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In December 2019, a new pathogen enveloped RNA
beta-coronavirus has been identified and named seve-
re acute respiratory syndrome coronavirus 2 (SARS-
CoV-2), which causes severe pulmonary disease in about
14% of infected people (Lu 2020; Wu 2020). On March
2020, the World Health Organization (WHO) has cha-
racterized coronavirus infection disease-19 (COVID-19)
as a public health emergency of international concern
and defined it a pandemic (WHO, 2020). In Italy, the
most involved regions by COVID-19 are Lombardy,
Emilia Romagna and Veneto. The city of Piacenza (Emi-
lia Romagna Region) is very near to the epicenter of the
outbreak of COVID-19, and the catastrophic nature of
Lombardy’s outbreak has been widely publicized (Ber-
rardi 2020; Horowitz 2020).

In the District of Piacenza, a week later 21 February
2020, the Emergency Department of the Piacenza Ho-
spital was overcrowded with COVID-19 infected people,
already in serious condition. Noninvasive ventilation
was attempted in the majority of these patients, but the
rapidity of lung deterioration in most severely affected
patients was quickly worsening.

No vaccine or specific antiviral treatment for CO-
VID-19 has yet been demonstrated to be effective in
phase III randomized clinical trials, however hydroxy-
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chloroquine with or without antiviral treatment has
been incorporated in national guidelines to treat CO-
VID-19 (SIMIT 2020; Geleris 2020).

Hydroxychloroquine (HCQ) and Chloroquine (CQ)
are antimalarial drugs and their role in the treatment of
COVID-19 is not well defined, given that they, principal-
ly, deploy antimicrobial and anti-parasitic effects. Fur-
thermore, these drugs have been proven beneficial in
treating rheumatological and immunological diseases,
because of the modulation they exert on immunity and
proinflammatory cytokines (Yu 2020). However, a ca-
refully monitoring is required when using chloroquine-
based drugs, as these drugs can cause QT prolongation
and might put patients at increased risk of torsade de
pointes and sudden cardiac death (Geleris 2020).

We report the preliminary results on safety of the
first 96 patients with COVID-19, treated at the Azienda
Sanitaria of Piacenza (Northern Italy) with HCQ.

The treatment was based on a loading dose of 800
mg of hydroxychloroquine for the first day, followed by
200 mg twice daily for six more days.

In this series no arrhythmia was registered. It must
be emphasized, however, that ECG was not performed
as a daily monitoring program, but only when clini cally
required. The median age of our patients was 56 years
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Variables All patients

N. (%)
9 (100%)

Male N. (%) 49 (51%)

Female N. (%) 47 (49%)

Age medians years | 56

(range) 18-83

Survival at 30 days | 56 (100%)

of treatment HCQ

Survival at 60 days | 56 (100%)

of treatment HCQ

Treatment 800 mg of
hydroxychloroquine
for the first day,
followed by 200 mg
twice times daily
for 6 more days

Table 1: Clinical Demographic characteristics and outcome of the 96
COVID-19 patients treated with HCQ.

(range 18-83), while other clinical demographic cha-
racteristic, and outcome are reported in Table 1.

In this series of patients no deaths were registered
after two months from the treatment. The majority of
these patients improved after some days from the be-
ginning of the treatment, thought several cases showed
severe type of COVID-19 pneumonia.

In our experience, treatment with HCQ for patients
with COVID-19 at the loading dose of 800 mg for first
day followed by 200 mg twice times daily for six more
days showed to be safe and beneficial. We believe that
this shorten regimens used to treat COVID-19 may be
suitably adopted, given the reduced rate of significant
side effects (Table 2). In addition to the aforementioned
cluster of Covid-19 patients, we have already reported
data on 25 additional cancer patients suffering from
COVID-19 infection. Treatment with HCQ of this group
of high-risk patients did not entail any significant bur-
den of side effects (Stroppa, 2020). A further observa-
tional study on additional 51 cancer patient affected by
COVID-19, showed no significant side effects (Cavanna,
submitted 2020).

Conclusively, Chloroquine and hydroxychloroqui-
ne are old drugs and have been widely used in the tre-
atment of rheumatic disease and malaria. The current
COVID-19 pandemic poses an urgent need to identify
effective treatments. It is worth of noting that repur-
posing of old, off-label drugs, has gaining momentum,
providing new exciting insights in pharmacology. Accor-
dingly, HCQ has been “rediscovered” as a useful remedy
in managing Covid-19 patients, thus becoming common
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Patient without any adverse event 86/96  (89,6%)
Patient with adverse event possible | 10/96  (10,4%)
related to the treatment (grade 1-2)

Diarrhea 5] (60%)
Abdominal pain 3 (30%)
Headache 4 (40%)
Vomiting 2 (20)

Table 2: Adverse Events of the 96 COVID-19 patients treated
with HCQ.

