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Abstract The COVID19 outbreak in Italy is still a big
concern. The Italian Government has recommended citi-
zens to respect faithfully any compulsory legal disposition
in order to stay home and so contributing in escaping viral
contacts and slowing down epidemic. Emergency has
raised a widely animated debate about how to read and
comprehend the daily case numbers, the medical and
caregivers availability, the needs to swab asymptomatic
subjects. In this review the authors discuss about the many
wheat and chaffs of how this virus disease is addressed .
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Introduction

While having a look at the official map of the worldwide
COVID19 outbreak on January 29th 2020, one can realize
that SARS-CoV2 infected subjects were first reported in
Germany and France, whereas in Italy this occurred in a
second instance, although only few days later, on January
31st 2020 [1, 2]. The number of official cases in Germany
was completely negligible throughout the period January
29th 2020 to the end of February, while in the first ten
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years of March a significant number of cases (100-250) has
began to occur, reaching the number of 22,364 cases so far
(Fig. 1) [3]. This time lapse was yet particularly concern-
ing for Italy, which has reached the worrisome number of
53,578 cases on March 20th 2020, while we are writ-
ing, starting from only the second half of February, so
compelling the Italian Government to engage a burden-
some and severe decision on the citizens’ lifestyle. It may
appear particularly puzzling how come Italy reached this
bulk of infected people so far while other industrialized,
democratic countries, even in the Western regions of the
planet, are currently counting a very modest amount of
cases despite their huge presence of resident and passing
Chinese people (Fig. 1). Taking into consideration that the
SARS-CoV?2 rapidly widespreads within an actively cross-
interacting population of subjects, who are potentially
positive for the presence of SARS-CoV2 genomes in the
upper respiratory tracts, Germany should have crucial
concerns about local healthcare and hospitalization capa-
bility just in current March days. This would be particu-
larly urgent in the resuscitation and cardio-pulmonary
units, at least since February 10th 2020, if accounting on
the calculation held by some authors considering the
SARS-CoV2 replication rates [4]. Obviously, Germany is
only one of the many examples regarding European
countries, if we except Italy. Briefly speaking, one should
wonder why the SARS-CoV?2 infecting German people was
completely quiet from a clinical relevance for at least one
month and why German physicians did not raise any outcry
for excessively crowded hospitals.

Some possible explanations of this “pseudo-window”
phase might be that (a) SARS-CoV2 can rapidly undergo
an immune clearance and elicit an immune serum con-
version, though in a lesser extent in elderly people, leading
to mismatching a COVID19 with a severe flu; (b) deaths
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Fig. 1 A Distribution plot of SARS-CoV2 positive subjects with
Shapiro—Wilk exp test, on March 15th 2020, data from Ministry of
Health; B Extrapolation fit of exponential smoothing of data from
Fig. 1A, using the double Brown model; C Graph showing the plot of
the ratio deaths on COVIDI19 healed/recovered patients (data on

and patients suffering from COVID19 are mis-diagnosed as
suffering from other pulmonary or respiratory pathologies;
(c) SARS-CoV2 has been already homogeneously wide-
spread within the population since long time (several
months or more) and positive cases from rhyno-pharyngeal
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March 15th 2020); D Extrapolation fit of exponential smoothing
(double Brown model) on data from plot C; E Graph showing positive
cases in Germany on March 15th 2020; F Map of COVID19 cases in
Europe ( source WHO public data, on March 15th 2020)

swabs mounting any day on are mis-interpreted as occur-
ring dynamically in the same time course of the resulting
tests. Briefly speaking, the increase in positive tests is
unequivocally mis-interpreted for an increase in currently
active infected people.
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To verify this latest point, a Shapiro—Wilk test on the
very recent data in Italy has been performed to assess if the
plotted distribution of the number of cases/day is expo-
nential or linear (Fig. 1). Exponentiality in the cases dis-
tribution should highlight an underneath mechanism of
active infection, while a non exponential or linear pro-
gression of data would mean that PCR analyses are
catching increasing clusters of positive subjects from a
homogeneously infected population, where the SARS-
COV2 is much probably quiescent or symbiotic in the
upper respiratory tracts of people. The linear (proportional)
distribution should enlight a static circumstance, while the
exponential distribution a dynamic circumstance, i.e.
SARS-CoV2 while infecting people.

