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Background: The clinical significance of the antibody response
after SARS-CoV-2 infection remains unclear.

Purpose: To synthesize evidence on the prevalence, levels,
and durability of detectable antibodies after SARS-CoV-2
infection and whether antibodies to SARS-CoV-2 confer natu-
ral immunity.

Data Sources: MEDLINE (Ovid), Embase, CINAHL, Cochrane
Central Register of Controlled Trials, ClinicalTrials.gov, World
Health Organization global literature database, and Covid19
reviews.org from 1 January through 15 December 2020, lim-
ited to peer-reviewed publications available in English.

Study Selection: Primary studies characterizing the preva-
lence, levels, and duration of antibodies in adults with SARS-
CoV-2 infection confirmed by reverse transcriptase polymerase
chain reaction (RT-PCR); reinfection incidence; and unintended
consequences of antibody testing.

Data Extraction: Two investigators sequentially extracted
study data and rated quality.

Data Synthesis: Moderate-strength evidence suggests that
most adults develop detectable levels of IgM and IgG anti-
bodies after infection with SARS-CoV-2 and that IgG levels

peak approximately 25 days after symptom onset and may
remain detectable for at least 120 days. Moderate-strength
evidence suggests that IgM levels peak at approximately 20
days and then decline. Low-strength evidence suggests that
most adults generate neutralizing antibodies, which may per-
sist for several months like IgG. Low-strength evidence also
suggests that older age, greater disease severity, and pres-
ence of symptoms may be associated with higher antibody
levels. Some adults do not develop antibodies after SARS-
CoV-2 infection for reasons that are unclear.

Limitation: Most studies were small and had methodological
limitations; studies used immunoassays of variable accuracy.

Conclusion: Most adults with SARS-CoV-2 infection con-
firmed by RT-PCR develop antibodies. Levels of IgM peak
early in the disease course and then decline, whereas IgG
peaks later and may remain detectable for at least 120 days.

Primary Funding Source: Agency for Healthcare Research
and Quality. (PROSPERO: CRD42020207098)
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he association of antibodies to SARS-CoV-2 with im-

munity to COVID-19 (which SARS-CoV-2 causes)
remains unclear. Of key importance is whether having
antibodies after recovery from COVID-19 is associated
with lower risk for reinfection or less severe disease if
reinfection occurs. Understanding the implications of
having antibodies is essential to guiding individual
patient care decisions as well as public health interven-
tions, such as testing and vaccination.

Although antibody presence is popularly equated
with immunity, the actual relationship between antibod-
ies and immunity varies by viral disease. For example,
antibodies develop in response to seasonal human coro-
naviruses that cause the common cold but do not confer
lifelong immunity, perhaps because waning antibody
levels or viral mutations render preexisting antibodies
ineffective, as with seasonal influenza (1, 2). Properties of
the infecting virus, the “dose” and route of infection, and
such host factors as age may also influence the antibody
response and immunity (3). Case reports of SARS-CoV-2
reinfection, although rare, have generated speculation
about the role of antibodies in the risk for and severity of
reinfection but have not shown clear trends (4).

Numerous immunoassays have been developed to
detect SARS-CoV-2 antibodies. However, a standard
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approach to testing in terms of antibody subtypes and
timing has not yet been determined, and guidelines
from the U.S. Centers for Disease Control and Prevention
recommend against making individual health care
decisions based on antibody test results alone (5).
Immunoassays detect antibody subtypes (IgM, IgG, or
IgA) or composite antibody responses (pan-lg) and may
report results qualitatively or quantitatively. Most immu-
noassays detect antibodies to the viral spike protein, re-
ceptor-binding domain (which is part of the spike
protein), or nucleocapsid protein (5). Neutralizing anti-
bodies, which most commonly act against the receptor-
binding domain region of the viral spike protein, bind to
the virus and prevent infection and are therefore of par-
ticular interest in determining whether antibodies confer
protective immunity (6).

We aimed to synthesize evidence on the following 4
topics: 1) prevalence, levels, and durability of antibodies
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developed in response to SARS-CoV-2 infection; 2) varia-
tion by patient characteristics, disease severity, and immu-
noassay used; 3) whether and for how long antibodies
confer natural immunity; and 4) any unintended conse-
quences of antibody testing. This article is based on a rapid
systematic review done by the Agency for Healthcare
Research and Quality (AHRQ) Effective Health Care
Program in coordination with the American College of
Physicians (ACP). This review helped inform the develop-
ment of ACP Practice Points on the role of antibody testing
in COVID-19.

METHODS

We followed standard systematic review methods
and reporting guidelines and registered the protocol
for this review at PROSPERO on 15 October 2020
(CRD42020207098) (7, 8). To accommodate a rapid
review timeline, we used sequential instead of independ-
ent dual review processes for study selection, data
extraction, and quality assessment. A complete descrip-
tion of our methods can also be found on the AHRQ
website (9). Key questions (detailed in the ACP Practice
Points) were developed by ACP and AHRQ staff and re-
vised with input from the review authors (l.A.-J., K.M,,
and M.H.).

