shields AM,
Amirthalingam G, Peacock SJ, Ismail SA. 2020. Antibody response to
SARS-CoV-2 infection in humans: a systematic review. PLoS One 15:
e0244126. https://doi.org/10.1371/journal.pone.0244126.

6. Ibarrondo FJ, Fulcher JA, Goodman-Meza D, Elliott J, Hofmann C, Hausner
MA, Ferbas KG, Tobin NH, Aldrovandi GM, Yang OO. 2020. Rapid decay of
anti–SARS-CoV-2 antibodies in persons with mild Covid-19. N Engl J Med
383:1085–1087. https://doi.org/10.1056/NEJMc2025179.

7. Patel MM, Thornburg NJ, Stubblefield WB, Talbot HK, Coughlin MM,
Feldstein LR, Self WH. 2020. Change in antibodies to SARS-CoV-2 over 60
days among health care personnel in Nashville, Tennessee. JAMA 324:
1781–1782. https://doi.org/10.1001/jama.2020.18796.

8. Gudbjartsson DF, Norddahl GL, Melsted P, Gunnarsdottir K, Holm H,
Eythorsson E, Arnthorsson AO, Helgason D, Bjarnadottir K, Ingvarsson RF,
Thorsteinsdottir B, Kristjansdottir S, Birgisdottir K, Kristinsdottir AM,
Sigurdsson MI, Arnadottir GA, Ivarsdottir EV, Andresdottir M, Jonsson F,
Agustsdottir AB, Berglund J, Eiriksdottir B, Fridriksdottir R, Gardarsdottir EE,
Gottfredsson M, Gretarsdottir OS, Gudmundsdottir S, Gudmundsson KR,
Gunnarsdottir TR, Gylfason A, Helgason A, Jensson BO, Jonasdottir A,
Jonsson H, Kristjansson T, Kristinsson KG, Magnusdottir DN, Magnusson OT,
Olafsdottir LB, Rognvaldsson S, Le Roux L, Sigmundsdottir G, Sigurdsson A,
Sveinbjornsson G, Sveinsdottir KE, Sveinsdottir M, Thorarensen EA,
Thorbjornsson B, Thordardottir M, Saemundsdottir J, et al. 2020. Humoral
immune response to SARS-CoV-2 in Iceland. N Engl J Med 383:1724–1734.
https://doi.org/10.1056/NEJMoa2026116.

9. Wajnberg A, Amanat F, Firpo A, Altman DR, Bailey MJ, Mansour M,
McMahon M, Meade P, Mendu DR, Muellers K, Stadlbauer D, Stone K,
Strohmeier S, Simon V, Aberg J, Reich DL, Krammer F, Cordon-Cardo C.
2020. Robust neutralizing antibodies to SARS-CoV-2 infection persist for
months. Science 370:1227–1230. https://doi.org/10.1126/science.abd7728.

10. National SARS-CoV-2 Serology Assay Evaluation Group. 2020. Perform-
ance characteristics of five immunoassays for SARS-CoV-2: a head-to-
head benchmark comparison. Lancet Infect Dis 20:1390–1400. https://doi
.org/10.1016/S1473-3099(20)30634-4.

11. Muecksch F, Wise H, Batchelor B, Squires M, Semple E, Richardson C, et al.
2020. Longitudinal analysis of clinical serology assay performance and neu-
tralising antibody levels in COVID19 convalescents [Internet]. medRxiv.
https://doi.org/10.1101/2020.08.05.20169128.

12. Lumley SF, Wei J, O’Donnell D, Stoesser NE, Matthews PC, Howarth A,
et al. 2021. The duration, dynamics and determinants of SARS-CoV-2 anti-
body responses in individual healthcare workers. Clin Infect Dis 73:
e699–e709. https://doi.org/10.1093/cid/ciab004.

13. Kerr C, Allen N, Hughes G, Kelly M, O’Rourke F, Lynagh Y, Dunne J,
Crowley B, Conlon N, Bergin C. 2021. SARS-CoV-2 anti-nucleocapsid assay
performance in healthcare workers at baseline and 6 months. Ir J Med Sci.
https://doi.org/10.1007/s11845-021-02700-5.

14. Allen N, Ni Riain U, Conlon N, Ferenczi A, C Martin AI, Domegan L, Walsh
C, Doherty L, O'Farrelly C, Higgins E, Kerr C, McGrath J, PRECISE Study
Steering Group, Fleming C, Bergin C. 2021. Prevalence of antibodies to
SARS-CoV-2 in Irish hospital healthcare workers. Epidemiol Infect 149:
e157. https://doi.org/10.1017/S0950268821000984.