The Shapiro—Wilk exponential test for the number of
cases in Italy from the week March 2st 2020 to March 9th
2020, has a p = 0.442847, which is out of the range pg o5
o = 0.0537 to pog7s o = 0.3454, so describing a non
exponential distribution. This trend was even confirmed by
elaborating data from February 24th to March 15th 2020
(p = 0.00326944, which is out of the range pgoos
o =0.0250 to pgo7s o = 0.1054, so describing a non
exponential distribution, i.e. a distribution with asymmet-
rical right/positive skew (skewness = 1.150188, excess
kurtosis = 0.312139) (Fig. 1A).

The calculation of Shapiro—Wilk test for exponentiality
is derived from:

(X — X))’
Y]

where s is the sample standard deviation, X,,;, is the min-
imal number (value) in the data set and » is the sample size
[5].

This distribution trend does not allow to foresee a pos-
sible forthcoming scenario, as it does not follow a Gaussian
behaviour. Using a time series forecasting smoothing
method, able to use models fitting on historical data and to
predict future observations, a forecasting of data plotted in
Fig. 1A (double exponential smoothing or Brown model)
shows that the alpha parameter (or o smoothing factor) for
a multiplicative seasonality was o = 0.74961785, giving a
plot where the ICos confidentiality prevision was an
increasing linearity upon the time course (Fig. 1B). The
number of deaths, purported for COVID19, shows an
increase respect to recovered, healed patients (Fig. 10),
expecting a forecast double smoothing (Brown model)
where this trend would tend to a very modest increase, i.e.
a balanced ratio (o =0.04601992) (Fig. 1D) [6]. This
evaluation would suggest that the distribution of positive
subjects, considered as infected individuals, does not fit an
exponential trend and therefore that no possible epidemic
maximum will be reached, unless the number of COVID19

caused deaths reduces their bulk due to ancillary inde-
pendent factors (microenviroment, seasonality, viral biol-
ogy, etc.), despite the many restraint commitments known
as lockdown.

Obviously it is noteworthy to admit that few data may
not highlight the “real” distribution trend in order to assess
an exponentiality due to a current infectious dynamics
within the population. Yet, it could represent a way by
which data are actually distributed and exponentiality does
not appear taking into consideration the burden of cases in
the crucial week March 2nd-March 9th 2020 in Italy, which
compelled the Prime Minister to hold severe dispositions
and start the lockdown with its restrictions.

Moreover, although considering that elderly people are
highly subjected to SARS-CoV2 severe pulmonary infec-
tions, the mortality rate on the whole over 65 yrs popula-
tion (13.5 millions people) is curremtly < 0.005%,
following recent Italian official Government data, while it
reaches 7.886% on the total of positive subjects (data: from
March 15th, 2020), very close to 2003 SARS outbreak. As
the increasing delta between two different case numbers in
two separate contiguous days is quite constant (20-22%), it
may be conceivable that this enhancement depends on the
increasing, cumulating number of performed tests, as any
total bulk of carried out analyses, catches the same repre-
sentative sample of subjects from a SARS-CoV2 homo-
geneously infected population, where negative subjects can
be mainly individuals having undergone a viral clearance.
This occurrence should suggest that in the absence of
swabs performed, the whole society cannot have any
worrisome awareness that something is occurring under-
neath, as patients might be mis-diagnosed for flu or other
respiratory pathology. And it cannot be excluded that
Europeans may have undergone the outbreak peak very
early respect to the present expectation.

