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ABSTRACT

Background: Some oral ulcerative lesions reported in positive SARS-CoV-2 patients. However, still unknown if these lesions are
due to the infection itself or secondary to the patient's systemic condition.

Aim: report a case with oral manifestations diagnosed with COVID-19.

Methods and Results: A case diagnosed with COVID-19 disease confirmed by polymerase chain reaction (PCR) test presented
with nonspecific stomatitis, oral ulcerations, beside skin manifestations looks like erythema multiform.

Conclusion: Infection with SARS-CoV-2 may result in oral insults with various clinical presentations and suggest a link between
COVID-19 and oral ulceration. This highlights the importance of adding dentists in the intensive care unit team to deal with oral
health problems in critical patients. Also, to contribute to evidence-based and decision-making in managing COVID-19 oral
presentations.
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Introduction

The novel coronavirus disease 2019 (COVID-19) presents an urgent threat to global health. The (COVID-19)
causing virus is a single-chain RNA virus, that was initially named 2019-nCoV and now, officially as severe acute
respiratory syndrome coronavirus 2 (SARS- CoV-2)*

SARS-CoV-2 transmission primarily occurs through tiny airborne droplets, large respiratory droplets and
direct contact with infected individuals and contaminated surfaces.? It has high virulence with the human-to-human
transmission, with an incubation period ranged from 2 to 14 days.’

The clinical progress of COVID-19 depends on the host immune response. The common frequent symptoms
include headache, bone-ache, fever, malaise, cough, dyspnoea, loss of taste and smell. Other symptoms have been
described like diarrhoea, abdominal pain, lymphopenia, and hemodynamic disorders.** Patients over 70 years, and
those with comorbidities, or immunosuppressed conditions, predispose to develop severe acute respiratory
symptoms, heart, and kidney failure with poor prognosis.®

Recalcati. 2020 detected the presence of skin lesions in 20.4% of 88 patients with COVID-19, matching to
great degree that showed in some cutaneous viral infections.” Galvan-Casas., et al 2020, identified skin lesions
represented as (purpuric macules, pustules, papules, urticaria-like lesions, hemorrhagic vesicles and necrosis).?
Chaux., et al 2020 and Martin., et al 2020, reported ulcerative and vesiculobullous lesions in the oral cavity in
patients confirmed and suspected to be infected with the novel coronavirus disease.**°

COVID-19 related oral lesions may be a typical pattern resulting from viral infection directly, or resulting
from systemic deterioration, considering the possibility of opportunistic infections and it may be adverse reactions to
treatments. So, the range of COVID-19 manifestations in the oral cavity has current interest."*

Here in this report, we introduce a case with COVID-19 who has skin lesions and oral cavity ulcers and
describe complete history, to help identify lesser-common but possible manifestations of COVID-19.

The case report:

This report depicts a case that had confirmed by polymerase chain reaction (PCR) test as having COVID-19
infection, with oral and skin signs and symptoms. Female patient aged 22 years old, she had been in contact with
two individuals were diagnosed as COVID-19 infection positive about 5 days ago.

These two cases were from her family members, one of them suffered from fever and mild respiratory
symptoms (shortness of breath and slight chest tightness). The symptoms were not so severe, and the patient was
advised by home isolation and medications. The other case suffered from more intense respiratory symptoms
accompanied by fever, atrial fibrillation, chest pain and cardiac symptoms which required hospitalization.

Our case report patient was medically free, with no history of previous chronic or serious systemic medical
problems. Her symptoms started with mild discomfort over here checks, decrease in saliva (xerostomia), dry lips and
few erythematous patches on her face and neck skin. These relatively localized symptoms were accompanied by mild
elevation of here temperature and slight difficulty in breathing which get her to consult a physician.
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Her general practitioner suspect infection with COVID-19 virus and he sent her for self — home isolation. He
advised doing some laboratory investigations (CBC — and level of C-reactive protein) and, chest CT radiograph, then
prescribed medications: antibiotics injection fortum 1 gm. per day , solupred 20 mg tablets one tablet a day in the
morning, panadol tablets one tablet every 6 hours, the dermatologist prescribed for her acyclovir tablet 400 mg twice
daily, fusicort cream.

On the next day directly, the patient began to feel a slight suffocation with a feeling of presence of
postauricular enlarged masses that were explained as lymphadenopathy, burning sensation in oral mucosa, difficulty
in swallowing, alteration in taste or smell (dysgeusia), painful swallowing (Odynophagia), tenderness inside the
cheeks bilaterally and itching sensation over the skin lesions.

