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Data concerning the transmission of the novel severe
acute respiratory syndrome coronavirus (SARS-CoV-2)
in paucisymptomatic patients are lacking. We report
an ltalian paucisymptomatic case of coronavirus dis-
ease 2019 with multiple biological samples positive
for SARS-CoV-2. This case was detected using the
World Health Organization protocol on cases and con-
tact investigation. Current discharge criteria and the
impact of extra-pulmonary SARS-CoV-2 samples are
discussed.

A novel coronavirus, severe acute respiratory syndrome
coronavirus-2 (SARS-CoV-2) causing human disease
named coronavirus disease (COVID-19) was identified
in Wuhan, China, in December 2019 [1]. The number
of affected patients rapidly increased and, as at 16
March 2020, more than 165,000 cases were reported
(including 6,507 deaths) both in and outside of China
[2]. The early identification of imported cases has a
crucial role in preventing secondary transmission and
itis based on both epidemiological and clinical assess-
ment [3,4]. We report an Italian paucisymptomatic case
of COVID-19 with multiple biological samples positive
for SARS-CoV-2.

On 3 February 2020, 56 asymptomatic Italian citi-
zens were medically evacuated from Wuhan, China to
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Rome, Italy for a 14-day quarantine period spent in the
Cecchignola military complex. Before leaving Wuhan,
all subjects were afebrile and asymptomatic. During the
flight, they wore facial masks and proper hand hygiene
was prescribed. On 5 February, according to the World
Health Organization (WHO) protocol on cases and con-
tact investigation [5], all of them were screened for
SARS-CoV-2 RNA by the Scientific Department of the
Italian Army Medical Center using real-time RT-PCR on
nasopharyngeal swabs. Only one swab resulted posi-
tive both for the envelope protein gene E and the RNA-
dependent RNA polymerase gene RdRp [6].

Case description

The individual who tested positive was an Italian man
in his late 20s, in healthy condition. He was in Wuhan
from 20 January to 3 February to visit his Chinese
friends. He had no exposure to marketplaces, live ani-
mals, known sick people or access to healthcare facili-
ties. In order to avoid SARS-CoV-2 infection, he stayed
at home except for a 1-day walk in the town district. His
close contacts were the three members of the Chinese
family hosting him, who are still in healthy condition.
On 6 February, the case was admitted to the Isolation
Unit of the National Institute for Infectious Diseases
‘Lazzaro Spallanzani’ for isolation and clinical assess-
ment, with a transient mild conjunctivitis and a body
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TABLE

Virological and clinical characteristics, COVID-19 patient, Italy, February 2020

February | 5 | 6 | 7 | 8 | 9 | 10 | 11 | 12 | 13 | 14 15 | 16 | 17 | 18
Real-time RT-PCR SARS-CoV-2 RNA
Naso- and
oropharyngeal + + + + + + + - + + + - -
swab
Stool

NA NA + + NA + + + - - - - -
Sample
Clinical characteristics
BT (°C) 36.5 37.3 37.1 | 37.1 [ 36.8 | 37.1 |37 [36.8|36.6 36.7 36.8 36.9 [ 36.2 | 36.1
Signs/ _ Mitd B B _ | _ | Tonsillar | Tonsillar | _ _
symptoms conjunctivitis exudate | exudate
!(-ri\g/tg"lent - - + + + + + + + + + + +

+: positive; —: negative; BT: body temperature; COVID-19: coronavirus disease 2019; LPV/r: lopinavir/ritonavir; NA: not available; SARS-COV-2:

SARS-coronavirus-2.

temperature of 37.3°C. Laboratory findings were all
within normal values and common respiratory patho-
gens (influenzavirus A and B, parainfluenza virus,
respiratory syncytial virus, rhinovirus, adenovirus,
enterovirus, metapneumovirus, bocavirus, coronavi-
rus strains HKU1, NL63, 229E and 0C43, Bordetella
pertussis, Mycoplasma pneumoniae and Legionella
pneumophila) on pharyngeal swab were excluded.
At admission, a second positive real-time RT-PCR
on a nasopharyngeal swab confirmed the COVID-19
diagnosis. As the patient was paucisymptomatic, we
retrospectively tested serum samples collected at
admission using in house-prepared immunofluores-
cence (IF) slides and neutralisation test as confirma-
tory test. The IF results showed positivity for both IgG
and IgM (21:640 and 1:80, respectively) at the same
time point of the first viral RNA positive result. A pre-
liminary evaluation of the IF test was performed using
residual negative samples and few serum samples
positive for other human coronaviruses. Two chest
computed tomography (CT) scans of the patient (on 7
and 17 February) were normal.