Therefore, scientists should wonder if the linear (pro-
portional) increase in SARS-CoV2 positive subjects on the
daily time course is a function of the increase in
rhynopharyngeal swabs rather than of the increase in
infectious people-to-people contacts. Moreover, scientists
must wonder why more than 97% of the SARS-CoV2 and
more than 94% of COVID19-caused deaths are widespread
in the sole Northern regions of Italy. Some fundamental
comorbidities are also supposed.

The more correct evaluation of the SARS-CoV2 epi-
demiology should help politicians to better enterprise
fundamental decisions in order to prevent people from
being damaged by social and economic burdens.
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The pulmonary microbiome and SARS-CoV2
opportunistic pathogenesis: why this issue is yet
dismissed from debating?

The great bulk of SARS-CoV?2 positive subjects and deaths
from COVIDI19 is currently being reported in Lumbardy, a
highly urbanized Northern region of Italy particularly
crowded of resident people from different nationalities.
The recent data from the Italian authorities are describing a
scenario where more than 94% of all COVIDI19 cases are
located in the Northern part of Italy, particularly known for
the existence of a significant environmental pollution
[7, 8]. Figure 2 shows that both nitrogen dioxide (NO,)
concentration levels and PM;, particulate matters were
already particularly concerning in 2016 in Lumbardy,
which is now enumerating the highest number of
COVID19 cases. Actually, Carugno et al., stated that
Lumbardy is one of the most polluted area in Europe [8].
According to the authors, natural mortality can be associ-
ated with both major pollutants, namely NO, and PM;,
where PM;, was associated with highest mortality for
pulmonary pathologies (1.64% 90% Crl (Credibility
Interval), ICos 0.35-2.93) [8]. The relationship between
PM, and pulmonary disease may be particularly intriguing
to assess the etiopathogenesis of COVID19 in Northern
Italy. While the commonest consideration about SARS-
CoV2 is its very rapid ability in widespreading within an
active breathing population and to mainly hit elderly peo-
ple having severe comorbidities (type 2 diabetes, hyper-
tension, chronic inflammatory illness, cardiovascular
disorders), one possibility is that SARS-CoV2 is an
opportunistic pathogen, acting alongside with antibiotics-
resistant bacterial strains, which can overwhelm host’s
immunity and cause an acute, severe interstitial pneumonia
[9-11]. Environmental nanoparticulates, xenobiotics and
PM; can severely danage lungs and, associated with NO,,
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Fig. 2 NO, (left) and PM; (right) pollution in Lumbardy with the
main towns and the number of deaths updated to March 20th 2020
(data from Dr W. Mango, projections 2016-2019, for courtesy)
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can promote idiopathic pulmonary fibrosis [12]. According
to Wuyts and colleagues the differential diagnosis of usual
interstitial pneumonia from pneumonias coming from air
pollution, such as idiopathic pulmonary fibrosis (IPF) [12],
may be biased, if simply performed with a chest computing
tomography (CT), due to the existence of further very
similar lung pneumonias caused by or assoiated with
chronic hypersensitivity pneumonitis, collagen vascular
disease, drug toxicity, asbestosis, familial IPF and Her-
mansky—Pudlak syndrome [13]. On the sole basis of the
available number of cases, updated to March 23 2020,
hospitalized patients and pneumonia-caused deaths without
any further patient statistic stratification, have interesting
positive predictive values. Bayesian calculation in Lum-
bardy about the positive predictive value that a subject
undergoing intensive therapy had really a COVID19-
caused pneumonia based on swab test and chest CT was
12.9224%, (negative = 5.8381%), whereas the positive
predictive value (PPV) on the hospitalized COVIDI19
positive population was 19.3986% (NPV = 3.6820%). This
may suggest that only one fifth of hospitalized patients in
the intensive care units might be correctly diagnosed for
COVID19. The calculation on pneumonia-caused death
PPV = 15.1887%, NPV = 3.1352%, meaning that deaths
for COVID19 have about one sixth of possibility to be
really identified as COVID19-caused mortality. Without an
anatomic-pathological and molecular post mortem evalu-
ation of COVID19, which dramatically lacks in Italy, it is
very difficult to ascertain how many deaths must be surely
attributed to a SARS-CoV2 infection, rather than to further
co-morbidities. Obviously, these data should be adjusted on
the actual performance scores of chest CTs and qPCRs in
Lumbardy, as well in Italy, a bulk of data yet lacking so far.
Furthermore, recent studies have assessed that serum
immuno-globulins profiles in the COVID19 diagnosis
increase the positive detection rate when associated with
RT-qPCR (98.6%), respect to the simple RT-qPCR by
alone (51.9%) [14].