At this point, the oral and skin lesions exaggerated, and the patient seek dental consultation. She gave
permission to evaluate her by using the digital photos, digital photographs were taken for the intraoral aspects, and
for the affected areas of the skin and sent to the dental practitioners via mobile phone. The patient sent voice clips for
here symptoms and suffering.

The intra oral signs as shown from the photographs were include:

e  Painful cheilitis with hemorrhagic crusts. FIG 1

e The under surface of the tongue and the floor of the mouth affected by multiple shallow ulcers mixed

surrounded by tissue tags. FIG 1

e Bilateral erythematous and erosive areas on the cheek’s mucosa. FIG 2

e Upper and lower labial mucosa showed multiple shallows, irregular shaped, painful ulcers.

e  Generalized moderate erythematous gingival margins (desquamative gingivitis) FIG 3

The skin lesions include:

e  Multiple sharply demarcated patches, pink or reddish pink in color. Some of them are flat (macules), others
are raised (papules/palpable). Small measured by mms but with variable diameters, mainly presents on
extremities, and circumoral. Some of these patches has typical iris-target appearance with central dark
point surrounded by a paler oedematous raised area. FIG 4

Other extra oral signs include: mild erosions in nasal mucosa.

The results of the laboratory investigations revealed the following: lymphopenia, monocytosis and high level of
C reactive proteins. The chest radiograph showed mild ground glass patterns, more specific test was recommended
(PCR for covid -19 virus from nasopharyngeal swab) the test was positive. She started the treatment protocol include
remdesivir, azithromycin, and supportive treatment.

The dentist prescribed for her BBC spry, solupred starting dose 6 tablets/ day 10mg tapered over sixth days to
one tablet/day, dexamethasone ampule only one injection and mouth wash consists of tantum verd with tetracycline
powder. The symptoms started to disappear in few days after she start the treatment, and complete healing of oral
and skin lesion take place in about two weeks.
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FIG 1: Cheilitis with hemorrhagic crusts on lips. Multiple shallow ulcers surrounded by tissue tags on the under surface of
the tongue and the floor of the mouth.

FIG 3: Marginal Gingival redness
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FIG 4: Mixed reddish pink skin lesions as flat (macules), raised (papules). Some have typical iris-target appearance with
central dark point surrounded by a paler oedematous raised area.

Discussions

This report describes a case confirmed clinically, radiographically, and by laboratory investigations (PCR test
using nasal swape and blood analysis) as having COVID-19 and assessed using teleconsultation. The case developed
both intra oral and extra oral manifestations (perioral and generalized skin lesions) which started mild in severity,
coinciding with a rise in temperature and symptoms of shortness and difficulty breathing. The initial outset of our
patient complains coincided with the emergence of COVID 19 symptoms and before the starting of any treatments.

The management began using corticosteroids, anti-inflammatory antipyretic and antiviral, then the patient had
been put on the COVID 19 treatment protocol along with the medications for management of oral lesions. The oral
symptoms started to resolve with in few days from the treatment starting point of time, healed completely with in
about two weeks.

It is worth noting that, the diagnosis has been made, the treatment described and the communication with
the patient was done through the indirect interaction via the digital imaging technology, telephone transmission and
smart devices, which contributes positively to limiting the spread of the virus infection when dealing with a patient
having oral lesions and at the same time not neglecting symptoms they suffered.

Several studies had reported COVID-19 cases accompany oral insults.*'® '3 Some cases of oral signs and
symptoms had been recorded recently in COVID 19 patients., but it was not certain whether the cause is direct action
of the virus, or medical impairment that increase the chance of opportunistic injuries.’®*** Manifestations like
xerostomia nonspecific oral ulcerative lesions dysgeusia, gingivitis were considered as adverse outcomes affecting
the oral heath results from the acute COVID 19 viral infection or their related therapeutic measures.®

It was suggested that novel Coronavirus 2019 utilize angiotensin-converting enzyme 2 (ACE2) as its host
receptor used for host cell entry and then, viral replication. Zou et al., 2020 showed that destruction of respiratory
and other organs by corona virus is mainly attributed to (ACE2) receptors distribution in the human body.*’