15. Food and Drug Administration. 2021. SARS-CoV-2 IgG Architect—instruc-
tions for use, FDA. Food and Drug Administration, Silver Spring, MD.
https://www.fda.gov/media/137383/download.

16. ARCHITECT System. 2021. SARS-COV-2IgG/lgM e- Assay CD-ROM - WW
(excluding US) list number 6514-03. Abbott Diagnostics, IL, USA.

17. Elecsys. Anti-SARS-CoV-2 immunoassay for the qualitative detection of antibod-
ies (incl. IgG) against SARS-CoV-2, Roche Diagnostics, Basel, Switzerland. https://
diagnostics.roche.com/global/en/products/params/elecsys-anti-sars-cov-2.html.

18. Zhao J, Yuan Q, Wang H, Liu W, Liao X, Su Y, Wang X, Yuan J, Li T, Li J, Qian
S, Hong C, Wang F, Liu Y, Wang Z, He Q, Li Z, He B, Zhang T, Fu Y, Ge S, Liu
L, Zhang J, Xia N, Zhang Z. 2020. Antibody responses to SARS-CoV-2 in
patients of novel coronavirus disease 2019. Clin Infect Dis 71:2027–2034.
https://doi.org/10.1093/cid/ciaa344.

19. Algaissi A, Alfaleh MA, Hala S, Abujamel TS, Alamri SS, Almahboub SA,
Alluhaybi KA, Hobani HI, Alsulaiman RM, AlHarbi RH, ElAssouli M-ZA,
Alhabbab RY, AlSaieedi AA, Abdulaal WH, Al-Somali AA, Alofi FS, Khogeer
AA, Alkayyal AA, Mahmoud AB, Almontashiri NAM, Pain A, Hashem AM.
2020. SARS-CoV-2 S1 and N-based serological assays reveal rapid sero-
conversion and induction of specific antibody response in COVID-19
patients. Sci Rep 10:16561. https://doi.org/10.1038/s41598-020-73491-5.

20. Pollán M, Pérez-Gómez B, Pastor-Barriuso R, Oteo J, Hernán MA, Pérez-
Olmeda M, Sanmartín JL, Fernández-García A, Cruz I, Fernández de Larrea
N, Molina M, Rodríguez-Cabrera F, Martín M, Merino-Amador P, León
Paniagua J, Muñoz-Montalvo JF, Blanco F, Yotti R, Blanco F, Gutiérrez
Fernández R, Martín M, Mezcua Navarro S, Molina M, Muñoz-Montalvo JF,
Salinero Hernández M, Sanmartín JL, Cuenca-Estrella M, Yotti R, León
Paniagua J, Fernández de Larrea N, Fernández-Navarro P, Pastor-Barriuso
R, Pérez-Gómez B, Pollán M, Avellón A, Fedele G, Fernández-García A,
Oteo Iglesias J, Pérez Olmeda MT, Cruz I, Fernandez Martinez ME,
Rodríguez-Cabrera FD, Hernán MA, Padrones Fernández S, Rumbao

Comparison of SARS-CoV-2 Antibody Assays

Volume 9 Issue 2 e00391-21 MicrobiolSpectrum.asm.org 19

D
ow

nl
oa

de
d 

fr
om

 h
ttp

s:
//j

ou
rn

al
s.

as
m

.o
rg

/jo
ur

na
l/s

pe
ct

ru
m

 o
n 

30
 S

ep
te

m
be

r 
20

21
 b

y 
13

7.
19

1.
23

5.
14

6.

https://doi.org/10.1136/bmj.m3325
https://doi.org/10.1056/NEJMoa2027906
https://doi.org/10.1016/j.immuni.2020.05.002
https://doi.org/10.1016/j.immuni.2020.05.002
https://doi.org/10.1016/j.jinf.2020.12.023
https://doi.org/10.1371/journal.pone.0244126
https://doi.org/10.1056/NEJMc2025179
https://doi.org/10.1001/jama.2020.18796
https://doi.org/10.1056/NEJMoa2026116
https://doi.org/10.1126/science.abd7728
https://doi.org/10.1016/S1473-3099(20)30634-4
https://doi.org/10.1016/S1473-3099(20)30634-4
https://doi.org/10.1101/2020.08.05.20169128
https://doi.org/10.1093/cid/ciab004
https://doi.org/10.1007/s11845-021-02700-5
https://doi.org/10.1017/S0950268821000984
https://www.fda.gov/media/137383/download
https://diagnostics.roche.com/global/en/products/params/elecsys-anti-sars-cov-2.html
https://diagnostics.roche.com/global/en/products/params/elecsys-anti-sars-cov-2.html
https://doi.org/10.1093/cid/ciaa344
https://doi.org/10.1038/s41598-020-73491-5
https://www.MicrobiolSpectrum.asm.org


