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Recurring oral erythema multiforme-like lesions elicited by
COVID-19 infection: a case report
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ABSTRACT

Oral mucosa could be the first site infected with severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) —the
causative agent of coronavirus disease 2019 (COVID-19). Indeed, different oral and paraoral lesions, conditions
and symptoms have been reported in patients with COVID-19. Experts thought that such oral lesions could be
secondary to the COVID-19-associated deterioration of systemic health or due to treatments of COVID-19. We
present here a case of a 24-year-old male presented with painful multiple ulcers involving the labial and buccal
mucosae bilaterally after a while of feeling very mild symptoms that laboratory-confirmed by reverse-transcription
polymerase chain reaction to be COVID-19. Involvement of eyes was also reported. The above clinical presentation
was consistent with minor erythema multiform. Many topical preparations were prescribed but with limited
improvement. Hence, oral prednisolone was prescribed with a 40-mg loading dose that was tapered by 10 mg
every 3 days. Complete healing of oral mucosa was observed on the 10 day. Strikingly, the patient got affected
with the second episode of similar oral lesions 5 months later without any apparent triggering factors, suggestive
a long term effects of COVID-19 in a subset of patients. The present case report provides dentists with useful
information and increases their awareness regarding possible involvement of oral cavity with multiple ulcerative
lesions associated with COVID-19.
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RESUMO

A mucosa oral pode ser o primeiro local infectado com a sindrome respiratéria aguda grave coronavirus 2 (SARS-
CoV-2) — o agente causador da doenca por coronavirus 2019 (COVID-19). De fato, diferentes lesdes, condicoes
e sintomas orais e paraorais foram relatados em pacientes com COVID-19. Os especialistas pensavam que essas
lesdes orais poderiam ser secundéarias a deterioracido da satde sistémica associada ao COVID-19 ou devido a
tratamentos do COVID-19. Apresentamos aqui um caso de um homem de 24 anos que apresentou multiplas
tlceras dolorosas envolvendo bilateralmente as mucosas labial e bucal apds um tempo sentindo sintomas muito
leves que foram confirmados laboratorialmente pela reacdo em cadeia da polimerase de transcri¢do reversa como
COVID-19. O envolvimento dos olhos também foi relatado. A apresentacdo clinica acima foi compativel com
eritema multiforme menor. Muitas preparagdes tépicas foram prescritas, mas com melhora limitada. Assim, foi
prescrito prednisolona oral com uma dose inicial de 40 mg que foi reduzida em 10 mg a cada 3 dias. A cicatrizacio
completa da mucosa oral foi observada no 10° dia. Surpreendentemente, o paciente foi afetado com o segundo
episddio de lesdes orais semelhantes 5 meses depois, sem nenhum fator desencadeante aparente, sugerindo
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efeitos de longo prazo do COVID-19 em um subconjunto de pacientes. O presente relato de caso fornece aos
dentistas informacdes Uteis e aumenta sua conscientizacdo sobre o possivel envolvimento da cavidade oral com

multiplas lesGes ulcerativas associadas ao COVID-19.

PALAVRAS-CHAVE

Eritema multiforme; Manifestacdes bucais; COVID-19; Relatos de casos.

INTRODUCTION

Since the first case, coronavirus disease
2019 (COVID-19) has been a great affliction
worldwide. Apart from the classical symptoms
of COVID-19 [1], several cutaneous findings
have been reported including maculopapular,
rash, erythema multiforme (EM)-like, urticarial,
varicella-like, purpuric, and lichedoid lesions[2-4].
With regard to oral and paraoral manifestations,
ageusia and anosmia (gustatory and olfactory
disorders) are repeatedly reported by COVID-19
patients [5], while other oral manifestations
were seldom reported, despite the fact that
many suspect that oral mucosa lesions could
be the first signs of COVID-19 to arise [6].
Oral lesions like aphthous, herpes, erythema
multiform may develop in difficult situations
like hard life style, work pressure, and social
life restrictions as during COVID-19 pandemic
lockdown[7-9]. EM-like lesions may result from
drugs administered to treat COVID-19 such as
hydroxychloroquine [10] or corticosteroids [11].
EM is a rare acute mucocutaneous condition
which considered a delayed-type hypersensitivity
response [12] activated in 90% of cases by
infectious agents [13]. Approximately 70% of
patients with EM have mucosal manifestations,
mostly affecting buccal mucosa, lips and/or the
tongue, and may include the conjunctiva and/
or genitalia [14]. EM lesions usually resolve
spontaneously in one to four weeks [14].
Although oral signs and symptoms in COVID-19
patients are, as yet, just a possibility, it seems
possible that SARSCoV-2 may irritate oral mucosa
causing lesions which are commonly missed
due to a lack of intraoral examination in these
patients. A few reports on EM-like lesions among
COVID-19 patients were published [2,11,15].
Thus accurate examination and documentation
of the related oral lesions may play a significant
role in the early diagnosis and appropriate
management of the disease. We present here
a case for COVID-19 patient who suffered two
episodes of EM-like lesions with a five-month,
lesions-free interval in between.

