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Aim: This case series demonstrated that phthalocyanine derivate mouthwash is a promising
alternative for reducing the viral load of SARS-CoV-2 and for clinical improvement of
infected patients who presented mild and moderate symptoms.

Purpose: The aim of this study was to report a case series of patients diagnosed with
COVID-19 that used the phthalocyanine derivate mouthwash to reduce clinical symptoms.
Patients and Methods: Eight patients used SmL of phthalocyanine derivate mouthwash
gargling/rinsing for one minute, five times daily, over a fourteen day period. Two measure-
ment scales were applied for each patient in different periods to verify sore throat — VAS —
Visual Analogue Scale for Pain and the clinical conditions — PS — Performance Status.
Results: All patients presented a significant reduction in clinical symptoms with the use of
the mouthwash for gargling/rinsing after few days of use, without hospitalization.
Conclusion: The phthalocyanine derivate mouthwash protocol appears as a potential alter-
native for clinical improvement of COVID-19 infected patients. Daily use of this mouthwash
rapidly reduced clinical symptoms such as sore throats, cough and mouth ulcers. Large, high-
quality randomized controlled trials with larger sample size are necessary to confirm the
effectiveness of this mouthwash protocol against COVID-19.
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Introduction

The SARS-CoV-2 is responsible for COVID-19, disease that may manifest asympto-
matically, but can lead to severe complications and death in a small proportion of the
population.' The oral cavity is an important site for the understanding of COVID-19
pathways, and positivity rate of COVID-19 in patients’ saliva can reach 91.7%.>* In
addition, saliva collection for diagnosis is more comfortable for the patient, easier,
inexpensive and non-invasive method. Few equipment are necessary for the diagnosis
and saliva composition, peptides, proteins, can be isolated allowing the comparison of
the state of physiology or pathology of human body.*

Therefore, gargling/rinsing with active substances represent a significant tool for the
reduction of viral load in saliva and oral cavity.> Consequently, the use of mouthwash
could reduce the severity of the local and overall disease and prevent its transmission to
other individuals.>*® Thus, therapeutic oral rinses have been indicated for antimicro-
bial control in oral cavity with active ingredients such as phthalocyanine derivate.**’
Also, the importance of pre-dental procedures solutions such as Povidone-lodine
mouthwash can be an important tool to reduce contamination of professionals.’

submit your manuscript

Dove n

http:

in 3

Clinical, Cosmetic and Investigational Dentistry 2021:13 47-50 47
© 2021 da Fonseca Orcina et al. This work is published and licensed by Dove Medical Press Limited. The full terms of this license are available at https /Iwww.dovepress.
BY NC com/terms.php and incorporate the Creative Commons Attribution — Non Commercial (unported, v3. 0) License (http://creati g/li by-nc/3.0/). By

accessing the work you hereby accept the Terms. Non-commercial uses of the work are permitted without any further permission from Dove Medical Press lel(ed provided the work is properly
attributed. For permission for commercial use of this work, please see paragraphs 4.2 and 5 of our Terms (https://www.dovepress.com/terms.php).



http://orcid.org/0000-0003-3367-483X
http://orcid.org/0000-0003-3840-3633
http://orcid.org/0000-0003-3070-5960
http://orcid.org/0000-0001-9018-6395
http://orcid.org/0000-0003-3485-4592
http://orcid.org/0000-0002-3003-7889
http://orcid.org/0000-0003-0286-7575
http://orcid.org/0000-0002-0674-3759
mailto:paulosss@fob.usp.br
http://www.dovepress.com
https://www.facebook.com/DoveMedicalPress/
https://twitter.com/dovepress
https://www.linkedin.com/company/dove-medical-press
https://www.youtube.com/user/dovepress
http://www.dovepress.com/permissions.php
http://www.dovepress.com

da Fonseca Orcina et al

Dove

The phthalocyanine derivative is a compound that pre-
sents inferior cytotoxicity compared to fluorine and is
classified as inert due to the negative toxicological and
carcinogenicity effects.’

In this clinical research design protocol, patients diag-
nosed with COVID-19 have used the mouthwash to eval-
uate the role of this support therapy in the reduction of
damage caused by SARS-CoV-2 pandemic.

Patients and Methods

Case Series

A convenience sample of eight SARS-CoV-2 positive
patients diagnosed by RT-PCR analysis was monitored for
fourteen days (approved by the Ethics Committee for Human
Research of the Bauru School of Dentistry - University of
Sdo Paulo - CAAE: 36493520.1.0000.5417) and presented
the registration code in the Brazilian Registry of Clinical
Trials (REBEC): RBR-58ftdj. All patients signed an
informed consent form before the initiation of the study and
agreed to participate in the research and that their case data
would be published. The data would be used for scientific
purposes, maintaining their confidentiality.

All patients used the protocol of phthalocyanine deri-
vate mouthwash - (PPM) for gargling/rinsing (SmL) dur-
ing 1 minute/five times a day during 14 days. The Visual
Analogue Scale — VAS - was used to assess sore throat and
the Performance Status Scale — PS - for clinical conditions.
Both measurement scales were applied to each patient at
different times to check predetermined conditions.'®!
Also, a tolerability questionnaire was applied to verify
the conditions of use and side effects.'?

Figure 1 describes the stages of the infection caused by
SARS-CoV-2, the initial symptoms of the patients and
their respective clinical evolution until the positive test
for Immunoglobulin G (IgG).