Data Sources and Searches

A research librarian (R.A.P.) searched for English-
language articles in the following databases: Ovid
MEDLINE ALL, Elsevier Embase, Cochrane Central
Register of Controlled Trials, CINAHL, ClinicalTrials.gov,
the World Health Organization global literature data-
base, and COVID19%reviews.org. The original database
search was from 1 January to 5 August 2020. Later hand-
searching of relevant citations showed gaps in the search
strategies, which were revised for an updated search that
captured citations from 1 January to 15 December 2020
(see the Supplement [available at Annals.org] for the
search strategy). We limited our search to peer-reviewed
publications and excluded preprint (non-peer-reviewed)
studies.

Study Selection

We included studies of adults (aged =18 years) with
SARS-CoV-2 infection diagnosed via reverse transcrip-
tase polymerase chain reaction (RT-PCR) who had sero-
logic testing when the study addressed at least 1 of our 4
aims and included an outcome of interest (Supplement
Table 2 [available at Annals.org] provides inclusion and
exclusion criteria). We included immunoassay validation
studies identified in our first round of searching but sub-
sequently focused on studies that directly addressed our
aims. Although we retained immunoassay validation
studies to illustrate what they contributed to the evidence
base, they provided indirect and less reliable evidence
about antibody dynamics given that seroprevalence had
to be extrapolated from sensitivity and specificity esti-
mates. Using a sequential process (involving I.A.-J., KM.,
C.A., JA., and E.G.), 1 reviewer screened abstracts for
inclusion and reviewed full texts and a second reviewer
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verified decisions. Disagreements were resolved through
consensus.

Data Extraction and Quality Assessment

Using a sequential process, 1 reviewer extracted
study characteristics and outcomes (L.A.-J., KM., C.A,, J.
A., or E.G.) and a second reviewer verified accuracy (I.A.-
J. KM, CA., JA., or EG.). We intended to use the
National Institutes of Health criteria to describe COVID-
19 severity as mild, moderate, or severe, but we instead
reported disease severity as defined in individual studies
because of the wide range of criteria used (10). Two
reviewers (KM. and E.G.) sequentially assessed study
quality (risk of bias) using adapted criteria from one of
the following: the Joanna Briggs Institute's critical ap-
praisal checklist for prevalence studies, the Newcastle-
Ottawa Scale for cohort and cross-sectional studies, or
the QUADAS-2 (Quality Assessment of Diagnostic
Accuracy Studies 2) tool for immunoassay validation
studies (11-13).

Data Synthesis and Analysis

We synthesized evidence qualitatively and did not
do meta-analyses because of variability in study popula-
tions, immunoassays used, test timing, and outcomes.
Two reviewers (l.A.-J. and K.M.) rated the overall strength
of evidence using criteria that assessed study risk of bias,
how directly the populations and outcomes of interest
were evaluated, precision of effect estimates, and consis-
tency of results across studies. We focused strength-of-
evidence assessments regarding antibody prevalence
on results from seroprevalence, cross-sectional, and
cohort studies rather than results from immunoassay vali-
dation studies (which provide less reliable estimates for
the reasons already discussed). For the remaining out-
comes of interest, we incorporated results from all stud-
ies into strength-of-evidence assessments.

Literature Surveillance

We plan monthly literature surveillance using our
most recent search strategy and methods as described
in the preceding sections. New evidence that does not
substantively change our findings will be summarized
quarterly; a major update will be made when new evi-
dence changes the nature or strength of the conclusions.
We anticipate maintaining this living review through
December 2021, adjusting the timeline as needed depend-
ing on when we can conclusively answer the review's key
questions.

Role of the Funding Source

Staff at AHRQ contributed to the development of
the review aims and scope but had no role in the selec-
tion, assessment, or synthesis of evidence; AHRQ was
not involved in the decision to submit this article for
publication.

REsuLTs
The literature flow chart (Figure 1) summarizes the
results of search and study selection processes (7). We
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Figure 1. Evidence search and selection.

Records identified through database

5 searching (n =3937)
= MEDLINE (Ovid): 1699
& Embase: 756
'q:: WHO COVID-19: 604
ped CCRCT: 607

CINAHL: 271

Records identified through reference lists
and gray literature searching (n =87)

Records remaining after removal
of duplicates (n =3515)

Excluded (n =2979)

Screening/Eligibility

Records remaining after title
and abstract review (n =536)

Excluded (n = 470)
Ineligible population: 152
Ineligible intervention: 2
Ineligible outcome: 100
Ineligible study design: 31
Ineligible publication type: 118
Ineligible systematic review: 5

Ineligible language: 19
Revoked EUA: 1
Unable to locate full text: 6
Number of samples per patient

not reported: 8
Immunoassay validation study: 22*
Duplicate: 6

Records remaining after full-
text review and included in
synthesis (n = 66)

CCRCT = Cochrane Central Register of Controlled Trials; EUA = emergency use authorization; WHO = World Health Organization.

