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Coronavirus disease 2019 (COVID-19), caused by severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2), is a viral
infection with multiorgan manifestations that may affect the oral mucosa. The full range of oral manifestations of COVID-19
are unknown, and there are limited reports describing the features of oral manifestations of COVID-19, including taste loss,
oral lesions, and xerostomia. The aim of this study is to report a case of oral erythema multiforme (EM) manifesting as oral,
lip, and skin lesions in a COVID-19 patient. The presence of oral lesions in the late stage of COVID-19 could be related to
weak patient immunity or related therapies.

1. Introduction

Coronavirus disease 2019 (COVID-19) is an infectious respi-
ratory illness caused by severe acute respiratory syndrome
coronavirus 2 (SARS-CoV-2), which has caused high rates of
infection in different countries [1] and has been declared a
global health concern by the World Health Organization
(WHO) [2]. The most common symptoms are fever, dyspnea,
dry cough, myalgia, anorexia, sore throat, tremors, confusion,
headache, nausea, vomiting, and diarrhea [3, 4]. Respiratory
complications of SARS-CoV-2 infection can progress to severe
acute respiratory syndrome, or additional complications that
involve the kidneys, heart, central and peripheral nervous
system, and gastrointestinal tract [5].

Additional less-reported manifestations of COVID-19
also afflict a subset of patients.

Several reports have documented various orofacial man-
ifestations in COVID-19 patients, including oral ulcerative
lesions, vesiculobullous lesions, xerostomia, and acute siala-
denitis [6–8]. Additionally, infection with SARS-CoV-2
may result in dermatological manifestations, including
maculopapular exanthem, papulovesicular rash, urticaria,

painful acral reddish-purple papules, livedo reticularis,
lesions, and petechiae [9].

Erythema multiforme (EM) is a rare acute mucocutane-
ous condition of the skin and mucous membranes that has a
wide range of clinical manifestations that can be mild (EM
minor, EM major), fulminant, or severe (Steven-Johnson
syndrome); it can even result in toxic epidermal necrolysis
(TEN) [10]. EM manifests as skin eruptions with or without
oral or other mucous membrane lesions [11, 12] and can
develop at any age, but it develops most frequently in young
adults [13].

Multiple etiological factors have been implicated; however,
infectious agents are the major cause of EM in approximately
90% of cases. Herpes simplex virus (HSV) 1 and 2 are themain
triggers in young adults (>80% of cases), followed by Epstein-
Barr virus (EBV) and Mycoplasma pneumoniae [14]. Other
triggers of EM include drugs, including antibiotics such as
penicillins, cephalosporins, macrolides, and sulfonamides;
nonsteroidal anti-inflammatory drugs; anticonvulsants; and
others [15].

Lesions begin as numerous demarcated red or pink mac-
ules that subsequently become papular, and the papules may
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become gradually enlarged, forming plaques several centime-
ters in diameter. The central portion of the papules or plaques
gradually becomes a dark red or brown color or purpuric.
Crusting or blistering sometimes occurs in the center of the
lesions. The diagnosis of EM relies on clinical indicators, and
bloodwork may reveal mild leukocytosis, neutropenia, or mild
anemia. Electrolyte valuesmay be altered if the patient is dehy-
drated [16].

Some diseases often considered in the differential diag-
nosis of EM include autoimmune bullous diseases, drug
eruption, figurate erythema, lupus erythematosus, pityriasis
rosea, polymorphic light eruption, Steven-Johnson syn-
drome, TEN, urticaria, urinary vasculitis, vasculitis, viral
exanthems, and other hypersensitivity reactions [12, 17,
18]. Systemic illnesses, whether infectious, genetic, autoim-
mune, or neoplastic, may affect the mouth cavity, and the
early identification of oral lesions is usually challenging,
but it always results in an early diagnosis and therapeutic
initiation, with an improved prognosis and treatment out-
come [19].

The prognosis is mainly related to the affected body
surface area. Healing can occur spontaneously within 2 to
3 weeks for EM minor and within 4 to 6 weeks for EM
major [20].

Regarding treatment and management, topical treat-
ments include antiseptics for bullous lesions, antiseptic
mouthwashes, and anesthetics. Ocular involvement is man-
aged by an ophthalmologist. Healing is promoted by the
application of Vaseline (petroleum jelly) on the lips.

2. Case Presentation

In this paper, we present a case of EM in a 17-year-old male
patient with oral lesions who was confirmed to be positive
for SARS-CoV-2 by reverse transcriptase-polymerase chain

reaction (RT-PCR) amplification of viral RNA from a nasal
swab. He was diagnosed with COVID-19; he experienced
fever, cough, headache, muscle pain, and loss of taste and
smell. He was prescribed penicillin, acetaminophen, and
the anticoagulant nadroparin. He was treated as an outpa-
tient under quarantine.

