
suggests a complex set of immunological,2,3 
platelet, and endothelial abnormalities,4 
possibly linked to viral persistence.5 Testing 
antihistamine response and being aware 
of potential dietary triggers are simple, 
low-risk interventions that have support 
from clinicians treating patients with long 
COVID. A clinical trial of antihistamines, led 
by University College London Hospitals, is 
about to start (STIMULATE-ICP), but will be 
over a year in reporting. We do not consider 
that mast cell disorder is the cause of long 
COVID, but a potential symptom target, 
alongside postural orthostatic tachycardia 
syndrome, and treating either or both if 
present is something that GPs can offer 
now to help many patients with long COVID.
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Development and 
external validation of a 
new clinical prediction 
model for early 
recognition of sepsis
The inclusion of criteria selected only the 
sickest of patients in the article by Loots 
et al,1 with 42% ultimately being diagnosed 
with sepsis. The inclusion criteria were: 
‘Acutely ill adult (≥18 years) patients with 
fever, confusion, general deterioration, 
or otherwise suspected severe infection 
were eligible for inclusion.’ The exclusion of 
respiratory rate as ‘less feasible for GPs to 
perform’ merits further consideration of the 
wider implications.

The title of this article may be misleading: 
the presumptive diagnosis of sepsis in a 
confused, feverish adult with ‘suspected 
severe infection’ is not an ‘early’ diagnosis. 
The title might be amended to ‘… a new 
clinical prediction model for accurate 
recognition of sepsis in housebound 
seriously ill adults’. The applicability and 
validity of this scoring model in ‘routine GP 
out-of-hours’ is unproven.
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Author response
We thank Diarmuid Quinlan for the interest 
in our study, and he correctly points out 
that the patients included in the study have 
a substantially higher risk compared with 
the average adult patient assessed by a 
GP. We do not advocate to use the new 
derived model to screen for sepsis in all 
adult patients with a suspected infection 
presenting in primary care, as this would 
unnecessarily increase the workload for 
GPs and result in many false-positive cases. 
In our view, a predictive model should be 
used only in cases where a GP perceives 
a clinical problem. Therefore, we decided 
to include only study subjects with relevant 
signs and/or symptoms and those in whom 
the GP suspected a serious infection. This 
however did not lead to a study population 
with ‘only the sickest of patients’. The 
proportion of patients meeting the Sepsis-31 
criteria was high (42%), but this does not 
mean all patients were critically ill at the 
time of inclusion. The rate of referral to the 
hospital after the index consultation was 
56%, and 3% of the patients were admitted 
to the ICU.

We do not feel the phrasing ‘early 
recognition of sepsis’ in the title is 
misleading. The population included 
in the study is a high-risk population for 
sepsis, but we included patients directly 
after the first contact with the out-of-hours 
GP cooperative and almost half of the 
patients were not referred to the hospital 
after inclusion. We expect the model to be 
valid for all patients suspected of sepsis 
or otherwise having signs of a serious 
infection in the primary care setting, but, as 
we stated in the article, additional research 
is needed before widely adopting the model 
in practice.
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