* Exclusion applied to update search only.

included 66 observational studies (total n = 16 525): 4 stud-
ies estimated population seroprevalence and included a
subpopulation with SARS-CoV-2 infection confirmed by
RT-PCR, 45 were cross-sectional or cohort studies char-
acterizing the antibody response (that is, antibody types,
levels, and durability), and 17 validated the diagnostic
performance of 1 or more immunoassays (14-45-46-77-
78, 79). Supplement Table 3 (available at Annals.org)
shows study characteristics.

About half of the studies (52%) included fewer than
100 participants with SARS-CoV-2 infection diagnosed
via RT-PCR; sample sizes ranged from 29 to 2547 per-
sons (median, 98 persons). Most studies (64%) included
participants with a range of disease severity and symp-
toms. Nine studies (14%) included only participants with
asymptomatic or mild disease; 10 (15%) included only
participants with moderate, severe, or critical disease;
and 5 (7%) did not report disease severity. Twenty-five
studies (38%) were done in China, 22 (33%) in Europe,
and 12 (18%) in the United States or Canada; the remain-
ing 7 studies (11%) were from other countries (Korea,
Japan, Thailand, Singapore, India, or Brazil). Thirty-four
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studies (51%) were done in hospital settings, 15 (23%) in
outpatient settings, and 15 (23%) in a mix of inpatient
and outpatient settings; 2 studies (3%) did not report
setting. Most studies evaluated antibody prevalence or
levels within the first 28 days from symptom onset or RT-
PCR diagnosis. A longitudinal prospective study of neu-
tralizing antibody titers among 32 recovered adults
collected samples up to 152 days after symptom onset,
the longest follow-up among included studies (23). With
a few exceptions, most other studies followed partici-
pants for less than 100 days (20, 29, 50, 53, 63).

Studies measured IgM and IgG most frequently, fol-
lowed by neutralizing antibodies and IgA. Studies used
various immunoassays, including commercially available
immunoassays and those developed “in-house” by aca-
demic and research institutions. Supplement Table 4
(available at Annals.org) presents immunoassay manu-
facturer information, performance characteristics, and
authorization status in the United States and Europe (80-
82).

Overall, 15 studies (23%) had low risk of bias, 16
(24%) had high risk of bias, and reporting gaps made risk

Annals of Internal Medicine 3


http://www.annals.org
http://www.annals.org
http://www.annals.org

REVIEW

Antibody Response After SARS-CoV-2 Infection and Implications for Immunity

Table 1. Antibody Prevalence

Antibody Peak Prevalence Estimate*

Studies (RT-PCR-

Study, Year (Reference)

Class Positive Participants), n

IgM Median, 80 d* (range, 9-98 d) when
measured approximately 20 d after
symptom onset or RT-PCR diagnosis

21(6073)

19G Median, 95 d* (range, 15-100 d) when
measured approximately 25 d after
symptom onset or RT-PCR diagnosis

24 (9136)

IgA Median, 83 d (range, 75-89 d) when 5(747)
measured approximately 2-122 d after
symptom onset or RT-PCR diagnosis
Neutralizing Median, 99 d* (range, 76-100 d) when 8(979)
antibody measured approximately 30 d after
symptom onset or RT-PCR diagnosis

Dave et al, 2020 (24); Fafi-Kremer et al, 2020 (27); Gudbjartsson
etal, 2020 (29); Hou et al, 2020 (30); Huang et al, 2020 (31);
Iversen et al, 2020 (35); lyer et al, 2020 (36); Ko et al, 2020 (38);
Lietal, 2020 (41); Liu et al, 2020 (45); Lynch et al, 2020 (47); Qu
et al, 2020 (51); Seow et al, 2020 (54); Shu et al, 2020 (57); Stock
da Cunha et al, 2020 (59); Sun et al, 2020 (60); Xu et al, 2020
(74); Young et al, 2020 (75); Zhang et al, 2020 (76); Zhao et al,
2020 (77); Zhao et al, 2020 (78)

Bruni et al, 2020 (18); Dave et al, 2020 (24); Fafi-Kremer et al, 2020
(27); Gudbjartsson et al, 2020 (29); Hou et al, 2020 (30); Iversen
etal, 2020 (35); lyer et al, 2020 (36); Ko et al, 2020 (38); Li et al,
2020 (41); Liu et al, 2020 (45); Lynch et al, 2020 (47); Petersen
etal, 2020 (50); Qu et al, 2020 (51); Seow et al, 2020 (54); Shang
et al, 2021 (55); Shu et al, 2020 (57); Sun et al, 2020 (60);

Suthar et al, 2020 (61); Wang et al, 2020 (67); Xu et al, 2020 (74);
Young et al, 2020 (75); Zhang et al, 2020 (76); Zhao et al, 2020
(77); Zhao et al, 2020 (78)

Bruni et al, 2020 (18); Chirathaworn et al, 2020 (21); lyer et al, 2020

(36); Schaffner et al, 2020 (53); Seow et al, 2020 (54)

Crawford et al, 2020 (23); Fafi-Kremer et al, 2020 (27); lyer et al,
2020 (36); Ko et al, 2020 (38); Koblischke et al, 2020 (39); Suthar
etal, 2020 (61); Wang et al, 2020 (68); Wendel et al, 2020 (70)

RT-PCR = reverse transcriptase polymerase chain reaction.