The possibility that the reported deaths for COVID19
are biased because of the existence of pneumonia cases
caused by diverse ethiology depends also on the numerous,
quite frequent analytical errors. For example, the way by
which rhino-pharyngeal swabs are made, as lower respi-
ratory tract are much more positive for the presence of
SARS-CoV2, may affect the RT-qPCR result [15]. More-
over, sensitivity of CT to diagnose an interstitial pneu-
monia was closely related to SARS-CoV?2 positivity (97%),
respect to a 75% for SARS-CoV2 negative individuals
[15].

Co-morbidities in COVID19-caused bilateral interstitial
acute and severe pneumonia, i.e.an acute respiratory dis-
tress syndrome (ARDS) may have a role much larger than
expected before. A possibility to shed light on COVID19
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ethiopathogenesis might come from evaluating possible
impairment in the pulmonary microbiome. According to
some author, the majority of the interstitial lung diseases
(ILDs) are idiopathic, as aside from interstitial pneumonia
caused by systemic disorders such as dermatomyositis and
rheumatoid arthritis, many ILDs are associated with
unknown immune dysfunctions in the lung [16—18]. In this
context, both environmental bacteria and fungi may be
triggering agents in causing ILDs [19, 20]. Therefore, when
microbiological agents and xenobiotic pollutants co-work
in causing a lung interstitial damage, it can be speculated
that SARS-CoV2 has much higher possibility to lead to
ARDS [21, 22]. The pulmonary microbiome might play a
role of the utmost importance in this context. Bacteria
population in the lung microbiota, its impact in the number
of variable species and composition, depends on the ability
of bacteria to migrate from nose and mouth via the
mucociliary clearance mechanisms and the local immunity,
so depending on both the external room microenvironment
with its sepsis and one’s own competent immunity. Many
bacteria or fungi from nosocomial origin may alter the
pulmonary microbiome, which is usually represented by
species from the genus Streptococcus, Prevotella and
Veillonella, whereas in IPF patients pathogenic strains
from the genus Haemophilus, Streptociccus and Neisseria
may replace resident bacterial species usually tolerated by
the local immunity [16, 23-25]. The ethiopathogenesis of
COVIDI19 in this circumstance can be quite exclusively
speculated on the basis of SARS-mediated ARDS [26].
Viral replication in the lungs is associated with a rapid
increase in pro-inflammatory cytokines, such as TNF-o and
IL-6 but also with innate immune cell-recruiting
chemokines, such as CXCL10, CCL2, CCL3 and CCLS5,
which enhance the transmigration of NK cells, plasmacy-
toid dendritic cells and macrophages in the lungs [26].
Usually, this occurs within 2-3 days (median 5.1 days)
following the coronavirus entry into the lung and anyway
after 2 days of intranasal administration in laboratory ani-
mals [26]. In these models, a week later the lung pro-
inflammatory response a second wave of enhanced pro-
duction of cytokines (IFN-y, TNF-a, IL-6, IL-1f, IL-2, IL-
5) and chemokines and their receptors (CXCL10, CXCR3,
CXCL9, CCL2, CCR2, CCRS5, CCL3, CCLS) can be found
in the ill lungs [26, 27]. Following data from 2003-2004
SARS outbreak, it is noteworthy to claim that the Italian
Government reported only 4 official deaths in 2003 caused
by SARS [28, 29], quite far from the thousands of victims
purported to be associated to date with SARS-CoV2
infection.