Aguirre JM, Navarro Marí JM, Palop Borrás B, Pérez Jiménez AB, Rodríguez-
Iglesias M, Calvo Gascón AM, et al. 2020. Prevalence of SARS-CoV-2 in Spain
(ENE-COVID): a nationwide, population-based seroepidemiological study. Lan-
cet 396:535–544. https://doi.org/10.1016/S0140-6736(20)32266-2.

21. Petersen LR, Sami S, Vuong N, Pathela P, Weiss D, Morgenthau BM,
Henseler RA, Daskalakis DC, Atas J, Patel A, Lukacs S, Mackey L, Grohskopf
LA, Thornburg N, Akinbami LJ. 2020. Lack of antibodies to severe acute
respiratory syndrome coronavirus 2 (SARS-CoV-2) in a large cohort of pre-
viously infected persons. Clin Infect Dis 2020:ciaa1685. https://doi.org/10
.1093/cid/ciaa1685.

22. Kaufman HW, Chen Z, Meyer WA, Wohlgemuth JG. 2021. Insights from
patterns of SARS-CoV-2 immunoglobulin G serology test results from a
National Clinical Laboratory, United States, March–July 2020. Popul
Health Manag 24:S35–S42. https://doi.org/10.1089/pop.2020.0256.

23. Pelleau S, Woudenberg T, Rosado J, Donnadieu F, Garcia L, Obadia T,
Gardais S, Elgharbawy Y, Velay A, Gonzalez M, Yves Nizou J, Khelil N,
Zannis K, Cockram S, Hélène Merkling S, Meola S, Kerneis S, Terrier B, de
Seze J, Planas D, Schwartz O, Dejardin F, Petres S, von Platen S, Arowas L,
Perrin de Facci L, Duffy D, Ní Cheallaigh C, Conlon N, Townsend L,
Auerswald H, Backovic M, Hoen B, Fontanet A, Mueller I, Fafi-Kremer S,
Bruel T, White M. 2021. Serological reconstruction of COVID-19 epidemics
through analysis of antibody kinetics to SARS-CoV-2 proteins. medRxiv.
https://doi.org/10.1101/2021.03.04.21252532.

24. Weidner L, Gänsdorfer S, Unterweger S, Weseslindtner L, Drexler C, Farcet
M, Witt V, Schistal E, Schlenke P, Kreil TR, Jungbauer C. 2020. Quantifica-
tion of SARS-CoV-2 antibodies with eight commercially available immunoas-
says. J Clin Virol 129:104540. https://doi.org/10.1016/j.jcv.2020.104540.

25. Food and Drug Administration. 2021. EUA authorized serology test per-
formance. Food and Drug Administration, Silver Spring, MD. https://www

.fda.gov/medical-devices/coronavirus-disease-2019-covid-19-emergency-use
-authorizations-medical-devices/eua-authorized-serology-test-performance.

26. Harley K, Gunsolus IL. 2020. Comparison of the clinical performances of
the Abbott Alinity IgG, Abbott Architect IgM, and Roche Elecsys total
SARS-CoV-2 antibody assays. J Clin Microbiol 59:e02104-20. https://doi
.org/10.1128/JCM.02104-20.

27. Kumar N, Bhartiya S, Singh T. 2021. Duration of anti-SARS-CoV-2 antibod-
ies much shorter in India. Vaccine 39:886–888. https://doi.org/10.1016/j
.vaccine.2020.10.094.

28. Deeks JJ, Dinnes J, Takwoingi Y, Davenport C, Spijker R, Taylor-Phillips S,
Adriano A, Beese S, Dretzke J, Ferrante di Ruffano L, Harris IM, Price MJ,
Dittrich S, Emperador D, Hooft L, Leeflang MM, Van den Bruel A. 2020.
Antibody tests for identification of current and past infection with SARS-
CoV-2. Cochrane Database Syst Rev 6:CD013652. https://doi.org/10.1002/
14651858.CD013652.

29. Health Information and Quality Authority. 2021. Advice to the National
Public Health Emergency Team. Duration of immunity following SARS-
CoV-2 infection. Health Information and Quality Authority, Cork, Ireland.
https://www.hiqa.ie/sites/default/files/2021-03/Duration-of-protective-immunity_
Advice-to-NPHET-24%20-Feb-2021.pdf.