CASE REPORT

A 24-year-old non-smoker male patient was
diagnosed with COVID-19 on 16 August 2020.
Upon confirming his status as positive using
reverse-transcription polymerase chain reaction,
he was instructed to isolate himself at home for
two weeks. His past medical history revealed
the he has asthma. The COVID-19-associated
symptoms of fever and weakness started on
8 August 2020. First, his temperature started
rising at 7 o’clock in the morning, and improved
in the afternoon. The weakness started later on.
These symptoms lasted for 3 days and rapidly
respond to two tablets paracetamol 500 mg orally
every 4 to 6 hours for three days. He didn’t use
any other medications. The patient reported
development of erythematous eye lesions with
blurry vision one week after the self-isolation;
these lesions lasted for 5-6 days. Although he
was advised to consult an ophthalmologist, he
ignored that, and hence he did not receive any
medication for eye lesions in the first episode. By
the end of the self-isolation period and recovery
of the eye lesions, many oral ulcers developed
without any apparent mechanical trauma or
alike. He reported that the lesions appeared first
as redness on the buccal mucosa and as vesicles
on the vermillion borders of the lips which later
on ulcerated to form irregular and superficial
ulcers (Figure 1A, B), with crusting and bloody
vermilion borders. These lesions were painful
and caused difficulties on eating, swallowing and
tooth brushing. The patient sought treatment in
public health centre where his complete blood
count test was within normal limits, and the
physician suggested referral to ophthalmologist
and dentist. On 7™ September 2020 he came to
the College of Dentistry, Jazan University. Upon
clinical examination, many irregular superficial
ulcerative lesions were observed on the buccal
and labial mucosa bilaterally (Figure 1C, D).
Upon questioning the patient and manipulating
these mucosae, he reported mild pain. Mild
dysarthria was also observed. The patient didn’t
report previous similar lesions, and there was
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Figure 1 - The oral lesions on the lips (A and B), and on buccal and labial mucosa bilaterally (C and D).

no clear history of herpetic infection. Based on
the history and clinical features of the lesions, a
provisional diagnosis of “minor EM” or “EM-like
lesions” was proposed. For treatment of the oral
lesions, antiseptic mouthwashes, antifungal and
topical anesthetic were applied for two weeks.
As no improvement was seen, Kenalog 0.1%
(Triamcinolone) in orabase was prescribed.
Partial improvement was observed after tow
weeks from using Kenalog, but the lesion not
completely resolved. On 7th October 2020, 5 mg
oral prednisolone tablets were prescribed over a
10-day period where the loading dose was 40 mg
tapered by 10 mg every 3 days. Within the first
3 days of treatment, considerable improvement
was observed; complete healing of oral mucosa
was seen 10 days after treatment (Figure 2A-D).