If SARS-CoV2 is an opportunistic pathogen, any
impairment in the pulmonary microbiome might promote
viral access into the lung interstitial parenchyma and cause
ARDS. Environmental pollutants, lung colonizing micro-

organisms and xenobiotics can profoundly disturb or
damage this microbiota [30-32]. Although ARDS can be
caused by different causes, a possibility investigated in
laboratory animals and isolated perfuse lungs reported that
endotoxin, able to produce lung injury, greatly enhance
cytokine production and iNOS genetic expression, leading
to a nitric oxde (NO)-mediated toxicity [33]. Interestingly,
studies reported in SARS showed that NO should inhibit
viral replication as by reducing the palmitoylation of early
spike (S) viral proteins, so affecting the recognizing with
its cognate ACE receptor [34]. However, while NO seems
to reduce the viral replication cycle, the possible cytokine
“storm” induced by viral immunity and bacteria, might be
a causative factor of ARDS. The possible hypothesis to be
forwarded in COVID19 pathogenesis is that, while angio-
tensin converting enzyme 2 (ACE) protects lungs from
injury, SARS-CoV2 interacting with ACE receptors, pre-
vent ACE to protect lungs from severe acute respiratory
distress or failure [35]. This should allow people to com-
prehend the fundamental importance of the many envi-
ronmental sepsis procedures so far recommended.

Rhynopharyngeal swabs and the concern
of the COVID19 asymptomatic subjects

The highly debated issue about COVID19 asymptomatic
subjects asks for some further elucidation. A first consid-
eration to be pointed out is the risk factor to get COVID19
sickness standing the current lockdown situation in Italy.
Infections are limited to in-house contacts. The risk index
(RD) to die for COVID19 being positive in the current days
in Italy is 2.457829 (ICo5 = 2.409-2.508), based on March
23rd 2020 data series. This IR value comes from elabo-
rating the current available Ministry of Health publicly
reported data on the COVIDI19 outbreak and should be
adjusted for the outcome of hospitalized patients due to
excellence in healthcare units and to the amount of in
house quarantined people. The IR value to be infected with
SARS-CoV2 without lockdown is 13.683,379 (ICys.
= 13.456-13.914), with the current lockdown IR =
6.243,932 (ICy5 = 6.133-6.357), taking into account data
on March 23rd 2020. These estimations are yet presump-
tive, as they should be adjusted on the actual Basic
Reproduction Number or RO calculated upon a lockdown
scenario rather than an open-wide contacting one. The RO
evaluated for SARS-CoV2 is still a matter of debate [36].
According to some authors it ranges from 1.4 to 3.9
[37-39]. Starting from a first WHO estimation of 2.0-2.5 in
China outbreak [40], the use of the Incidence Decay and
Exponential Adjustment by Majumder and colleagues
reaches a RO value of 2.0-3.3 [36], whereas the current
akcnowledged RO for SARS-CoV2 has been established
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corresponding to 2.28-3.0, very close to the SARS RO [36].
This RO value means that the ability of SARS-CoV2 to
infect can be measured as follows: a single person x can
infect 3" =3' =3 different people, while 10 different
subjects x can infect 3'® = 59,049 people, in a wide-open
contact. According to this calculation, an average of 8
individuals (7.97,553) with SARS CoV2 RO =3 most
probably started infections in the wide open contact, before
the first Government lockdown disposition (March 4th,
2020). Therefore, taking into account the bulk of positive
subjects in Italy reached at March 25th 2020 (74,386) and
maintaining the same number of contacts, we investigated
if RO slowed down, because of the lockdown. Actually, the
SARS-CoV2 theoretical RO nay be decresed from the
theoretical RO = 3, to RO = 1.82482. Standing this evalu-
ation, in the lockdown circumstance 10 people can infect
only 409 subjects (409.45), at least theoretically, so
assessing the effectiveness of the restrictive social mea-
sures. However, it is impossible to forecast the new SARS-
CoV2 RO value on the basis of the daily progress in pos-
itive (infected) subjects, because, if any, we might observe
only an “apparent” reduction in RO attributed to the
lockdown, yet actually SARS-CoV2 virulence should
decrease due to further biological causes. Furthermore, we
are considering an epidemlogical model based on the
COVID19 Chinese outbreak, without considering the sig-
nificant diversity in the social, cultural, economic and
environmental habits respect to Italians.