Two weeks after diagnosis, the patient was referred to
our clinic, the Department of Periodontology at the Univer-
sity Dentistry Clinical Center in Kosovo. The patient had
several complaints, including severe pain in the mouth, poor
appetite, inability to eat or speak, burning of the mouth,
fatigue, and occasional bleeding from the mouth.

Anamnestic and extraoral and intraoral physical examina-
tions were performed at our clinic. The patient’s lips and sur-
rounding oral mucosa were vermilion in color. Bullous and
erosive erythematous lesions covering the lips had caused severe
erosion (Figures 1 and 2). There were vesiculobullous/macular

Figure 1: First visit to our clinic. Irregular ulcerations with whitish
fibrin coating over vermilion-colored tissue.

Figure 2: First visit to our clinic. Lesions extending to the oral
mucosa.

Figure 3: First visit to our clinic. Ulcerations on the left labial
mucosa surrounded by a red ring and ulcerations on the left
buccal mucosa.
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lesions on the oral mucosa, and the clinical presentation con-
sisted of EM-like lesions (Figures 3–5). At the time he presented
at our clinic, pulmonary signs, such as cough and dyspnea, were
absent, but numerous dark red, purpuric, irregular maculopap-
ular lesions were present on the patient’s abdomen (Figure 6).
The patient had no complaints regarding the skin changes.
Mucosal vesicles or bullae on the lips had ruptured and left
the surfaces covered in thick white or yellow exudates, and
ulcerations with bloody crusting were observed (Figures 7 and
8). The ulcerations were painful. The lesions were mainly asso-
ciated with areas of poor oral hygiene. During the clinical exam-
ination, increased salivation was observed, which from time to
time, according to the patient, was accompanied by blood.

Oral hygiene was very poor due to difficulties in oral
care because of the pain associated with the mucosal

lesions. The bilateral submandibular lymph nodes were
enlarged and tender.

After he was diagnosed with COVID-19, his treatment
was managed by an infectious disease specialist and included
antibiotic therapy with penicillin and anticoagulant therapy
with Fraxiparine solution for injection 0.4mL (nadroparin
calcium) (0.4mL once per day for 7 days). On the day he
presented to our clinic, the D-dimer level was 0.850 ng/mL
FEU (reference: <0.500 ng/mL FEU) after 2 weeks, and the
D-dimer level was within the normal range of 0.495 ng/mL
FEU. The skin changes were reported 7 days after confir-
mation of COVID-19, and on the day he presented to the
clinic due to oral changes, the skin changes were in the
remission phase.

Laboratory examination revealed mildly increased in
the white blood cell (WBC) count, C-reactive protein
level, erythrocyte sedimentation rate, and D-dimer level.

Figure 4: First visit to our clinic. Lip lesions with a tendency to
bleed.

Figure 5: First visit to our clinic. Intraoral white coating on the
tongue and redness of the isthmus faucium.

Figure 6: First visit to our clinic. Numerous dark red purpuric
maculopapular lesions.

Figure 7: 10 days after initial treatment with prednisone: bullae
and crusts with vermilion-colored tissue.
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Leukocytes 11.51 (reference 10 ⋏/μL), C-reactive protein
7.2mg/L (reference < 5mg/L), erythrocyte sedimentation
rate 16/32mm/h (reference 3-15mm/h), and D-dimer
level 0.850μg/mL FEU (reference < 0:500μg/mL FEU).

Sampling of the oral mucosa and dorsal surface of the
tongue did not identify any bacterial or mycotic pathogens.

The patient received topical antiseptic treatments for the
bullous lesions. The topical treatments were applied with wet
gauze and an antiseptic mouthwash (0.2% chlorhexidine
solution mouthwash twice per day for 14 days). Systemic
corticosteroids, vitamins (C, B complex), and locally applied
tablets (panthenol-calcium with pantothenic acid) were also

Figure 9: 10 days after the first visit. Oral lesions only on the lips and labial mucosa.

Figure 8: 10 days after the first visit. Thick hemorrhagic crusts over the labial lesions and bullae.
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Figure 10: 3 weeks after the first visit. Vesicles on the mucosa of the upper lip and bullae on the lower lip.

(a)

(b)

Figure 11: (a, b) 3 weeks after the first visit. Vermilion-colored upper lip without changes.
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prescribed to promote the epithelialization and regeneration
of the epithelium of the oral mucosa. The patient received
instruction regarding proper oral hygiene. The crusts on
the lips were moistened with 0.9% sodium chloride saline
solution until they could be removed without bleeding. Lip
healing was promoted by the application of Vaseline
(Figures 9–11).

Complete remission of the oral manifestations was
observed within approximately 3-4 weeks, and the vermilion
discoloration resolved 5-6 weeks after initial admission to
our department (Figure 12).

