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Aphthous stomatitis in COVID-19 patients: Case-series and

literature review

Dear Editor

We have read with great interest the review of Iranmanesh et al.
(2020) on oral manifestations of coronavirus diseases (COVID-19)
which demonstrated the emergence of aphthous-like lesions in
16 cases thus suggesting that neutrophil chemotaxis, stress, and
immunosuppression could be causal pathways for this condition to
appear in COVID-19 patients.t As a result of this, we aim to report
according to the CARE guidelines, the characteristics of 21 labora-
tory-confirmed COVID-19 patients with aphthous stomatitis.> We
have also performed an updated literature search in Ovid MEDLINE,
EMBASE, Cochrane Library, Epistemonikos from inception until
November 26th, 2020 with a combination of keywords (COVID-19 or
SARS-CoV-2) and aphthous.

A retrospective analysis of our hospital records for COVID-19
patients during the period of April-September 2020 revealed that out
of 1237 patients tested positive by our screening clinic, 21 patients
(1.7%) complained of intra-oral pain related to aphthous stomatitis.
The patients had undertaken polymerase chain reaction (PCR) testing
of SARS-COV-2 due to various purposes including pre-travel (14.3%)
and post-travel (9.5%) screening, direct (9.5%) and indirect (4.8%) con-
tact with an infected case, presenting with mild (42.9%), and moderate
(19%) respiratory symptoms (Table 1).

Their mean age was 31.57 + 11.01 (16-56) years old, and
17 patients (81%) were females. While the vast majority were non-
smokers, only two patients (9.5%) were smokers. The PCR test con-
firmed their infection with a mean cycle threshold (Ct) value of
25.76 + 6.21 (12-32). Regarding their characteristic symptoms of
COVID-19, three patients (14.3%) had persistent fever, five patients
(23.8%) had a dry cough, five patients (23.8%) had anosmia, and two
patients (9.5%) had ageusia. According to the Australian classification
for COVID-19, 18 patients (85.7%) experienced a mild course of the
disease, whereas 3 patients (14.3%) had a moderate course.®

On intraoral examination, solitary ulcerative white halos with
well-defined erythematous margins were observed in the buccal
mucosa (33.3%), upper lip (14.3%), lower lip (14.3%), tongue (14.3%),
palate (9.5%), gingiva (9.5%) and both of palate and gingiva (4.8%).
The mean size of the ulcers was 2 + 0.86 (1-4) mm, and they caused
pain with a mean intensity of 5.38 + 1.5 (3-8) which was measured by
means of an 11-item numerical rating scale (NRS) when with “0”
denoting “no pain” and “10” denoting “pain as bad as you can ima-
gine”.* The patients were asked whether they had experienced similar
ulcerative lesions previously and based on their negative answer, the

recurrent aphthous stomatitis (RAS) was ruled out. To manage their

pain, 18 patients (85.7%) were prescribed chlorhexidine gluconate
0.12% (CHX) mouthwash, and 3 patients (14.3%) were prescribed
paracetamol (PCM). The pain duration was reported by 19 patients
with a mean of 2.68 + 0.67 (2-4) days; however, 2 patients were mis-
sed from the follow up. It is worthy to note that prevalence of
aphthous stomatitis among COVID-19 patients could have been
underestimated because we had not performed an intra-oral examina-
tion for all positive COVID-19 cases in order to confirm whether they
had aphthous or not; nevertheless, our records are based on subjec-
tive reporting by the patients.

Inferential statistics revealed that pain duration was significantly
lower in patients treated with CHX (2.50 + 0.52 days) than patients
treated with PCM (3.67 + 0.58 days); t(17) = —3.54, P = .003. This dif-
ference could be attributed to the severity of the aphthous condition,
not to the drugs themselves. In case of CHX, patients had higher mean
pain intensity (5 + 1.24 vs 7.67 + 0.58) and ulcer size (1.83 £ 0.79 vs
2.67 + 1.15) than in case of PCM; t(19, 19) = -3.61, —1.61; P = .002,
125, respectively. Gender and age were not associated with any of
the aphthous characteristics; however, tobacco smoking was the only
risk factor significantly associated with pain intensity, the onset of
aphthous stomatitis, anosmia, and ageusia P =.032, 0.042, .006,
and <.001, respectively.

On reviewing the currently growing evidence on aphthous stoma-
titis of COVID-19 patients, we have found 22 cases reported in 8 pub-
lications (7 case reports, 1 prevalence study).’? Fourteen cases
(63.6%) were from Americas, five (22.7%) from Europe, two (9%) from
the Middle East, and one (4.5%) from Asia-Pacific (Table 2). The
aphthous lesions were equally distributed across gender; however,
female predominance was noticed in the prevalence study of Florida,
which is similar to our series.'’ Seventeen patients (77.3%) were
below 40 years old; similarly, the majority of our series (80.1%) was
below 40 years old. The onset of aphthous lesions was reported in
10 patients only; it was estimated using the latency period since
COVID-19 symptoms emergence which ranged between O and
10 days with two patients experienced aphthous stomatitis concur-
rently with COVID-19 symptoms onset. The most common sites were
tongue, lower and upper lip; this pattern was in agreement with what
we had found in our patients except for buccal mucosa which was
affected only in one patient although it was the first site in our series.

To conclude, the current epidemiologic evidence does not seem
to be different from the typical characteristics of aphthous stomatitis
in terms of female predominance and young age affinity.'® This series

supports the demand for larger studies to shed light on
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pathophysiology and prevalence of this lesion positively associated
with immuno-compromised population.
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