practice among physicians (Rodriguez-Martinez 2020).
Up to now, HCQ has been used in many thousands of
patients with COVID-19 around the world (Geleris
2020). However, though this drug is inexpensive and
readily available, a number of scientists and physicians
are seriously concerned by the hypothetical burden of
side effects, usually more “perceived” than actually pro-
ven. Namely, the occurrence of cardiac negative events,
including the association of QT prolongation and torsa-
de de pointes (ToP) - especially in patients with heart,
hepatic or renal disease — has raised fear and suspicion.
However, very recently M. Saleh (Saleh 2020) repor-
ted that effects of Chloroquine, Hydroxychloroquine
and Azithromycin on the Corrected QT Interval in Pa-
tients with SARS-CoV-2 Infection are very limited. Two
hundred-one patients have been treated for COVID-19
with chloroquine/hydroxychloroquine, with only seven
patients (3.5%) requiring discontinuation of treatment
due to QTc prolongation. Moreover, no arrhythmogenic
deaths related HCQ treatment have been reported (Sa-
leh 2020).

We are currently performing a retrospective study
on additional several hundreds of COVID-19 infected
patients followed and treated at home or admitted to
the hospitals of the district of Piacenza (North Italy)
and treated with HCQ. Preliminary data — at a glance —
are unable in evidencing clinical significant side effects,
as well as treatment-related deaths. We believe that
HCQ can be an effective repurposed, “weapon” against
COVID-19, with acceptable toxicity when administered
according to our proposed model.




Organisms

References

Berrardi, F. 2020, April 9. The Italian doctor flatte-
ning the curve by treating COVID-19 patients in
their homes. Time. Available from: https://time.
com/5816874/italy-coronavirus-patients-treating-
home/

Cavanna, L 2020. Clinical characteristic of hospitali-
zed cancer patients with COVID-19. A retrospective
study of 51 patients in the district of Piacenza, North
Italy

Geleris J, Sun Y, Platt J, Zucker J, Baldwin M et al.
2020. Observational Study of Hydroxychloroquine
in Hospitalized Patients with Covid-19. NEJM. DOI:
10-1056/NEJMoa2012410

Horowitz J. 2020. Italy’s healthcare system groans
under coronavirus- a warning to the world. The
New York Times. Available from: www.nytimes.
com/2020/03/12/world/europe/12italy-coronavi-
rus-health-care.html

LuR, Zhao X, LiJ et al. 2020. Genomic characterization
and epidemiology of 2019 novel coronavirus: impli-
cations for virus origins and receptor binding. Lan-
cet 395(10224), 565-574.

Rodriguez-Martinez Carlos E and Fernandes Ricardo
M. 2020. Efficacy, safety and cost-effectiveness of
hydroxychloroquine in children with COVID-19:
a call for evidence. Acta Pediatrica. DOI: 10/1111/

apa.15373

10
Organisms

Safety of Hydroxychloroquine in Patients with COVID-19:
The Experience in the District of Piacenza. Preliminary data

) SAPIENZA

UNIVERSITA DI ROMA

Saleh M, Gabriels J, Chang D, Kim BS, Mansoor A et al.
2020. The the effect of Chloroquine, Hydroxychloro-
quine and Azithromycin on the Corrected QT Inter-
val in Patients with SARS-CoV-2 Infection. Ame-
rican Heart Association Journals. Available from:
http://ahajournals.org by on may2, 2020

SIMIT, 2020. Linee guida sulla Gestione terapeutica e
di supporto per i pazienti con infezione da corona-
virus Covid-19. Available from: http://www.fvca-
labria.unicz.it/COVID-19/LINEE-GUIDA/linee-
guida-SIMIT-marzo-2020.pdf

Stroppa EM, Toscani I, Citterio C, Anselmi E, Zaffignani
E et al. 2020. Coronavirus disease-2019 in cancer
patients. A report of the first 25 cancer patients in
a western country (Italy). Future Oncology. doi:
10.2217/fon-2020-0369.

World Health Organization. Coronavirus disease
(COVID-19) outbreak. Available from: http:// www.
who.int /dg/speeches/detail/who-director-general-
s-opening-remarks-at-the-media-briefing-on-covid-
19---11-march-2020)

Wu Z, McGoogan JM. 2020. Characteristics of and
important lessons from the coronavirus disease 2019
(COVID-19) outbreak in China: summary of a report
of 72.314 cases from the Chinese Center for Disease
Control and Prevention. JAMA 323(13), 1239—-1242.

Yu B, Li C, Chen P, Zhou N, Wang L et al. 2020. Low
dose of hydroxychloroquine reduces fatality of criti-
cally ill patients with COVID-19. Science China Life
Sci. Available from: http://doi.org/10.1007/s11427-
020-1732-2



