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Letter to the Editor

Early outpatient treatment of SARS-COV-2 R
infection in non-hospitalised high-risk =~ [%==
paediatric patients in London, UK

In the recent review of COVID-19 in children by Powell et al.,' we
identified a lack of published data on early use of antiviral treatment
in high-risk children with confirmed SARS-COV-2 infection.

Compared to adults, children, and young people (CYP) are less
likely to develop severe disease leading to hospitalisation or death
following SARS-COV-2 infection."” Certain underlying medical con-
ditions, such as immunosuppression, chronic lung disease, complex
neuro-disabilities, are known to increase the risk of severe COVID-
19.>* In 2021, a national program was implemented to offer out-
patient treatment for high-risk patients with confirmed SARS-CoV-2
infection with the aim of preventing hospitalisation for severe
COVID-19. The COVID-19 Medication Delivery Units (CMDUs) in
designated hospitals triaged high-risk patients over the telephone
and offered outpatient treatment to eligible patients as soon as their
infection was confirmed. The programme targeted primarily adults
but also included CYP aged 12-18 years and weighing >40 kg. The UK
Royal College of Paediatrics and Child Health (RCPCH) provided a list
of high-risk conditions for CYP based on the best available evidence
at the time. The time window for treatment was five days from the
start of symptoms.” At the time, CYP were eligible for Remdesivir, a
nucleotide prodrug of an adenosine analogue that inhibits SARS-
CoV-2 viral replication, and Sotrovimab, a neutralising monoclonal
antibody which was effective against the alpha and delta variants of
SARS-COV-2 which were circulating at the time. Both agents had
been proven to be effective in preventing hospital admission and
death in high-risk adult patients, but there are no data in their use in
CYP.%’

In Southwest London, St. Georges University Hospital triaged all
high-risk CYP with confirmed SARS-CoV-2 infection daily, contacted
the family and offered outpatient treatment. Between 01 December
2021 and 31 May 2022, 86 CYP were triaged. Most CYP (61/86, 71%)
had received >1 COVID-19 vaccine prior to infection. Following dis-
cussion with the family, 22% (19/86) were identified as ineligible for
treatment because their underlying condition did not fulfil the listed
criteria. Of the 67 eligible CYP, the most common conditions were
immune-mediated inflammatory disorders (22/67, 32%), such as
inflammatory bowel disease and rheumatological conditions, fol-
lowed by Trisomy 21 (15/67, 22%), sickle cell disease (8/67, 12%) and
malignancies (8/67,12%).

Of the 67 eligible CYP, 22 (34%) was outside the 5-day treatment
window because of delays in confirming the infection by PCR, which
was required as part of the national guidelines. A further 19 were
either asymptomatic or clinically improving at the time of triage and
were not offered treatment. The remaining 26 CYP were offered
treatment and after discussion with the family 15 (15/26, 58%)
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agreed and 11 (11/26, 42%) refused treatment. Altogether, 15 CYP
received Sotrovimab (n=14) and Remdesivir (n=1). Both treatments
were well-tolerated with no adverse events, except for one CYP
experiencing severe bone pain - a known side effect - during
Sotrovimab infusion, resulting in treatment interruption.

Two months after their infection, telephone follow-up for all 86
referred cases identified only two hospitalisations, both unrelated to
COVID-19. The first case included a CYP with haematological ma-
lignancy who presented with febrile neutropenia 2 weeks after
Sotrovimab infusion, and the infectious aetiology was not identified.
The second case with known chronic kidney disease was also treated
with Sotrovimab and was hospitalised for worsening renal function.

In adults, evaluation of the CMDU programme in 4 UK centres
found only 17% of 4788 referred patients were eligible, 13% were
treated and 1% overall were hospitalised within 2 weeks® Such data
are, however, lacking in CYP, especially because very few countries
offered outpatient antiviral treatment for high-risk CYP with con-
firmed SARS-CoV-2 infection on a systematic, national level. Our
single-hospital experience found that, like adults, only 17% (15/86) of
referred high-risk CYP were eventually treated over the 6-month
period. Initial hurdles included the need for PCR-confirmation which
resulted in many CYP exceeding the 5-day treatment cut-off. A
substantial proportion of referred CYP (19/86 [22%] overall, 15/41
[36%] eligibles) were either asymptomatic or already improving
clinically despite being contacted within the 5-day period, which
made them ineligible for treatment. 11 of 26 (42%) eligible children
declined treatment, mainly because treatment required attendance
to hospital, insertion of intravenous cannula and spending several
hours in hospital, especially when the child was not particularly ill at
the time of triage, despite being high-risk.

Whilst acknowledging the relatively small CYP cohort in our
single-centre experience, our experience highlights several im-
portant findings for future consideration. Most importantly, none of
the 86 referred high-risk CYP went on to develop severe COVID-19.
This is consistent with published studies reporting a very low risk of
hospitalisation or death, even among high-risk CYP.! Consequently,
future recommendations need to consider carefully the risk benefits
as well as the costs and resource implications of providing such a
service during peak periods of the pandemic, especially for an age-
group with a very low risk of severe disease. At the same time, the
recommended intervention involved attendance to the hospital, as
well as insertion of intravenous lines and administration of in-
travenous infusions which was often not agreeable to the families,
especially when their child was not very ill even during the peak of
their illness. This is particularly the case now, in 2025, that most CYP
have already developed immunity against SARS-CoV-2 through
multiple exposures and vaccination.

Because none of the children were eventually hospitalised for
severe COVID-19, we are unable to comment on the effectiveness of
either treatment in preventing hospitalisations in our small cohort of
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patients. As such, we recommend that any such future programmes
should include national pathways for systematic information col-
lection to evaluate the intervention in near real-time and allow in-
formed decisions to be made on continuing, modifying or halting the
programme based on robust data. The availability of oral formula-
tions such as Paxlovid (Nirmatrelvir/ritonavir) which has been used
with good results in at-risk adult patients is now available for CYP
from 12 years of age, could help circumvent many of the hurdles
encountered.”'® However, such an intervention should demonstrate
clinical and cost-effectiveness in high-risk CYP before re-
commending wider implementation.
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