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TESTING ET QUARANTAINE DES PERSONNES
AVEC INFECTION PRECEDENTE DE SARS-COV-2

RAG 22/062021 — validé en RMG 28/06/2021

1.1. RECOMMANDATION

e Etant donné que le certificat de rétablissement a été établi pour une durée de 180 jours, il est
proposé que les contacts a haut risque asymptomatiques (quel que soit leur statut vaccinal)
qui ont été précédemment infectés dans les 180 jours précédents

o soient identifiés et appelés par le contact center. Car le risque de réinfection est faible
et il existe un risque de test faux-positif (« prolonged shedding ») ils sont cependant
dispensés de tests et d'une quarantaine si asymptomatique.

o Le call center leur informe que dés l'apparition de symptdbmes, mémes légers, ils
doivent étre testés.

o Dans le cas de clusters de « breakthrough infections » post-vaccinales, il est conseillé
que seules les personnes infectées il y a <90 jours soient exemptées de test et de
quarantaine. Le personnel en charge de la gestion de cluster peut adapter la stratégie
de test/quarantaine en fonction de la situation.

e Les personnes qui répondent a la définition d’un cas possible COVID-19 :

o nedoivent pas étre testées s'ils présentent des symptomes faibles pendant une période
de 180 jours apres infection initiale, pour éviter les résultats faux-positifs dus a une
excrétion virale prolongée, tres fréquente aprés une infection.

o doivent néanmoins étre testées si un lien épidémiologique avec un cas confirmé
COVID-19 existe (cad contact avec un cas COVID, méme a faible risque) ou en cas de
symptdmes séveres. Dans ces cas un test PCR est préférable pour garder la possibilité
de séquencer I'échantillon.

e Pour le traitement des données au niveau de Sciensano (qui ne dispose en général pas de
données cliniques), il est recommandé de continuer & considérer une fenétre de 90 jours
minimum entre un premier et un deuxiéme test positif pour identifier des résultats qui doivent
étre écartés comme « ancienne infection ». C’est-a-dire que tout test positif survenant au moins
90 jours aprés un premier test positif est considéré comme un nouveau cas et non comme un
duplicat.

1.2. BACKGROUND AND QUESTIONS

Re-positivity is often observed when re-testing for SARS-CoV-2 and can be due to prolonged viral
shedding but also to reinfection. As prolonged viral shedding frequently occurs, a time frame between
two positive tests was defined to consider a second positive case as a reinfection. Initially set at 8 weeks,
this time frame was extended to 90 days following a RAG advice published on 29 March 2021 and based
on data about the duration of protection after a first infection and the scarcity of reinfection events within
90 days.

The consequence of this time frame was that following a COVID-19 positive test, individuals were
exempted from testing and quarantine within 90 days of the first positive test, both after a high risk
contact and after travelling, except in case of severe symptoms.


https://covid-19.sciensano.be/sites/default/files/Covid19/20210329_Advice_RAG_TestingPreviouslyPositives_FR.pdf

As of 15t July 2021, the European digital COVID certificate will be put in place, for which the vaccination
status, a negative test or a previous infection will be taken into consideration. For the EU digital green
certificate, a recovery certificate, will be issued for a period of 180 days after the first positive PCR
result. (independent of vaccination status).

In addition, given the increasing number of vaccinated individuals in Belgium, testing and quarantine
measures for vaccinated high risk contacts will be adjusted. As of 24 June 2021, fully vaccinated
individuals will have to be tested only once after high risk contact and, if test negative, they will be
exempted from second test and quarantine. A fully vaccinated individual is defined by the Interministerial
Committee as having received the full vaccination scheme or one dose of a two-dose vaccine plus
infection within the previous 180 days.

