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TO THE EDITOR -

We read with great interest the findings by Katzen et al. suggesting that neuraminidase inhibitor
(NAI) treatment of influenza infection in hospitalised adults, administered early (<6 hours) after
admission, is associated with reduced length of hospital stay and mortality [1]. This is the first study
to evaluate the effect of timing of NAI use from admission rather than from onset of symptoms and
is highly relevant to clinical practice as most patient with seasonal influenza present after 48 hours
of symptoms duration - the time period during which NAI use is thought to be most effective. The
effect of timing, from admission to administration, on NAI effects is scientifically credible and
mirrors the finding in antibiotic treatment of severe bacterial infection which has led to widespread
use of early antibiotic therapy for suspected sepsis. The authors suggest that in line with national
guidelines [2,3] promoting the early liberal use of empirical NAI (i.e. used presumptively prior to the

results of laboratory testing) in patients with suspected influenza, can achieve this goal.

However, as their study demonstrates, adherence to guidelines advocating empirical NAI use is sub-
optimal and NAIls are often withheld in patients with suspected influenza. In addition, clinician
judgement has been shown to be poor at discriminating which patients have influenza and which
patients do not (even during periods of peak transmission) thereby missing treatment opportunities
in patients with influenza, and causing unintended NAI exposure in those without [4]. Concerns have
been raised about unnecessary patient exposure to NAI treatment in patients who do not have
influenza virus infection because of adverse events including nausea and vomiting [5]. Therefore a
strategy enabling early pathogen-directed therapy, rather than relying on undirected empirical

treatment, is clearly desirable.

New molecular test platforms that generate rapid results, are easy to use, have accuracy comparable
to laboratory PCR, and can be deployed as point-of-care tests (POCT) for influenza in hospitals, could
achieve this aim [6]. In our pragmatic, randomised controlled trial of routine molecular POCT for
respiratory viruses, versus standard care, in adults presenting to hospital with acute respiratory
illness [7] we showed a median turnaround time for result of 1.6 hours with POCT compared to
around 30 hours for laboratory RT-PCR (p<0.0001). In the POCT group 82% of all NAl use occurred in
influenza positive patient versus 47% in the control group (p=0.0001) and the median number of
doses of oseltamivir in those patients who received an NAI but did not have influenza was 1 doses in
the POCT group compared with 5 doses (2.5 days) in the control group (p=0.0003) [7]. In addition
91% of influenza-positive patients in the POCT group received a NAI compared with only 65% in the

control group (p=0.0026). POCT was also associated with higher rates of early hospital discharge and



early discontinuation of antibiotics and post hoc analysis demonstrated that this was optimized with

a turnaround time of <1.6 hours, compared with longer turnaround times. [8]

The study by Katzen et al. reinforces the importance of early NAI use in hospitalised adults with
influenza to improve patient outcomes. Our work shows that this can be achieved with a routine
molecular POCT strategy, which unlike the current paradigm of empirical NAI use, use allows early
pathogen-directed therapy and avoids unnecessary drug exposure in influenza negative patients. If
further studies confirm these clinical benefits and demonstrate the cost effectiveness of this

strategy, molecular POC testing for influenza should replace empirical NAl use in hospitals.
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