The patient stayed symptoms and lesions-
free for nearly five months until a second episode
of EM noticeably developed. Obvious redness of
the eyes started on 24 February 2021 (Figure 3A).
Later on 7 March 2021 bleeding and crusting
of the lips and ulcerations of the oral mucosa
developed (Figure 3B, C). By that time, the
patient was referred for further hematological
(cardiac, iron, liver, lipid and renal panels),

viral (HBsAg) and immunological (CMV IgG,
CMV IgM, and HSV 1,2 IgG) examinations which
revealed that positive results for HSV1 IgG but
negative results for HSV2, CMV (IgM and IgG)
and normal values for cardiac, iron, liver, lipid
and renal panels. For the eye lesions, the patient
had consulted ophthalmologist who prescribed
Maxitrol drops (neomycin and polymyxin B
sulfates and dexamethasone); improvement of
the eyes was noticed a few days of the treatment.
For labial and oral lesions, the same course of
oral prednisolone that was prescribed in the first
episode was repeated. Improvement of lesions was
noticed a few days after the treatment. Figure 4
summarizes and demonstrates the timeline of
the events of progression and regression of both
episodes.

Written consent was obtained from the
patient indicating his consent to the publication
of images of the lesion in his eyes and oral tissues.

DISCUSSION

In point of fact, with COVID-19 everything
is anticipated. Few studies highlighted the
possible association between COVID-19 and oral
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Figure 3 - Recurrence of lesions on the eye (A) and on the lips (B and C).
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8 Aug 2020: Signs and
symptoms of COVID-19

16 Aug 2020:
+ve COVID-19 test

Two-week self-isolation

22 Aug 2020: Erythematous
eye lesions lesions

17 Oct 2020: Complete
recovery of the oral lesions

Development of oral
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24 Feb 2021: Erythematous eye
lesions

7 Mar 2021: Development
of oral lesions

after initiating systemic

Figure 4 - The timeline of events during the first and second episodes.

ulcerative lesions [9,11,12,16]. Halboub et al.
have reviewed the published cases on orofacial
manifestations of COVID-19 [17]. EM-like
lesions were among these ulcerative lesions
which reported in the literature. A recent study
conducted in the nidus of the disease (Wuhan,
China) on a large sample of COVID-19 positive
patients and negative controls has revealed
that oral ulceration is one of most common
oral problems amid the epidemic [13]. Most
frequently EM affects young adults (20—40 years
of age) and there is a male predominance [18].
The patient in this case was a male aged 24 years.
The mechanism behind these EM-like lesions
is unclear. Whether it is a direct effect of the
SARSCoV-2; that said the oral cavity is considered
one main entrance of the virus transmission
and its mucosa is rich in ACE receptors that
are used by SARSCoV-2 to get inside the cells
in its course of infection [7]. Or these EM-like
lesions were developed secondarily to the stress
associated with COVID-19 disease or the drugs
used to treat it [11,14]. Petrescu et al. claimed
that oral mucosa lesions could be the first signs of
COVID-19 because the oral mucosa could be the
first area infected with COVID-19 [6]. However,
in the present case the oral ulcers started later
on when the COVID-19-associated symptoms
actually faded away. This supports the hypothesis
that EM-like lesions were not a direct effect of
SARSCoV-2, rather these lesions developed due
to the body responses to the COVID-19-induced
stress [19,20]. Sinadinos and Shelswell [16]
supported the assumption that these lesions are
secondarily resulting from the fall of systemic
health.

corticosteroids

Although a few case reports documented
the presence of oral mucosal lesions in patients
with COVID-19 infection [21-23], this is the first
case that reported development of recurring
(two episodes) EM-like lesions elicited by a
mild infection with COVID-19. Nevertheless,
this case report provides dentists with useful
information regarding possible oral symptoms of
COVID-19. This in turn will increase awareness
among dentists about the importance of oral
examination ahead of starting dental therapy.
It has been argued that the dentists might be
the first to identify suspect SARS-CoV2-positive
patients, and hence they could send them to
get evaluated and treated properly [6]. So it is
important to include the dentists as part of the
multi-disciplinary team in treating and supporting
patients with COVID-19.

Many limitations have to be mentioned: no
histological analysis was performed to confirm
the diagnosis EM. No documentation (images
or professional examinations) of the lesions of
the eyes in the first episode other than what the
patient reported. In addition, most of the case
history was reported retrospectively regarding
the first episode. However, we confirm that
we followed-up the patient very closely in the
second episode. Further well-designed, large-
scaled studies are needed to understand the
connection between COVID-19 and oral mucosal
lesions and to evaluate if the oral mucosa lesions
are considered the first COVID-19 signs, also to
evaluate whether these lesions are associated
with the virus, the medications, or any other
systemic disease.
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