Given the validity period of a previous infection for travelers and for partially vaccinated high risk
contacts, the following questions are asked:
e Should the period during which asymptomatic non-vaccinated HRC are exempt from testing and
quarantine be extended from 90 days to 180 days post-infection?
e Should persons that fulfill the COVID-19 case definition but present only mild symptoms be
exempted from testing during 180 days post-infection?
e What parameters should be taken into consideration to determine a second positive test as a
reinfection episode? (time frame between episodes, symptoms, epidemiological information, ..)
e Interms of data management and contact tracing, what time frame should be applied to define
a second positive test as a new infection rather than a duplicate? This is currently set at 90 days
in accordance with the previous recommendation.

1.3. ELEMENTS TO CONSIDER

e The immune response following SARS-CoV-2 infection seem to persist for several months (6-
12); large cohort studies analyzing the risk of reinfection suggest that SARS COV-2 infection
could indeed induce effective immunity to future infections in most individuals.

o Extensive data on immune protection against variants of concern are still lacking

e Current guidelines for asymptomatic travelers and partially vaccinated high risk contacts grant
exceptions after a previous infection episode for 180 days.

e Although a certain residual risk of infection remains present in both vaccinated and previously
infected persons, testing is more difficult in previously infected individuals because PCR tests
can remain positive for a long time after the initial infection.



1.4. INTERNATIONAL GUIDANCE REGARDING REINFECTION, TRAVELING AND
CONTACT TRACING

1.4.1. Reinfection

The ECDC published two technical reports, (i) on March 29 about the risk of SARS-CoV-2 transmission
from newly-infected individuals and (ii) on April 8 on SARS-CoV-2 reinfection surveillance within the
EU/EEA.

The report on risk of infection after previous infection notes that:

e “There is evidence that reinfection remains a rare event. Results from cohort studies confirm
that the protective effect of previous SARS-CoV-2 infection ranges from 81% to 100% from
Day 14 following initial infection, for a follow-up period of five to seven months. Protection
against reinfection is lower in individuals aged 65 years and older.

e These studies were carried out before the emergence of SARS-CoV-2 variants of concern
(VOCs) and therefore there is limited preliminary evidence that immunity induced against
previously circulating SARS-CoV-2 variants may not have the same potency or duration against
the VOCs identified to date (in particular the B.1.351 and P.1 variants.)”

In the report of April 8 ,the proposed case definition for a suspected COVID-19 reinfection case is
however defined using an interval of only 60 days, without any additional criteria.
e “A suspected COVID-19 reinfection case is a positive PCR or rapid antigen test (RAT) sample
260 days following a previous positive PCR, a previous positive RAT or a previous positive
serology (anti-spike 1gG).”

The table below summarizes case definitions for reinfection used in neighboring countries, based on
publicly available information on their websites. Note that these definitions have not been updated since
March 2021.

Country Defintion Latest date of
update

France The time period during which the risk of reinfection with SARS-CoV-2 16/03/2021
appears negligible is of two months at this time. It may change according
to the information available
A time period of 8 weeks after the first day of illness (or after the date of
testing) is considered for a possible reinfection.

Germany After a confirmed SARS-CoV-2 infection, the person has overcome the 31/03/2021
acute respiratory illness or had an asymptomatic SARS-CoV-2 infection

AND

The time between the first and the second positive test in at least 3

months

AND

The number of SARS-CoV-2 genome copies within the scope of the current

PCR detection 210 6 / ml or Ct value <30

United Kingdom Reinfection should be considered in the following circumstances: 15/03/2021
-a repeat positive SARS-CoV-2 PCR test 90 days or more after a previous

positive PCR test

-new COVID-19 symptoms in a patient with previous SARS-CoV-2 PCR

positive infection after apparent full recovery (resolution of previous

symptoms) AND a repeat positive SARS-CoV-2 PCR test (including within

90 days after a previous positive PCR test)

Most people with a history of test-confirmed COVID-19 who remain 17/03/2021
asymptomatic after recovery do not need to retest or quarantine if another
exposure occurs within 90 days of their initial infection.