On 7 February, off-label oral treatment with lopina-
vir/ritonavir (400/100 mg every 12 h) was started
after obtaining written informed consent [7]. SARS-
CoV-2 RNA in stools, nasopharyngeal and oropharyn-
geal swabs resulted positive at different time points,
whereas urine, spermatic fluid, saliva, blood and con-
junctival swabs were persistently negative (Table).

On 12 and 13 February, two nasopharyngeal swabs
resulted negative for SARS-CoV-2 RNA. Nevertheless,
on 14 February, a transient whitish exudate on the right
palatal tonsil was observed and the oropharyngeal
swabs were negative for bacterial growth and again
positive for SARS-CoV-2 RNA. No other laboratory

finding was remarkable. The exudate disappeared
within 48 h.

On 22 February, the patient continued to be asympto-
matic and afebrile; the isolation regimen was stopped
and the patient discharged.

No other COVID-19 case was observed in the 55 Italian
citizens at quarantine. They were discharged at the end
of 14-day quarantine after obtaining two SARS-CoV-2
negative samples 24 hours apart near or on the com-
pletion of the period.

Discussion

We present a detailed report of a paucisymptomatic
COVID-19 patient with biological samples consecutively
collected from different sites. To our knowledge, a pre-
vious asymptomatic case in a 10-year old boy, part of a
COVID-19 family cluster, with ground-glass lung opaci-
ties at chest CT scan has been reported [8].

Our patient was tested for SARS-CoV-2 within the WHO
contact protocol applied to the 56 Italians medically
evacuated from Wuhan. Otherwise, with no clear expo-
sure or direct contact with possible sources of SARS-
CoV-2 infection, he would not have been included in
the COVID-19 case definition and not considered for
viral screening [5]. Moreover, considering the limited
data available at the time on treatment and clinical out-
come in COVID-19 patients, an early and off-label treat-
ment with oral lopinavir/ritonavir was started and it
could have affected the natural course of the disease.
A Chinese familial cluster of five patients with COVID-
19 pneumonia infected by an asymptomatic carrier has
also been described [9]. Two further cases have been
reported who transmitted virus during the pre-symp-
tomatic phase and eventually developed fever and
respiratory symptoms [10]. It is important to highlight
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that in our case, the patient, still undiagnosed, did
probably not transmit the SARS-CoV-2 infection to his
asymptomatic Chinese close contacts and to the other
55 Italian citizens.

Finally, the patient presented persistent viral shedding
in stools despite the lack of any gastrointestinal signs
and symptoms. In a previous study, the presence of
SARS-CoV-2 RNA in faeces was associated with gastro-
intestinal symptoms [11]. The evidence of extrapulmo-
nary detection of viral RNA in both symptomatic and
asymptomatic subjects is of clinical interest in terms of
pathogenesis and routes of transmission. However, our
results are limited to the molecular detection that does
not necessarily mean that infectious virus was present.
Additional studies, such as virus culture, should be
done to investigate potential infectiousness.

According to the recommendations from WHO,
the United States Centers for Disease Control and
Prevention and the European Center for Disease
Prevention and Control, at least two sequential respira-
tory tract specimens, collectedat least24 h apart, are
required for discharge criteria in clinically recovered
patients [12-14]. Nevertheless, our findings suggest
that, even in paucisymptomatic patients, consecu-
tive multiple-site biological samples may be required
in settings with limited community transmission for
discontinuation of infection control and transmission-
based isolation precautions.

Conclusion

This paucisymptomatic case with detailed clinical
and virological results is likely to impact on the clini-
cal management of COVID-19 in settings with limited
community transmission. Further studies are needed
to better understand the clinical spectrum of COVID-19
at hospital and community levels, the role of pauci-/
asymptomatic subjects in viral transmission and the
clinical relevance of viral persistence in non-respiratory
samples as potential sources of SARS-CoV-2 spread.
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