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(

ear Editor , 

We report an autochthonous case of influenza A subtype H3N2 infec-

ion in a child from Northern Italy, who developed influenza-like illness

ILI) on September 25, 2021. This was the first laboratory-confirmed

ase of influenza in Italy since March 2020. Although the national sen-

inel ILI surveillance system (InfluNet, coordinated by the Italian Na-

ional Institute of Health) was maintained during the SARS-CoV-2 pan-

emic, no case of influenza infections has been reported for more than

ne year and a half [1] . Since the COVID-19 pandemic upsurge, in-

uenza activity has dramatically decreased with a very little circula-

ion of influenza viruses [ 2 , 1 ]. In recent times, sporadic detection of the

nfluenza virus has been reported in Europe [3] . 

On September 26, 2021, a child was admitted to the pediatric emer-

ency hospital, with respiratory distress, fever (38 °C), sore throat, runny

ose, and cough. After clinical evaluation and according to the current

talian Ministry of Health and Lombardy Region SARS-CoV-2 surveil-
Abbreviations: ILI, influenza-like illness; SARS-CoV-2, SARS coronavirus 2. 
∗ Corresponding author at: Department of Medicine and Surgery, University of Insu

E-mail address: andreina.baj@uninsubria.it (A. Baj). 
1 These authors contributed equally to this work. 

ttps://doi.org/10.1016/j.jcvp.2021.100050 

eceived 22 October 2021; Accepted 25 October 2021 

667-0380/© 2021 The Author(s). Published by Elsevier Ltd. This is an open access 

 http://creativecommons.org/licenses/by-nc-nd/4.0/ ) 
ance protocols, a nasopharyngeal swab (NPS) was collected and ana-

yzed with a multiplex real-time reverse transcription-polymerase chain

eaction (RT-PCR) test intended for the qualitative and simultaneous

etection and differentiation of influenza virus A, influenza virus B, res-

iratory syncytial virus, and SARS-CoV-2 (Alinity m Resp-4-Plex assay,

bbott). 

Unexpectedly, the NPS tested positive for influenza A virus (cycle

hreshold 18) and negative to the other investigated targets. The di-

gnosis of laboratory-confirmed influenza infection was made, and the

atient was dismissed the same day in good clinical conditions. 

As part of the regional Influenza Surveillance Plan in the Lom-

ardy region and the national sentinel surveillance system for in-

uenza syndromes (InfluNet), the influenza A subtype was charac-

erized by the regional reference laboratory (Department of Biomed-

cal Sciences for Health, University of Milan) using a real-time RT-

CR assay targeting the hemagglutinin (HA) gene as per the CDC pro-

ocol [4] . Influenza virus A(H3) subtype was identified and the se-
bria, Varese, Italy. 
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uence analysis of the HA [ 5 , 6 ] showed that the virus belonged to

C.2a clade, sharing a nucleotide identity of 96.9% with the reference

train A/Hong Kong/5738/2014 (deposited in GISAID, accession num-

er EPI ISL 5,159,327). This strain segregated into the subclade 3C.2a1,

roup 3C.2a1b, and subgroup T131K-A, sharing a nucleotide identity of

8.5% and an amino acid similarity of 98.1% with the reference strain

/Cambodia/e0826360/2020, selected as A(H3N2) vaccine strain for

he Northern Hemisphere for the upcoming 2021–2022 season. 

In conclusion, the first evidence of a laboratory-confirmed influenza

irus infection in Italy clearly shows the importance of implementing

 multiplex testing approach to respiratory infections to detect the in-

reasing influenza surveillance granularity. The SARS-CoV-2 pandemic

as increased awareness of the dramatic impact that respiratory infec-

ions may have on human health and has given the unprecedented op-

ortunity to establish a network of laboratories with increased expertise

n the molecular diagnosis of respiratory agents. This may also justify

he need of testing all patients admitted to the emergency room with

espiratory infections in a current protocol of influenza surveillance to

ncrease its sensitivity and the ability to catch in real-time the introduc-

ion and circulation of influenza viruses. 
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