* Based on results of studies that evaluated antibody prevalence close to its estimated peak time (at 20, 25, and 30 d after symptom onset or RT-
PCR diagnosis for IgM, IgG, and neutralizing antibodies, respectively), excluding studies that did not provide estimates within 10 d before or after
the peak. If studies reported antibody prevalence as measured by =1 immunoassay, the highest prevalence estimate was included. Estimates do

not include prevalence results of composite (IgM plus IgG) antibodies.

of bias for the remaining 35 (53%) unclear. Supplement
Table 5 (available at Annals.org) presents risk-of-bias
assessments for each study, as well as the criteria used in
assessments. Three of the 4 seroprevalence studies had
low risk of bias (28, 29, 35). The exception was a study of
U.S. Navy service members aboard the U.S.S. Theodore
Roosevelt carrier during a SARS-CoV-2 outbreak; this
study had high risk of bias due to low participation (27%
of eligible participants were included in the sample), dif-
ferences in the age and racial distribution of participants
compared with nonparticipants, and use of participant
self-report for RT-PCR and serology test results (49).
Among cross-sectional and cohort studies with high risk
of bias, the most serious methodological issues were
unclear patient selection methods (that is, whether selec-
tion was random or consecutive) and lack of adjustment
for confounding factors, like age, that could influence
subgroup comparisons (16, 18, 24, 40, 42, 45, 51, 54,
57,66,68,74,76,77,79). In the immunoassay validation
studies, inadequate reporting of patient selection meth-
ods and unclear or inconsistent criteria for interpreting
immunoassay results meant that we could not rule out
high risk of bias and limited the clinical applicability of
results (14, 15, 22, 25, 26, 32, 33, 37, 43, 44, 48, 56, 64,
65, 69,71,72).

IgM Prevalence, Levels, and Duration

Evidence suggests that most adults with SARS-CoV-2
infection confirmed by RT-PCR (80%) develop IgM
antibodies. We derived this estimate from results of 21
seroprevalence, cross-sectional, and cohort studies (n =
6073; range, 32 to 1850 participants) that reported IgM
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prevalence at or around 20 days after symptom onset or
RT-PCR diagnosis (Table 1) (24, 27, 29-31, 35, 36, 38, 41,
45,47,51,54,57,59, 60, 74-78).

We chose to examine IgM prevalence at or around
20 days because this is when IgM levels are estimated to
peak on the basis of a subset of studies describing trends
in IgM levels over time (Table 2). Results from studies
that trended IgM levels over time also suggest that IgM
is first detected at a mean of 7 days and starts to decline
at 27 days. Figure 2 illustrates the distribution of IgM
prevalence estimates.

We have moderate confidence in findings about IgM
peak prevalence and trends in IgM levels over time.
Although some studies had serious methodological limi-
tations and nearly all used different immunoassays and
collected samples at different frequencies and time
points, findings that most individuals develop IgM and
that these levels decline over time are consistent across
most studies.

IgG Prevalence, Levels, and Duration

Evidence suggests that nearly all adults with SARS-
CoV-2 infection confirmed by RT-PCR (95%) develop IgG
antibodies. In the same way that we derived an overall
estimate for IgM prevalence, we derived an estimate for
IgG based on results from 24 seroprevalence, cross-sec-
tional, and cohort studies (n = 9136; range, 32 to 2547
participants) that reported IgG prevalence at or around
25 days, when IgG levels are estimated to peak (Table 1)
(18, 24,27, 29, 30, 35, 36, 38, 41, 45, 47, 50, 51, 54, 55,
57, 60, 61, 67, 74-78). Studies that trended IgG levels
over time also found that IgG is first detected at a mean
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of 12 days (slightly later than IgM), peaks at 25 days, then
plateaus and may decline after 60 days (Table 2). Figure
3 illustrates the distribution of IgG prevalence estimates.
We have moderate confidence in findings about IgG
peak prevalence and trends in IgG levels over time.
Findings are consistent even though studies were done
in different regions and settings and had a range of

quality.

REVIEW

IgA Prevalence, Levels, and Duration

Only 5 cross-sectional and cohort studies (n = 747,
range, 40 to 343 participants) evaluated IgA prevalence,
and they varied widely in test timing. These studies found
that IgA prevalence ranged from 75% to 89% (median,
83%) when measured from days 2 to 122 after symptom
onset or RT-PCR diagnosis (Table 1) (18, 21, 36, 53, 54).

