De-isolation and return to work

Version 5 — what’s new?
e Reduction in the time to de-isolate the patient from 14 days to 10 days.

Recommendations:

H Symptomatic patients with mild disease (not requiring hospitalisation for COVID-19) can be de-
isolated 10 days after the onset of their symptoms, provided their fever has resolved and their
other symptoms are improving.

H Hospitalised patients with moderate-severe disease (who require hospitalisation due to COVID-
19) can be de-isolated 10 days after achievement of clinical stability (i.e. from when they are
not requiring supplemental oxygen and are otherwise clinically stable).

H Asymptomatic patients can be de-isolated 10 days after their test.

IH Repeat PCR testing is NOT required in order to de-isolate a patient and is not recommended.

It is common for patients to continue to have symptoms for longer than the above time periods. Full
recovery may take several weeks for some patients, especially for symptoms such as fatigue, cough
and anosmia. Patients who are still symptomatic at the end of their isolation period can be de-
isolated provided that their fever has resolved and their other symptoms have shown improvement.
Patients admitted to hospital can continue their isolation period at home or at an isolation facility
once clinical stability has been achieved.
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Distinction between isolation period and returning to work

The recommended isolation time is the period during which a patient is still considered infectious.
This should be distinguished from the point at which a patient is medically well enough to return to
work. Some patients, especially those who have had severe disease, may require to be booked off
sick for longer than the above isolation periods.

Rationale for recommendations:

Duration of viral shedding

Most patients with mild COVID-19 infection continue to shed SARS-CoV-2 nucleic acid from their
upper airways for a median of approximately 7-12 days.' The duration of shedding is longer in
severe cases, though in both mild and severe cases, significant variation is seen.** Prolonged viral
shedding for over a month has been described in cases of both mild and severe disease.®

Viral shedding does not equate to infectiousness

The presence of detectable virus nucleic acid by RT-PCR does not necessarily imply infectiousness.
The virus may be detectable by PCR assays at a level below the threshold required to infect
someone, or the virus may not be replication competent. A better proxy for infectiousness is the
ability to successfully culture the virus from a sample. The measure is imperfect in that it is still
theoretically possible to successfully culture a virus at an inoculum below the infectious dose, or the
infectious dose may be lower than the quantity capable of being cultured. However, the successful
culture of a virus at a minimum implies both that the virus is replication competent and that the
inoculum is not trivially small.

In mild cases, cultures are generally only positive for 8-9 days after symptom onset

In a small cohort of 9 mild COVID-19 cases from Germany by Woélfel et al., viral loads and viral
cultures were performed on a variety of specimens simultaneously.® The virus was readily culturable
from specimens taken during the first week of symptoms (17% from swabs, 83% from sputum), but
no positive cultures were obtained from samples taken after 8 days from symptom onset. This was
despite ongoing high viral loads being detected at the time. The paper estimated that the likelihood
of recovering replication-competent virus would approach zero by day 10. This paper informed
previous version of the guidelines, but due to concerns about generalizing from a very small sample
that was limited to mild cases only, a precautionary buffer of 14 days of isolation was
recommended.

In a much larger cohort, published after the release of the version 4 of the clinical management
guidelines, ninety SARS-CoV-2 RT-PCR positive samples from patients in Manitoba, Canada were
incubated for culture.” Virus was successfully isolated from 26 of these (28.9%). Notably, there was
no culturable virus in samples with a real-time PCR cycle threshold value of >24, or in samples
obtained later than 7 days after symptom onset. It is unclear from the manuscript what proportions
of the samples came from patients with asymptomatic, mild, and severe disease.

Lastly, in a cohort study in the United States, SARS-CoV-2 RT-PCR positive samples from residents of
a skilled nursing facility underwent viral culture (n=48).2 Positive cultures were obtained from
samples taken up to 9 days after the onset of typical symptoms (fever, cough, or shortness of
breath). Patients in this cohort ultimately displayed a range of severity, from asymptomatic through
to severe disease.

Variations for asymptomatic and severely ill patients
The duration of infectiousness in patients with severe disease (i.e. requiring admission due to clinical
instability) less well established. In general, patients with severe disease may continue to shed virus



at higher levels for longer periods than patients with mild disease. One study of 129 severely-ill
hospitalised patients did indeed find viable virus for a median of 8 days, with an interquartile range
of 5-11 days.® The probability of a positive culture in this cohort dropped below 5% after 15 days
from the onset of symptoms. To provide a safe buffer, we therefore suggest de-isolating such
patients 10 days after clinical stability has been achieved (e.g. after supplemental oxygen was
discontinued), rather than 10 days after symptom onset.

Asymptomatic patients represent a conceptual challenge, since unlike symptomatic patients it is not
possible to easily estimate where in the course of viral shedding they are at the timepoint at which
they test positive. For simplicity, and to err on the side of caution, the guidelines committee
recommends that asymptomatic patients be isolated for 10 days following their test date.

Staff in healthcare and laboratory settings

For a guide to the management of staff in healthcare and lab settings with COVID-19 illness and
exposure, please consult the latest version of the Guideline for symptom monitoring and
management of essential workers for COVID-19 related infection.
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