30. Allen N. Prevalence of antibodies to SARS-CoV-2 in Irish healthcare workers
phase 1 October 2020. 2021, HSE Health Protection Surveillance Centre, Ireland.
https://www.hpsc.ie/a-z/respiratory/coronavirus/novelcoronavirus/research/
precise/PRECISE%20Study%20Phase%201%20Interim%20Report%20January
%202021.pdf.

31. Dean AG, Sullivan KM, Soe MM. OpenEpi: open source epidemiologic statis-
tics for public health, version 3.01, www.OpenEpi.com, updated 6 April 2013,
accessed 2021.

Allen et al.

Volume 9 Issue 2 e00391-21 MicrobiolSpectrum.asm.org 20

D
ow

nl
oa

de
d 

fr
om

 h
ttp

s:
//j

ou
rn

al
s.

as
m

.o
rg

/jo
ur

na
l/s

pe
ct

ru
m

 o
n 

30
 S

ep
te

m
be

r 
20

21
 b

y 
13

7.
19

1.
23

5.
14

6.

https://doi.org/10.1016/S0140-6736(20)32266-2
https://doi.org/10.1093/cid/ciaa1685
https://doi.org/10.1093/cid/ciaa1685
https://doi.org/10.1089/pop.2020.0256
https://doi.org/10.1101/2021.03.04.21252532
https://doi.org/10.1016/j.jcv.2020.104540
https://www.fda.gov/medical-devices/coronavirus-disease-2019-covid-19-emergency-use-authorizations-medical-devices/eua-authorized-serology-test-performance
https://www.fda.gov/medical-devices/coronavirus-disease-2019-covid-19-emergency-use-authorizations-medical-devices/eua-authorized-serology-test-performance
https://www.fda.gov/medical-devices/coronavirus-disease-2019-covid-19-emergency-use-authorizations-medical-devices/eua-authorized-serology-test-performance
https://doi.org/10.1128/JCM.02104-20
https://doi.org/10.1128/JCM.02104-20
https://doi.org/10.1016/j.vaccine.2020.10.094
https://doi.org/10.1016/j.vaccine.2020.10.094
https://doi.org/10.1002/14651858.CD013652
https://doi.org/10.1002/14651858.CD013652
https://www.hiqa.ie/sites/default/files/2021-03/Duration-of-protective-immunity_Advice-to-NPHET-24&hx0025;20-Feb-2021.pdf
https://www.hiqa.ie/sites/default/files/2021-03/Duration-of-protective-immunity_Advice-to-NPHET-24&hx0025;20-Feb-2021.pdf
https://www.hpsc.ie/a-z/respiratory/coronavirus/novelcoronavirus/research/precise/PRECISE&hx0025;20Study&hx0025;20Phase&hx0025;201&hx0025;20Interim&hx0025;20Report&hx0025;20January&hx0025;202021.pdf
https://www.hpsc.ie/a-z/respiratory/coronavirus/novelcoronavirus/research/precise/PRECISE&hx0025;20Study&hx0025;20Phase&hx0025;201&hx0025;20Interim&hx0025;20Report&hx0025;20January&hx0025;202021.pdf
https://www.hpsc.ie/a-z/respiratory/coronavirus/novelcoronavirus/research/precise/PRECISE&hx0025;20Study&hx0025;20Phase&hx0025;201&hx0025;20Interim&hx0025;20Report&hx0025;20January&hx0025;202021.pdf
https://www.MicrobiolSpectrum.asm.org

	RESULTS
	SARS-CoV-2 seropositivity in relation to assay type: Abbott SARS-CoV-2 and Roche Anti-SARS-CoV-2.
	Abbott SARS-CoV-2 “Grayzone” results.
	SARS-CoV-2 seropositivity in relation to assay type: Roche Anti-SARS-CoV-2 and Wantai SARS-CoV-2 Ab ELISA.
	SARS-CoV-2 seropositivity over time (previously PCR-positive participants).
	Abbott SARS-CoV-2 seronegativity in relation to participant characteristics.

	DISCUSSION
	Seropositivity in relation to assay type: Abbott versus Roche—all participants.
	Does the Abbott grayzone add anything?
	Seropositivity in relation to assay type—Roche versus Wantai assay.
	Seropositivity over time (previously PCR-positive participants).
	Limitations.
	Conclusion and recommendations.

	MATERIALS AND METHODS
	Study design.
	Ethical approval.
	Laboratory assays.
	Statistical methods.
	Data availability.

	ACKNOWLEDGMENTS
	REFERENCES