Like 1gG, IgA may remain detectable for months past

Table 2. Antibody Kinetics*

Antibody Class

Earliest Detected

Peak Prevalence

Starts to Decline

Duration

IgM
Median (range), d
Studies (total
participants), n
Study, year
(reference)

IgG
Median (range), d
Studies (total
participants), n
Study, year
(reference)

IgA
Median (range), d
Studies (total
participants), n
Study, year
(reference)

Neutralizing antibody

Median (range), d

Studies (total
participants), n

Study, year
(reference)

7(3-14)
12(1715)

Bao et al, 2021 (16); Dave et al,
2020 (24); Hou et al, 2020
(30); Infantino et al, 2020
(33); Liu et al, 2020 (45); Qu
etal, 2020 (51); Shu et al,
2020 (57); Sun et al, 2020
(60); Young et al, 2020 (75);
Xie et al, 2020 (73); Zhang et
al, 2020 (76); Zhao et al,
2020 (78)

12 (3-41)
16 (4348)

Bao etal, 2021 (16); Chen et al,
2020 (19); Dave et al, 2020
(24); Jaaskeldinen et al, 2020
(37); Kwon et al, 2020 (40);
Liu et al, 2020 (42); Liu et al,
2020 (45); Lynch et al, 2020
(47); Qu et al, 2020 (51);
Shang et al, 2021 (55); Shu et
al, 2020 (57); Van Elslande et
al, 2020 (66); Xie et al, 2020
(73); Young et al, 2020 (75);
Zhang et al, 2020 (76); Zhao
etal, 2020 (78)

11
1(40)

Jaaskelainen et al, 2020 (37)

6(6-7)
3(103)

Koblischke et al, 2020 (39);
Suthar et al, 2020 (61); Wang
etal, 2020 (68)

20(10-35)
15 (5474)

Bao et al, 2021 (16); Chen et al,
2020 (19); Dave et al, 2020
(24); de la Iglesia et al, 2020
(25); Hou et al, 2020 (30);
Huang et al, 2020 (31); Isho
et al, 2020 (34); Kwon et al,
2020 (40); Li et al, 2020 (41);
Liu et al, 2020 (45); Qu et al,
2020 (51); Seow et al, 2020
(54); Shu et al, 2020 (57); Sun
et al, 2020 (60); Zhang et al,
2020 (76)

25(14-42)
11(5032)

Bao et al, 2021 (16);
Gudbijartsson et al, 2020
(29); Huang et al, 2020 (31);
Isho et al, 2020 (34); lyer et
al, 2020 (36); Li et al, 2020
(41); Liu et al, 2020 (45); Qu
etal, 2020 (51); Shu et al,
2020 (57); Van Elslande et al,
2020 (66); Zhang et al, 2020
(76)

23 (16-30)
2(632)

Isho et al, 2020 (34); Seow et al,
2020 (54)

31(15-45)
6(921)

Fafi-Kremer et al, 2020 (27);
Isho et al, 2020 (34); Ko et al,
2020 (38); Koblischke et al,
2020 (39); Seow et al, 2020
(54); Wang et al, 2020 (68)

27 (14-35)
7(2413)

Bao et al, 2021 (16); Chen et al,
2020 (19); Crawford et al,
2020 (23); Dave et al, 2020
(24); Isho et al, 2020 (34); Qu
et al, 2020 (51); Sun et al,
2020 (60)

60 (30-100)
4 (3286)

Chen et al, 2020 (20); Isho et al,
2020 (34); Li et al, 2020 (41);
Shang et al, 2021 (55)

30 (28-48)
4(1977)

Gudbjartsson et al, 2020 (29);
Isho et al, 2020 (34);
Schaffner et al, 2020 (53);
Seow et al, 2020 (54)

30 (22-60)
3(126)

Crawford et al, 2020 (23);
Koblischke et al, 2020 (39);
Seow et al, 2020 (54)

Total duration, 115 d
1(567)

Isho et al, 2020 (34)

Total duration, 120 d
1(1263)

Gudbjartsson et al,
2020 (29)

Total duration, 140 d
1(217)

Chirathaworn et al,
2020 (21)

Total duration, 152 d
1(32)

Crawford et al, 2020
(23)

* Studies included in this table reported trends in antibody levels by specific day (e.g., first detected on day 7). Additional studies evaluated anti-
body kinetics but described results more generally (e.g., IgM peaked early in the disease course, then declined). All studies that were incorporated
into strength-of-evidence assessments for each outcome are listed in Supplement Table 6 (available at Annals.org).
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Figure 2. 1gM prevalence at 0-30 d and after 30 d.