https://www.ecdc.europa.eu/en/publications-data/sars-cov-2-transmission-newly-infected-individuals-previous-infection
https://www.ecdc.europa.eu/en/publications-data/reinfection-sars-cov-2-implementation-surveillance-case-definition-within-eueea

1.4.2. Travel

e In accordance with the EU Digital Covid Certificate, the ECDC states that individuals that have
recovered from a laboratory-confirmed SARS-CoV2 infection within 180 days prior to travel,
could be exempted from quarantine and testing requirements. However, it is still unclear
whether a prior infection with one variant protects against other variants.

e The recommendation from the CDC from March 2021, remains unchanged: travellers are
exempt from requirement to present a negative test before arrival in the US, during 90 days
after previous infection, unclear with regards to quarantine.

1.4.3. Contact tracing

There are no updates from ECDC or CDC regarding contact tracing recommendation since the previous
RAG advice on reinfection.

1.5. LITERATURE UPDATE

For previously discussed evidence, see the RAG advice on reinfection dd 29/03/2021.

1.5.1. Duration of immunological response following SARS-CoV-2 infection

There is a substantial amount of publications describing the antibody response after SARS-CoV-2
infection. The vast majority of SARS-CoV-2—infected individuals seroconvert following infection. While
there may be a waning of antibody response over time, T— and B- cell responses could persist for at
least 8 months post-infection (1).

In a cross-sectional study by Dan et al, the duration of immunological memory after COVID-19 (CD4 T
cells, CD8 T cells and humoral immunity) was analyzed; 188 recovered COVID-19 cases were followed-
up to 8 months after infection. Most cases included in the study were symptomatic patients with mild
disease. Antibodies declined moderately over 8 months, memory B cells increased between 1 month
and 8 month after infection, and memory CD4- and CD8- T cells declined with a half-life of 3 to 5 months.
Heterogeneity in the memory response was observed but 95 % of subjects nevertheless retained
an immune memory at 6 months after infection (2).

Turner et al. described bone marrow plasma cells, a persistent source of protective antibodies, in mild
COVID-19 convalescent individuals. Levels of serum anti-SARS-CoV-2 spike protein (S) antibodies
declined rapidly in the first 4 months after infection and then more gradually over the following 7 months,
but remained detectable at least 11 months after infection. Anti-S antibody titres correlated with the
frequency of S-specific plasma cells in bone marrow at 7 to 8 months after infection, suggesting that
mild infection with SARS-CoV-2 induced robust antigen-specific, long-lived humoral immune memory in
humans (3).

The group of Davenport et al analyzed the characteristics of a durable immune control of SARS-CoV-2
and prevention of reinfection. In a modelling study, this group also concluded that antibody neutralization
levels could predict immune protection (1,4).

1.5.2. Risk of reinfection and in particular reinfection in context of VOC circulation

In the previous RAG advice about reinfection, several cohort studies were described, that showed a low
risk of reinfection for previously infected individuals and confirmed that SARS COV-2 infection could
induce effective immunity to future infections in most individuals. In these studies, reinfection was
considered if the time frame between the first and second infection episode was > 90 days, the follow-
up period was 5 to 7 months (5-8). O’'Murchu et al performed a systematic review to synthesize the
evidence of the risk of reinfection over time, this analysis included the studies mentioned above.
O’Murchu et al calculated an absolute rate of reinfection of 0 — 1,1 % and no reported increase of
reinfection over time (6-10 months). They also concluded that naturally acquired SARS-CoV-2
immunity does not wane for at least 10 months post-infection (9).



https://covid-19.sciensano.be/sites/default/files/Covid19/20210329_Advice_RAG_TestingPreviouslyPositives_FR.pdf
https://covid-19.sciensano.be/sites/default/files/Covid19/20210329_Advice_RAG_TestingPreviouslyPositives_FR.pdf
https://covid-19.sciensano.be/sites/default/files/Covid19/20210329_Advice_RAG_TestingPreviouslyPositives_FR.pdf

The published studies mentioned above were based on data from 2020, so most did not include patients
infected with variants of concern (VOC). In contrast, the SIREN study was carried out in the UK until
December 2020, so at a time when the variant B.117 (Alpha) emerged and spread in this region. The
effect of this variant was included in the analysis, but no evidence was found that increased prevalence
of the Alpha variant adversely affected reinfection rates in the studied cohort (5).