Cells of oral tissues as the tongue mucosa and salivary glands, as well as other human body cells that have

angiotensin-converting enzyme 2 (ACEZ2) receptors on their surfaces are considered a host cells for the virus. Hence
invasion of these cells by the virus results in inflammatory reactions that leads to tissues and organ damage.®
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Another important assumption that may help to explain the COVID-19. related oral mucosal injury is that
the virus associated vascular-hematologic destruction which may results in primary or secondary alterations in oral
tissues. These mechanisms proved by the histologic and clinical findings.'® The association of the resultant organic
damage and general systemic complications such as thrombocytopenia, disseminated intravascular coagulation, and
systemic inflammation in COVID 19 patients with the emergence of the oral manifestations had been suggested in
recently published literatures. %

Histological examination of biopsies of COVID-19 patients showed the presence of perivascular lymphocytic
infiltration with eosinophilia and vascular ectasia, (that had also dermatologic impacts). These observations led to the
development of theories that explain the pathogenesis of COVID 19 related oral lesions which related to thrombotic
and vascular effects in the oral mucosa. Also, the immune system respond to the viral infection by activation of
lymphocytes and Langerhans cells which inducing vasculitis (lymphocytic thrombophilic arteritis).?

The symptoms that had been described by the patient and the signs observed from the sent photographs are
almost typical to that of erythema multiform, both intra oral (ulcers which are painful with a whitish
pseudomembrane cover, swollen the lips with haemorrhagic crusts and skin lesions. "target or iris lesion?* several
studies had suggested that the onset of erythema cases is associated with viral infections such as Herpes Viruses,
Adenoviruses Enteroviruses, in which 70% of the patients suffer from oral symptoms and mucosal lesions for
example ulcers and blisters on the lips and lining mucosa.?In view of the above-mentioned findings, the novel
corona virus can be considered to be able to induce the exanthematous lesions in the same manner as other viruses
traditionally encountered in oral viral infections %

Referring to that the main event in the pathogeneses of Erythema Multiforme is vasculitis, so it can be postulated
that the mucosal lesions and the other oral manifestations presented by COVID-19 patients can be attributed to
ACE?2 which presents on the surface of endothelial cells.?*

What reinforces the assumption that the presence of symptoms is caused by the viral components is the
occurrence of the marginal gingivitis, which is considered an important diagnostic feature in oral diseases caused by
viral infection especially herps simplex infection.?? Our patient was suffering at the initial period from xerostomia
dry lips which followed by post auricular lymph adenopathy. Both symptoms had been reported with viral infection
as manifestations associated with HIV infection.”

Conclusion

with a comprehensive view of the published studies on the novel corona virus, beside taking into
consideration our interpretation of the circumstances and associated conditions related to the case under discussion,
the following conclusions and recommendations can be drawn up: it can be said that there is a link between infection
with novel corona virus and the appearance of oral and skin symptoms, which requires other extensive and accurate
studies.

The dentist's relevance as part of the multi-disciplinary team in supporting critical patients in ICU, such as
COVID-19, should be highlighted. Also, dental follow up after the patient is dismissed from the hospital must be
provided. clinical dental examination of patients with infectious diseases in the ICU an issue of great importance to
control pain, improve the quality of life."!

References

[1] World Health Organization. Novel coronavirus(2019-nCoV) situation data as reported by February 11, 2020.
2020.

http://annalsofrsch.ro 16720



Annals of R.S.C.B., ISSN:1583-6258, Vol. 25, Issue 6, 2021, Pages. 16716-16722
Received 25 April 2021; Accepted 08 May 2021.

[2] Morawska L, Tang JW, Bahnfleth W, et al. (2020). How can airborne transmission of COVID-19 indoors be
minimised? Environ Int.142:105832.

[3] Jiang, F., Deng, L., Zhang, L., Cai, Y., Cheung, C. W., & Xia, Z. (2020). Review of the clinical characteristics of
coronavirus disease 2019 (COVID-19). Journal of General Internal Medicine.35: 1545-1549.

[4] 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: 1239-1242

[5] Rothan HA, Byrareddy SN. (2020). The epidemiology and pathogenesis of coronavirus disease (COVID-19)
outbreak. J Autoimmun. 109:102433

[6] Fu L, Wang B, Yuan T, et al. (2020). Clinical characteristics of coronavirus disease 2019 (COVID-19) in China:
a systematic review and meta-analysis. J Infect. 80:656-665.

[7] Recalcati S. (2020). Cutaneous manifestations in COVID-19: a first perspective. J Eur Acad Dermatol Venereol.
34:212-213.

[8] Galvéan Casas C, Catala A, Carretero Herndndez G, et al. (2020). Classification of the cutaneous manifestations of
COVID-19: a rapid prospective nationwide consensus study in Spain with 375 cases. Br J Dermatol. 183:71-77.