Study, Year (Reference) Maximum  Positive, n Total
Days From Tested, n
Positive RT-
PCR Result
0-30 d from positive RT-PCR result
Zhao et al, 2020 (78) 15 133 173
Zhao et al, 2020 (78) 20 164 173
Fafi-Kremer et al, 2020 (27) 20 26 29
lyer et al, 2020 (36)* 21 301 343
Iversen et al, 2020 (35) 21 173 360
Hou et al, 2020 (30)t 21 279 338
Zhao et al, 2020 (78) 25 170 173
Fafi-Kremer et al, 2020 (27) 27 75 83
Fafi-Kremer et al, 2020 (27)* 28 40 48
Zhao et al, 2020 (78) 30 172 173
Huang et al, 2020 (31) 30 300 366
231 d from positive RT-PCR result
Zhao et al, 2020 (78) 35 172 173
Gudbjartsson et al, 2020 (29) 35 29 42
Zhao et al, 2020 (78) 40 173 173
Gudbjartsson et al, 2020 (29)t 102 57 1145

Estimate (95% ClI)

ome 76.9 (70.1-82.5)

- 94.8 (90.4-97.2)

—a— 89.7 (73.6-96.4)

] 87.8 (83.9-90.8)

e 48.1 (42.9-53.2)

. 82.5 (78.1-86.2)

. 98.3 (95.0-99.4)

—a— 90.4 (82.1-95.0)

" 83.3 (70.4-91.3)

+a 99.4 (96.8-99.9)

i 82.0 (77.7-85.6)

] 99.4 (96.8-99.9)

i 69.0 (54.0-80.9)

Ha 100.0 (97.8-100.0)

L 5.0 (3.9-6.4)

I I I I 1

20.0 40.0 60.0 80.0 100.0

Percentage IgM-Positive

Studies represented had well-characterized patient populations and settings, measured antibodies using validated immunoassays, and lacked serious
methodological problems. RT-PCR = reverse transcriptase polymerase chain reaction.

* Number of days from positive result on RT-PCR is minimum of unbounded range (e.g., >20 d).

T Study provided mean or median number of days from positive result on RT-PCR.

SARS-CoV-2 infection. A large seroprevalence study
done in Iceland found that IgA antibodies peaked within
a month of SARS-CoV-2 diagnosis and then declined but
remained detectable for at least 100 days (29). Two other
studies that trended IgA levels over time reported similar
findings (21, 54). We have low confidence in these find-
ings given the smaller number of studies (with small sam-
ple sizes) and estimates for IgA prevalence and levels at
different time points.

Neutralizing Antibody Prevalence, Levels, and
Duration

Evidence from 8 cross-sectional and cohort studies
(n = 979; range, 29 to 567 participants) suggests that
almost all individuals (99%) develop neutralizing anti-
bodies (Table 1) (23, 27, 36, 38, 39, 61, 68, 70). Findings
about the durability of neutralizing antibodies varied. In
some studies, neutralizing antibody levels declined after
the acute phase of illness; in others, levels plateaued and
remained detectable for several months (Table 2) (23,
39, 54). Several studies found that neutralizing activity is
correlated with the presence of IgG antibodies to the viral
spike protein, nucleocapsid protein, and receptor-binding
domain (20, 36, 39). We have low confidence in findings
regarding neutralizing antibody prevalence and changes
in levels over time. Although results are consistent, studies
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of neutralizing antibody activity were small, used different
neutralization tests, and collected samples at different fre-
quencies and time points, limiting our ability to draw
stronger conclusions.

Variation in the SARS-CoV-2 Antibody Response

We examined whether antibody prevalence or levels
varied significantly by patient factors like age, sex, race/
ethnicity, and comorbid conditions; disease factors like
severity and the presence or absence of symptoms; and
the type of immunoassay used. We found little correla-
tion between these factors and antibody responses,
although weak evidence suggests that older age, greater
disease severity, and the presence of symptoms may be
associated with higher antibody levels. We have low con-
fidence in these findings given the limitations of the evi-
dence base, including small study sizes, inconsistent
adjustment for confounding factors, and lack of precision
in estimates. Details on these analyses can be found in
the full AHRQ report.

Lack of an Antibody Response

Nearly all studies found that a certain proportion of
patients with SARS-CoV-2 infection confirmed by RT-PCR
did not have detectable antibodies. For example, in an
Icelandic seroprevalence study in which 489 recovered
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patients had antibody testing at 2 time points (once =3
weeks after diagnosis and again =1 month after that), 19
(4%) had negative results for 2 pan-lg immunoassays
(29). Few studies evaluated whether patient factors and
illness severity were associated with this finding. An
exception is a U.S. study of 2547 frontline health care
workers and first responders, which found that about 6%
of participants remained seronegative 14 to 90 days after
symptom onset (50). This result was strongly associated
with disease severity and presence of symptoms. Although
11% of 308 asymptomatic patients did not develop anti-
bodies, none of the 79 patients hospitalized for COVID-19
were seronegative.

REVIEW

Role of Antibodies in Immunity Against Reinfection
Studies in this review primarily aimed to estimate
seroprevalence and characterize the antibody response
after SARS-CoV-2 infection and did not directly evaluate
the association between antibodies and immunity. A ret-
rospective study of 47 hospitalized patients in China with
moderate to severe COVID-19 mentions a potential case
of reinfection in 1 patient during the “convalescence
stage” of the disease (77). Of note, the patient did not
have detectable antibodies (either IgM or IgG) at follow-
up 4 weeks after discharge, but the study does not pro-
vide more detail or describe how reinfection was deter-
mined. Otherwise, we did not identify any studies of

Figure 3.19G prevalence at 0-30 d and after 30 d.