While lockdown has the crucial purpose to dampen
dramatically the probablity to be infected by lowering the
number of inter-human contacts, the selective pressure on
viral spreading and its virulence may be significantly
reduced. This would mean that COVID19 case distribution,
if normal, will have a low degree of kurtosis (< 3), most
probably generating a platykurtic curve, rather than a lep-
tokurtic one with a skinny vertical range. But, if this
solution may have the merit to weak substantially the
SARS-CoV?2 virulence within the population, the economic
and social burden is particularly cumbersome, due to the
longer lockdown time.

One must admit that houses are much more hazardous
that an open air environment, due to the highest probability
to be infected in a relatively finite volumetric espace,
where virus containing aerosols easily stay long on in room
surfaces [41]. Therefore, with a SARS-CoV2 RO = 3,
supposed a condominium with 30 apartments, each hosting
an average of 4 individuals and using the lift to go
downstairs to the cellar or outside the building, the possi-
bility to infect all residents without individual protection
devices (IPDs) such as FFP2 masks, may be particularly
worrisome. Moreover, if at least only 4 persons are SARS-
CoV?2 positive and asymptomatic in the prodromic stage of
the disease, at least 81 subjects/120 (67.5%) will be
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infected in a short time, depending on the frequency with
which residents in the building use the lift or the stairs to
go out from their own flats. The issue of SARS-CoV2
asymptomatic individuals is still a concerning matter of
debate, in particular if one should consider that both pau-
cisymptomatic prodromic and convalescent asymptomatic
SARS-CoV2 positive people are potentially infectious,
when meeting other people who are coronavirus negative.
Mapping all SARS-CoV2 positive subjects is one of the
main objectives of some regional governments in Italy,
which are claimed to following the Korea method
[9, 42-47].

However, performing a huge amount of rhynopharingeal
swabs and RT-qPCR, each being time consuming (4 h
average) and expensive, may be really burdensome for citi-
zens and economics. Any shortage in swabs endowed with
inactivating virus devices, are a potential hazard for operators,
who are compelled to enhance the cumbersome safety mea-
sures. Therefore, the politics to compel asymptomatic people
in undergoing a COVID19 swab RT-qPCR test appears quite
impracticable, pending this dramatic situation in Italy.

Accrding to prospective Bayesian evaluations based on
27th March 2020 data [48, 49], if Italians as a whole would
be swabbed in one single day, the actual estimated number
of SARS-CoV positive, asymptomatic subjects with com-
pulsory in-home prescription might be as high as 5.6 mil-
lions (ICos = 4.8-6.1). This perspective should engage
swabbers for an average period lasting 485 days, with the
current swabs/day, i.e. about one year and four months, just
the time range planned to earn a vaccine. Obviously, these
are only to be considered theoretical forecasting estima-
tions, but are useful to get an idea of the big concern we are
addressing to date.