The patient provided written informed consent, and
this case report was reviewed and approved by the Joint
Ethics Committee of the University Dentistry Clinical
Center of Kosovo.

3. Discussion

To our knowledge, this is the first COVID-19 case reported
in Kosovo that involved changes in oral mucosa and skin.

Oral lesions are not directly caused by SARS-CoV-2
infection but are a secondary manifestation due to the host’s
immune response. Further studies are needed to evaluate

whether these lesions are associated with the virus, the drugs
used to treat infection, or any other conditions.

The oral mucosal epithelium is a complex barrier
structure with a substantial number of functions; conse-
quently, it can respond to various microorganisms and
their toxic substances, mechanical impacts, and other
exogenous factors [21]. Oral EM caused by drugs like pen-
icillin is rare and reported to be less than 10% [22].
Although the first outbreak of drug-induced EM is limited
to the oral mucosa, the following attack can result in more
severe types of EM affecting their skin [23]. The possibility
of EM being induced by penicillin was not considered as
the patient had no history of adverse reaction associated
with penicillin administration, the patient’s lesions began
in the skin and progressed to the oral mucosa, and the
penicillin treatment had ended one week before being
referred to the clinic.

Bapst et al. [24] reported the first case of EM in a pediat-
ric patient with multisystem inflammatory syndrome in
children (MIS-C) that was temporally related to COVID-19.

Oral involvement occurs because of the host inflamma-
tory response in COVID-19 patients and is associated with
morbidity and mortality outcomes [25].

(a)

(b)

Figure 12: (a, b) 6 weeks after the first visit: without lesions on the lips and oral mucosa.
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The appearance of oral lesions in the early stages of
COVID-19 might be an early indicator of peripheral throm-
bosis, indicating a likely progression to serious sickness. This
implies that anticoagulant therapy should begin as soon as
possible [26].

D-dimer levels are commonly elevated in patients
infected with SARS-CoV-2. Significantly higher levels are
found in those with critical illness and may be used as a
prognostic marker for in-hospital mortality [27].

This case report could deepen the understanding of oral
manifestations associated with COVID-19.

4. Conclusion

Clinical oral examination should be a standard part of
the protocol for patients with confirmed SARS-CoV-2
infection. However, further studies are required to deter-
mine whether SARS-CoV-2 infection is the cause of, or
a predisposing factor for, the development of oral symp-
toms and lesions.

Conflicts of Interest

The author declares that there is no conflict of interest
regarding the publication of this article.

References

[1] S. D. Chowdhury and A. M. Oommen, “Epidemiology of
COVID-19,” Journal of Digestive Endoscopy, vol. 11, no. 1,
pp. 3–7, 2020.

[2] A. R. Fehr and S. Perlman, “Coronaviruses: an overview of
their replication and pathogenesis,” Methods in Molecular
Biology, vol. 1282, pp. 1–23, 2015.

[3] D. Wang, B. Hu, C. Hu et al., “Clinical characteristics of 138
hospitalized patients with 2019 novel coronavirus-infected
pneumonia in Wuhan, China,” JAMA, vol. 323, no. 11,
pp. 1061–1069, 2020.

[4] D. S. Hui, E. I Azhar, T. A. Madani et al., “The continuing
2019-nCoV epidemic threat of novel coronaviruses to global
health – The latest 2019 novel coronavirus outbreak in
Wuhan, China,” International Journal of Infectious Diseases,
vol. 91, pp. 264–266, 2020.

[5] N. Chen, M. Zhou, X. Dong et al., “Epidemiological and clini-
cal characteristics of 99 cases of 2019 novel coronavirus pneu-
monia in Wuhan, China: a descriptive study,” The Lancet,
vol. 395, no. 10223, pp. 507–513, 2020.

[6] M. D. Rodríguez, A. Jimenez Romera, and M. Villarroel, “Oral
manifestations associated with COVID-19,” Oral Diseases,
2020.

[7] R. Ansari, M. Gheitani, F. Heidari, and F. Heidari, “Oral
cavity lesions as a manifestation of the novel virus
(COVID-19),” Oral Diseases, vol. 27, Supplement 3,
pp. 771-772, 2021.

[8] A. G. Chaux-Bodard, S. Deneuve, and A. Desoutter, “Oral
manifestation of Covid-19 as an inaugural symptom?,” Jour-
nal of Oral Medicine and Oral Surgery, vol. 26, no. 2, p. 18,
2020.

[9] M. Sachdeva, R. Gianotti, M. Shah et al., “Cutaneous manifes-
tations of COVID-19: report of three cases and a review of lit-

erature,” Journal of Dermatological Science, vol. 98, no. 2,
pp. 75–81, 2020.