Study, Year (Reference) Maximum  Positive, n Total
Days From Tested, n
Positive RT-
PCR Result
0-30 d from positive RT-PCR result
Zhao et al, 2020 (78) 15 124 173
Zhao et al, 2020 (78) 20 160 173
Staines et al, 2021 (58) 20 115 134
Fafi-Kremer et al, 2020 (27) 20 14 29
lyer et al, 2020 (36)* 21 329 340
Iversen et al, 2020 (35) 21 199 360
Hou et al, 2020 (30)t 21 309 338
Zhao et al, 2020 (78) 25 167 173
Fafi-Kremer et al, 2020 (27) 27 59 83
Fafi-Kremer et al, 2020 (27)* 28 41 48
Petersen et al, 2020 (50) 29 37 39
Zhao et al, 2020 (78) 30 171 173
Staines et al, 2021 (58) 30 157 367
>31 d from positive RT-PCR result
Zhao et al, 2020 (78) 35 172 173
Gudbjartsson et al, 2020 (29) 35 40 42
Petersen et al, 2020 (50) 39 103 107
Zhao et al, 2020 (78) 40 173 173
Staines et al, 2021 (58) 40 82 92
Petersen et al, 2020 (50) 49 218 227
Staines et al, 2021 (58) 50 41 41
Petersen et al, 2020 (50) 59 364 387
Terpos et al, 2020 (63)t 62 178 213
Petersen et al, 2020 (50)t 64 2297 2457
Petersen et al, 2020 (50) 69 529 557
Huang et al, 2020 (31) 70 366 366
Petersen et al, 2020 (50) 79 328 349
Petersen et al, 2020 (50) 89 238 253
Gudbjartsson et al, 2020 (29)t 102 539 1134
Petersen et al, 2020 (50) 118 68 76

Estimate (95% ClI)

0.0

[E——— 71.7 (64.5-77.9)
- 92.5 (87.6-95.6)
—a— 85.8 (78.9-90.7)
— . 48.3 (31.4-65.6)
HH 96.8 (94.3-98.2)
] 55.3 (50.1-60.3)
= 91.4 (87.9-94.0)
i 96.5 (92.6-98.4)
—a— 71.1 (60.6-79.7)
—a— 85.4 (72.8-92.8)
—a— 94.9 (83.1-98.6)
a 98.8 (95.9-99.7)
- 94.0 (89.3-96.7)
a 99.4 (96.8-99.9)
—— 95.2 (84.2-98.7)
—a 96.3 (90.8-98.5)
H 100.0 (97.8-100.0)
e 89.1 (81.1-94.0)
= 96.0 (92.6-97.9)
—a 100.0 (91.4-100.0)
i 94.1 (91.2-96.0)
—a— 83.6 (78.0-87.9)
L] 93.5 (92.4-94.4)
HH 95.0 (92.8-96.5)
] 100.0 (99.0-100.0)
2] 94.0 (91.0-96.0)
i 94.1 (90.4-96.4)
HiH 47.5 (44.6-50.4)
—a— 89.5 (80.6-94.6)
T T T 1
25.0 50.0 75.0 100.0

Percentage IgM-Positive

Studies represented had well-characterized patient populations and settings, measured antibodies using validated immunoassays, and lacked serious
methodological problems. RT-PCR = reverse transcriptase polymerase chain reaction.

* Number of days from positive result on RT-PCR is minimum of unbounded range (e.g., >20 d).

T Study provided mean or median number of days from positive result on RT-PCR.
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persons with SARS-CoV-2 infection diagnosed via RT-
PCR that directly linked the presence or absence of anti-
bodies with incidence of reinfection. A Danish study is
investigating immunity by following participants positive
for SARS-CoV-2 antibodies at 1, 5, 10, and 20 years, but
so far it has reported only initial antibody test results (35).
Population seroprevalence studies, such as the Icelandic
study discussed in the previous section, could provide
insight into reinfection risk if study periods were extended
and incidence of reinfection compared among partici-
pants with and without antibodies.