The problem of hospitalization, caregivers
availability and intensive care units (ICUs)

Two fundamental issues make us aware of the jeopardized
situation in Italy, caused also by the multi-faceted and dif-
ferential decisions engaged by the various Regional
Governments to facing at SARS-CoV2 pandemic and har-
boring citizens to their own home safety. The most recent
data while we are writing this article, March 26th 2020,
showed that COVIDI19 lethality is very high in Lumbardy
(13.9%) while is decisely lower in the neighboring Veneto,
where Venice and Padua are located (4.1%). Despite the
same rate of disease occurrence, for example both Regions
have 5% of ICU patients, Veneto has more than 71% of sick
people assisted at home, while Lumbardy has only 46%. The
different Regional politics may suggest that Lumbardy
mainly prefers to hospitalize symptomatic, suffering people
more than giving them proper domiciliar assistance,
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Table 1 Error matrix in the COVID19 diagnosis*

True True Sensitivity ~ Specificity Precision Negative  FP False False Accuracy Fl Matthews
positive negative predictive  rate discovery  negative score  correlation
false false value rate rate coefficient
positive negative

Deaths Deaths 0.9691 0.5838 0.5391 0.9741 0.4162 0.4609 0.0309 0.7126 0.6928 0.5327
9134 10,950

7808 291

Positive ~ Positive 0.4384 0.9676 0.8935 0.7351 0.0324 0.1065 0.5616 0.7649 0.5882 0.5052
86,498 307,581

10,307 110,823

ICU Icu 0.6693 0.7752 0.9446 0.2905 0.2248 0.0554 0.3307 0.6850 0.7835 0.3232
3732 755

219 1844

*data elaborated from results provided from the Italian Ministry of Health

particularly if we observe than the distribution of elderly
people in those Regions is homogenously widespread,
amounting to about 20-22% for both, respectively (Institute
of STATistics, ISTAT data).

Hospitalization may be obviously a crucial and urgent
practice to be held but increases the risk to catch a noso-
comial (iatrogen) disease, which highly reduces patients’
survival expectancy, increases the potential number of
subjects undergoing SARS-CoV2 infection, and moreover
enhances the risk to fail crucial decisions due to the high
bias incidence associated with emergency [50-52]. A
recent report suggests a protocol to keep away COVID19
from hospitals [52]. Here the author suggests to assess
people suspected to have COVID-19, swabbed and make
them assisted by specially trained paramedics in high
protective equipment, rather than hospitalize them [52].
The consideration of hospital-mediated infectios, either
bacteria, fungi or virus, is crucial to foresee the exacerba-
tion of the SARS-CoV2 infected patient in a hospitalized
situation. As outlined before, SARS-CoV?2 virulence tar-
gets an impaired pulnomary microbiome to exacerbate the
purported COVID19 clinical manifestation.

Table 1 shows the performance evaluation (error matrix)
[53] of medical diagnosis when taking into consideration
some parameters as absolutely informative of an assessed
COVIDI19. According to this evaluation and based on the
latest available data (March 27th 2020), deaths following a
COVID19-positive test have the highest priority in claiming a
COVID19 infection, whereas COVID19 positivity is the
lowest. This raises a fundamental bias in managing medical
emergency, i.e. mainly focusing onto positive subjects as
potential ICU-dead warnings, driving many medical decisions
to emphasize or preferentially select hospitalization. In this
circumstance a whasover positive subject can be biased in his
symptoms, by overestimating them. This may occur to

prevent crowding in ICUs by highly monitoring and treating
with available drugs the paucisymptomatic or mild symp-
tomatic patient. Although test positive people suffering from
purported COVID19 symptoms may not be really sick for
COVID19 (sensitivity 43.84%) despite the high precision of
the test (89.35%), deaths diagnosed for COVID19 have a
small precision (53.91%), so suggesting that a certain per-
centage of reported deaths may undergo interstitial severe
pneumonia from ethiopathogenetic causes other than
COVID19 (Table 1).

Concluding remarks

The correct evaluation of the COVID19 emergency in Italy
is still a big concern. Virus biology and its ability to
widesprad within the population, needs to be further elu-
cidated but this urgently asks for a much more caution to
enterprise any Government decision, as many possible foes
and biased interpretations are included in the risk evalua-
tion of pandemic. Further research on this crucal issue will
give us insightful clues about the complex mechanisms
triggeted by SARS-CoV2 and enable all of us to better face
at its virulence in the forthcoming days.
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