[10] L. Ayangco and R. S. Rogers, “Oral manifestations of erythema
multiforme,” Dermatologic Clinics, vol. 21, no. 1, pp. 195–205,
2003.

[11] K. A. Al-Johani, S. Fedele, and S. R. Porter, “Erythema multi-
forme and related disorders,” Oral Surgery, Oral Medicine,
Oral Pathology, and Oral Radiology, vol. 103, no. 5, pp. 642–
654, 2007.

[12] M. R. Lamoreux, M. R. Sternbach, and W. T. Hsu, “Erythema
multiforme,” American Family Physician, vol. 74, no. 11,
pp. 1883–1888, 2006.

[13] L. Paulino, D. J. Hamblin, N. Osondu, and R. Amini, “Variants
of erythema multiforme: a case report and literature review,”
Cureus, vol. 10, no. 10, article e3459, 2018.

[14] M. Grosber, M. Alexandre, E. Poszepczynska-Guigné, J. Revuz,
and J. C. Roujeau, “Recurrent erythema multiforme in associ-
ation with recurrent _Mycoplasma pneumoniae_ infections,”
Journal of the American Academy of Dermatology, vol. 56,
no. 5, pp. S118–S119, 2007.

[15] F. Samim, A. Auluck, C. Zed, and P. M. Williams, “Erythema
multiforme: a review of epidemiology, pathogenesis, clinical
features, and treatment,” Dental Clinics of North America,
vol. 57, no. 4, pp. 583–596, 2013.

[16] S. Groeger and J. Meyle, “Oral mucosal epithelial cells,” Fron-
tiers in Immunology, vol. 10, p. 208, 2019.

[17] H. Kokuba, L. Aurelian, and J. Burnett, “Herpes Simplex Virus
Associated Erythema Multiforme (HAEM) is Mechanistically
Distinct from Drug-Induced Erythema Multiforme: Inter-
feron-γ is Expressed in HAEM Lesions and Tumor Necrosis
Factor-α in Drug-Induced Erythema Multiforme Lesions,”
Journal of Investigative Dermatology, vol. 113, no. 5, pp. 808–
815, 1999.

[18] R. B. Odom, W. D. James, and T. G. Berger, “Erythema and
urticaria,” in Andrews’ Diseases of the Skin: Clinical Dermatol-
ogy, pp. 146–151, Saunders, Philadelphia, PA, 2000.

[19] S. Capodiferro, L. Limongelli, and G. Favia, “Oral and maxillo-
facial manifestations of systemic diseases: an overview,” Med-
icina (Kaunas, Lithuania), vol. 57, no. 3, p. 271, 2021.

[20] I. M. Freedberg, A. Z. Eisen, and K.Wolff, Fitzpatrick’s Derma-
tology in General Medicine, McGraw-Hill, New York, NY,
2003.

[21] W. Hafsi and T. Badri, “Erythema multiforme. [Updated 2020
Aug 15],” in Stat Pearls [Internet], Stat Pearls Publishing, Trea-
sure Island (FL), 2021.

[22] S. M. Asif, S. M. Shamsudeen, K. I. Assiri et al., Drug induced
oral erythema multiforme: case report: Medicine, LWW. Web,
2021.

[23] S. Mukherjee, N. A. Babu, L. Malathy, and N. Anitha, ““Drug
induced erythema multiforme” –a review,” European Journal
of Molecular & Clinical Medicine, vol. 7, no. 10, pp. 757–763,
2020.

[24] T. Bapst, F. Romano, M. Müller, and M. Rohr, “Special
dermatological presentation of paediatric multisystem
inflammatory syndrome related to COVID-19: erythema
multiforme,” BMJ Case Reports, vol. 13, no. 6, article
e236986, 2020.

[25] E. F. Gherlone, E. Polizzi, G. Tetè et al., “Frequent and
persistent salivary gland ectasia and oral disease after
COVID-19,” Journal of Dental Research, vol. 100, no. 5,
pp. 464–471, 2021.

7Case Reports in Dentistry



[26] G. Favia, A. Tempesta, G. Barile et al., “Covid-19 symptomatic
patients with oral lesions: clinical and histopathological study
on 123 cases of the university hospital policlinic of bari with
a purpose of a new classification,” Journal of Clinical Medicine,
vol. 10, no. 4, p. 757, 2021.

[27] Y. Yao, J. Cao, Q.Wang et al., “D-dimer as a biomarker for dis-
ease severity and mortality in COVID-19 patients: a case con-
trol study,” Journal of Intensive Care Medicine, vol. 8, no. 1,
p. 49, 2020.

8 Case Reports in Dentistry


	Oral Manifestations of Exudative Erythema Multiforme in a Patient with COVID-19
	1. Introduction
	2. Case Presentation
	3. Discussion
	4. Conclusion
	Conflicts of Interest