We note that, in several recent studies of adults with
known positive or negative SARS-CoV-2 serologies, anti-
body presence is associated with protective immunity. A
prospective study following 12541 health care workers
in the United Kingdom for up to 31 weeks found that
anti-spike IgG seropositivity at baseline was associated
with lower risk for subsequent positive results on RT-PCR
testing for SARS-CoV-2 (223 of 11364 vs. 2 of 1265;
adjusted incidence rate ratio, 0.11) (83, 84). Only 37%
(466 of 1265) of the seropositive workers had a prior RT-
PCR-confirmed infection. Two small retrospective studies
also suggest that prior SARS-CoV-2 infection, as meas-
ured by positive antibody results, is associated with
reduced risk for reinfection (85, 86). One of these studies
described a SARS-CoV-2 outbreak among attendees
and staff at a summer school retreat (85). Among 152
participants, 76% (n = 116) had confirmed or presumed
SARS-CoV-2 infection, whereas none of the 24 persons
who had documented seropositive results in the 3
months before the retreat developed symptoms. In
another study, 3 participants who had positive neutraliz-
ing antibody results (and negative results on RT-PCR test-
ing for SARS-CoV-2) before departing on a fishing vessel
did not subsequently test positive for SARS-CoV-2 de-
spite an outbreak affecting 85% (104 of 122) of the
onboard population (86).

Unintended Consequences of SARS-CoV-2 Antibody
Testing

Abandoning recommended safety practices, such as
wearing masks and social distancing, is a potential unin-
tended consequence of antibody testing. In a survey of
560 British health care workers, 15% of whom had a his-
tory of SARS-CoV-2 infection confirmed by RT-PCR, 11%
(n = 61) would view social distancing as less important
and 31% (n = 175) would be "happier to visit friends and
relatives” if they received a positive antibody test result
(52). No studies have documented actual behavior
change related to knowledge of antibody status.

DiscussioN

This rapid systematic review synthesizes currently
available evidence (based on a literature search through
15 December 2020) on the prevalence of anti-SARS-
CoV-2 antibodies after COVID-19 and whether antibod-
ies confer natural immunity.

Moderate-strength evidence suggests that most
adults with SARS-CoV-2 infection develop IgM and IgG
antibodies. Moderate-strength evidence also suggests

8 Annals of Internal Medicine

Antibody Response After SARS-CoV-2 Infection and Implications for Immunity

that IgM levels peak approximately 20 days into the dis-
ease course and then decline, whereas IgG peaks
approximately 25 days after symptom onset for most
patients and may remain detectable for at least 120 days.
Low-strength evidence suggests that neutralizing anti-
body activity may also persist for several months. Low-
strength evidence also suggests that antibody preva-
lence does not vary by age or sex but that older age and
greater disease severity may be associated with higher
antibody levels. Details regarding strength-of-evidence
assessments for all outcomes are included in the ACP
Practice Points and in Supplement Table 6 (available at
Annals.org).

Most studies to date have not been designed to eval-
uate whether the presence of antibodies among persons
recovered from SARS-CoV-2 confers natural immunity,
nor whether the absence of postinfection antibodies is
clinically meaningful. Several studies are under way to
help answer these questions, and the AHRQ Effective
Health Care Program will update this report as new evi-
dence becomes available.

The evidence base has several limitations. First, stud-
ies were mostly small, primarily included hospitalized
patients with COVID-19, and were done mostly in China
and Europe, potentially limiting applicability to other
populations and settings. Second, the diagnostic accu-
racy of several immunoassays has not yet been validated
by the U.S. Food and Drug Administration (the standard
for emergency use authorization is different from the

U.S. Food and Drug Administration's typical review
standard) (87). Some antibody tests may have low sensi-
tivity, and false-positive results may occur because of
cross-reactivity from past exposures to other coronavi-
ruses. The degree to which false-negative or false-
positive results affect prevalence estimates is unclear
and was rarely commented on by study authors. Third,
most studies did not distinguish active infection from
persistently positive results on RT-PCR testing due to viral
RNA shedding that does not represent active infection, a
recently recognized phenomenon (88).

Limitations of our review methods include use of se-
quential rather than independent dual review for study
selection, data extraction, and quality assessment. Given
the large volume of studies and our rapid review timeline,
we may have missed subgroup data if the information was
in an online appendix or otherwise not prominently fea-
tured in the text. A second limitation is our exclusion of
preprints (non-peer-reviewed publications). Online publi-
cation of studies before peer review is common in the era
of COVID-19, and we may have excluded pertinent stud-
ies. Because this is a living review with ongoing literature
surveillance, we will continue to monitor the evidence
base for relevant preprint studies as they are published.
Finally, our scope was limited to studies of adults with
SARS-CoV-2 infection confirmed by RT-PCR, and findings
may not apply to those diagnosed clinically on the basis
of other criteria (such as imaging findings) or those with
subclinical disease who did not seek medical care.

Although this review focused on studies of antibod-
ies, the immune system's response to infection also
includes cell-mediated immunity (immunity dependent
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on the recognition of antigens by T cells). Studies designed
to evaluate the roles of both antibody-mediated and cell-
mediated immunity in preventing SARS-CoV-2 reinfection
are under way. For example, a prospective cohort study
funded by the National Institutes of Health is recruiting
adults with SARS-CoV-2 infection confirmed by RT-PCR or
a history of exposure; the study will monitor serum markers
of antibody and T-cell-mediated immunity over a 3-year
period and evaluate incidence of SARS-CoV-2 reinfection
over time (89). Selected in-progress studies are described
in Supplement Table 7 (available at Annals.org).
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