Another observational study performed in the UK evaluated longitudinal symptom and test reports of 36
920 people positive for COVID-19 during a 3nmonth period (28/09/2020 — 27/12/2020). They found a
likely reinfection rate of around 0.7% (95% CI 0.6-0.8). Their data also suggested that the Alpha variant
did not substantially alter the risk of reinfection (10).

In the previous RAG advice about reinfection, some evidence suggesting reduced protection of previous
SARS-CoV-2 infection against infections with variants Beta and Gamma was also described. To our
knowledge, there is still very little information about reinfection rates due to the Beta, Gamma or Delta
variants. Theoretical concerns exist however, in view of the immune escape properties that are
attributed to these variants.

Phenotypic impacts* of VOCs
Alpha Beta Delta
(B.1.1.7) (B.1.351) (B.1.617.2)
Yes Yes Yes+

Increased transmissibility Yes ++
risk (change in R or

secondary attack rate)

Increased severity (risk of Possible Possible Possible Possible
hospitalization/death)

Increased reinfection risk No change Possible Possible Possible
(following natural infection

by other variants)

Impacts on diagnostics Limited, largely negated None reported None reported None reported
(PCR or Ag RDTSs) by standard assays

* Impacts on vaccines to be discussed in later sessions and detailed in the WHO COVID-19 Weekly Epidemiological Updates

Source: WHO webinar: Global Consultation on SARS-CoV-2 Variants of Concern and their Impact on Public Health
Interventions” June 10" 2021
See also the risk assessment published by ECDC on June 10 about SARS-CoV-2 circulation, variants of concern,

non-pharmaceutical interventions and vaccine rollout in the EU/EEA

A few case studies have been published, describing reinfection with the Beta variant in Luxembourg
(11) or with the Alpha variant in Italy (12). Staub et al described four reinfection cases in HCW in a
cluster of infections with the Beta variant. All reinfections were mild. In the study from Novazzi et al the
reinfection was also mild, while the first episode had required hospitalization. Of note, in this study, the
reinfection episode happened as soon as one month after the first episode.

It has to be noted that there is in fact a small number of well- documented cases of reinfection with
SARS- CoV-2. However, there is likely a significant under- reporting of SARS- CoV-2 reinfections due
to several factors. Individuals with low levels of infection who do not have clinically significant symptoms
may not present fortesting. In addition, once a potential reinfection case is identified, conclusive
determination can be confounded by prolonged symptoms following an initial infection, persistent
shedding of SARS- CoV-2 RNA, the potential for laboratory false positives, minor evolution of SARS-
CoV-2 variants within a host, and the variability and timing of antibody responses to the initial infection

().

The following experts contributed to this advice: Laura Cornelissen (Sciensano); Eddie De Block
(Cohezio); Géraldine De Muylder (Sciensano); Olivier Denis (CHU-UCL Namur); Achille Djiena (AViQ);
Naima Hammami (Zorg en Gezondheid); Alice Hannecart (Sciensano); Frédérique Jacobs (Erasme);
Romain Mahieu (COCOM); Geert Molenberghs (UHasselt-KULeuven), Steven Van Gucht (Sciensano);
Yves Van Laethem (CHU St Pierre); Michele Gérard (CHU St Pierre).


https://www.ecdc.europa.eu/sites/default/files/documents/RRA-15th-update-June%202021.pdf
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