[9] Chaux-Bodard AG, Deneuve S, Desoutter A. (2020) Oral manifestationof Covid-19 as an inaugural symptom? J
Oral Med Oral Surg. 26:18.

[10] Martin Carreras-Presas C, Amaro S&nchez J, Lopez-Sanchez AF, Jané-Salas E, Somacarrera Pérez ML. (2020).
Oral vesiculobullous lesions associated with SARS-CoV-2 infection. Oral Dis. 27:710-712

[11] Amorim DS, Costa NAG, Carvalho SRL, Monteiro DPR, Christian CA, Roger SSA , et al. (2020). Oral mucosal
lesions in a COVID-19 patient: New signs or secondary manifestations? International Journal of Infectious Diseases
.97: 326-328

[12] De Maria A, Varese P, Dentone C, Barisione E, Bassetti M. (2020). High prevalence of olfactory and taste
disorder during SARS-CoV-2 infection in outpatients. J Med Virol 92: 2310-2311

[13] Lechien JR, Chiesa-Estomba CM, De Siati DR, Horoi M, Le Bon SD, Rodriguez A, et al. (2020). Olfactory, and
gustatory dysfunctions as a clinical presentation of mild-to- moderate forms of the coronavirus disease (COVID-19):
a multicenter European study. Eur Arch Otorhinolaryngol 277: 2251-2261

[14] Putra BE, Adiarto S, Dewayanti SR, Juzar DA. (2020). Viral exanthem with “pin and needles sensation” on
extremities of COVID-19 patient. Int J Infect Dis. 96: 355-358

[15] Ciccarese G, Drago F, Boatti M, Porro A, Muzic Sl, Parodi A. (2020). Oral erosions and petechiae during
SARS-CoV-2 infection. J Med Virol. 93:129-132

[16] Dziedzic A, Wojtyczka R. (2020).The impact of coronavirus infectious disease 19 (COVID- 19) on oral health.
Oral Dis

[17] Zou X, Chen K, Zou J, Han P, Hao J, Han Z. (2020). Single-cell RNA-seq data analysis on the receptor ACE2
expression reveals the potential risk of different human organs vulnerable to 2019-nCoV infection. Front Med.
14:185-92.

http://annalsofrsch.ro 16721



Annals of R.S.C.B., ISSN:1583-6258, Vol. 25, Issue 6, 2021, Pages. 16716-16722
Received 25 April 2021; Accepted 08 May 2021.

[18] Xu H, Zhong L, Deng J, Peng J, Dan H H, Zeng X, et al. (2020). High expression of ACE2 receptor of 2019-
nCoV on the epithelial cells of oral mucosa. Int J Oral Sci. 12:

[19] Cruz Tapia RO, Peraza Labrador AJ, Guimaraes DM, Matos Valdez LH. (2020). Oral mucosal lesions in
patients with SARS-CoV-2 infection. Report of four cases. Are they a true sign of COVID-19 disease? Special Care
Dentistry Association and Wiley Periodicals. 40:555-560.

[20] Soares CD, Carvalho RA, Carvalho KA, et al. (2020). Oral lesions in a patient with COVID-19. Med Oral Patol
Oral Cir Bucal. 25:e563-e564.

[21] Gianotti R, Zerbi P, Dodiuk-Gad RP. (2020). Clinical and histopathologicalnstudy of skin dermatoses in patients
affected by COVID-19 infection in the Northern part of Italy. J Dermatol Sci. 98:141-143.

[22] Martin S Greenberg, Michael Glick (Eds). (2003). Ulcerative vesicular and bullous lesions Burket’s oral
medicine, Diagnosis & Treatment tenth edition. New York: BC Decker Inc., Hamilton. 50 -85.

[23] Scully, C., & Bagan, J. (2008). Oral mucosal diseases: Erythema multiforme. British Journal of Oral and
Maxillofacial Surgery. 46: 90-95.

[24] Capocasale G, Nocini R, Faccioni P, Donadello D, Bertossi D, Albanese M, et al. (2021). How to deal with
coronavirus disease 2019: A comprehensive narrative review about oral involvement of the disease. Clin Exp Dent
Res. 7:101-108.

[25] Grando LJ, Yurgel LS, Machado DC, Silva CL, Menezes M, Picolli C. (2002). Oral manifestations, counts of
CD4+ T lymphocytes and viral load in Brazilian and American HIV-infected children. Pesqui Odontol Bras. 16:18—
25.

http://annalsofrsch.ro 16722