Characteristics of All Patients

Patient A, a 52-year-old man, former smoker for over 20
years, presented severe sore throat, cough, mouth ulcers and
pulmonary impairment of 25%. Patient B, a 28-year-old
woman, presented nasal congestion and headache. Patient
C, a 63-year-old woman, hypertensive, type II Diabetic,
presented headache, chills, fatigue, body and muscle pain
and lost appetite. Patient D, a 35-year-old man, presented
headache, chills, fatigue, severe body pain, coughing,

Stages of SARS-CoV-2 Infection
Second Week

Localized Pneumonia and
Disseminated Inflammation

D1
Case A: Health status
changed, mouth ulcers that
disappared.
VAS 02/ PS 90%
Case B : Asymptomatic . VAS
0/PS 100%
Case C: Health status
unchanged. VAS 0/PS 80%
Case D: Health status
unchanged. VAS 0/PS 90%.
Case E: Health status
unchanged, except mouth
ulcers that disappared.
VAS 3/PS 90%.
Case F: Health status
unchanged. VAS 0/PS 90%.
Case G: Health status
unchanged. VAS 0/PS 90%.
Case H: Health status
unchanged. VAS 0/PS 90%.

N J

-
D2 ) D 12
Case A: become asymptomatic without hospital support. Case A::
| Case B: headache and pain in the right lower limb. PS 90%. J 1gG+; new
chest CT
showed only
D3 5% of
Case G: become asymptomatic without hospital support. pulmonary
involvement.

D4
Case B: become asymptomatic without hospital support.
| Case D: become asymptomatic without hospital support.

r \ D14
D5 Case B: IgG +
Case F: become asymptomatic without hospital support. Case C: IgG +
Case H: become asymptomatic without hospital support.. Case D: IgG +
- - Case E: IgG +
Case F: IgG +
s ) Case G: IgG +
D7

Case H: IgG +

Case C: become asymptomatic without hospital support.
| Case E: become asymptomatic without hospital support.

7

Figure | Stages of SARS-CoV-2 infection and the evolution in days (D) of the patients, with baseline being the initial moment of patient assessment.
Abbreviations: DIC, disseminated intravascular coagulation; ARDS, acute respiratory distress syndrome; CT, computed tomography; VAS, Visual Analogue Scale for pain;

PS, performance status.
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anosmia and dysgeusia. Patient E, a 30-year-old woman
presented flu-like symptoms, cough, diarrhea, severe sore
throat and mouth sores. Patient F, a 73-year-old man, with 1
stent and cardiac arrhythmia reported flu-like symptoms,
cough, headache, dysgeusia and anosmia. Patient G, a 32-
year-old man, reported flu-like symptoms, coughing, chills
and the presence of mouth sores. Patient H, a 32-year-old
woman, reported flu-like symptoms, coughing and chills.

COVID-19 treatment for the majority of these patients
included antibiotics, anti-inflammatories, analgesics and
vitamins. Some patients used Nitazoxanide and
Azithromycin. Patients started the use of PPM after 2
days (patient D), 3 days (patients A, B, E and H), 4 days
(patients C and F) and 5 days (patient G) of the onset of
symptoms. All patients presented a significant reduction in
clinical symptoms with the PPM after few days of use,
without hospitalization.

According to the tolerability questionnaire, almost all
patients stated that the PPM was possible and tolerable,
except patient B. All participants reported a pleasant and
sweet taste after the use of the mouthwash.

Discussion

In the evaluated cases, the phthalocyanine derivate
mouthwash proved to be an alternative to reduce the
clinical symptoms of coronavirus manifestation in the
upper airway region, resulting in a faster recovery, without
adverse effects.

The oral cavity environment is directly related to
COVID-19, mainly because SARS-CoV-2 virus alive was
found in the mouth and the virus spread may occur
through saliva.>® Therefore, actions to reduce the amount
of virus in the oral cavity and oropharynx are necessary,
since the viral load is directly related to the evolution to
a critical condition of COVID-19.>° One important step to
reduce the viral load is gargles with an ingredient that
demonstrates antiviral effect such as the active oxygen.”*
In this way, the phthalocyanine derivative showed antimi-
crobial activity.” This mouthwash promotes a self-
activation and continuous production of reactive oxygen
in the presence of molecular oxygen.” Therefore, the
to be
a promising alternative for reducing the viral load of
SARS-CoV-2.

Considering this case series, no patient evolves to more

phthalocyanine derivate mouthwash appears

severe COVID-19 conditions as shown in Figure 1.
Conversely, patients showed a significant reduction of

clinical symptoms. Then, the use of this present

mouthwash seems to positively contribute to the local
and systemic clinical improvement of patients infected
with SARS-CoV-2.

Considering the limitations of the present clinical
research design protocol, the lack of a comparative pla-
cebo control could influence the interpretation of the
results. The disadvantages of using mouthwashes may
be related to the lack of professional control regarding
the number of mouthwashes recommended per day and
the correct steps of mouthwash and gargle. Also, patients
that eat or drink soon after the use of the product, can
reduce the residual effect in the oral cavity. More
broadly, the use of the product may result in a feeling
of protection, reducing the use of the widely publicized
recommendations, such as wearing masks, hand washing,
social distance and medical care. Conversely, the rapid
pain/cough relief for patient A, D, E, F, G, H and
absence of mouth ulcers after twelve hours of the use
of the protocol for patients A and E suggested the posi-
tive action of the phthalocyanine derivate.

The PPM was well tolerated by the patients and demon-
strated a good performance against COVID-19 symptoms.
Hence, no contraindications could be found in the use of the
mouthwash used in this research as a support therapy to
reduce the damage in the SARS-CoV-2 pandemic.

Conclusion

The findings of this case series suggested that the use of
phthalocyanine derivate mouthwash in individuals infected
with SARS-CoV-2 provided clinical improvement, regard-
less of other medical treatments needed for COVID-19.
Further clinical trials using this mouthwash are necessary.
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