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ABSTRACT

Coronavirus disease 2019 (COVID-19) disease caused by the Severe Acute Respiratory Syndrome Coronavirus-2 (SARS-CoV-2) virus,
which has affected the whole world, can cause clinical pictures ranging from mild cold symptoms to severe lower respiratory tract
infections that can cause mortality. Recently, reports of dermatological findings associated with COVID-19 such as urticaria has been
increasing. Here, a COVID-19 case presenting with urticaria and angioedema is described. A 26-year-old female patient, who was
found to be SARS-CoV-2 positive by polymerase chain reaction performed for being in contact, presented to our outpatient clinic with
complaints of itchy, erythematous lesions on her body and swelling in the eyes and throat for four days. The patient received favip-
iravir treatment for 5 days and these complaints started 4 days after the treatment ended. History of food and other drug allergies,
insect bites and chemicals were questioned in the differential diagnosis for etiology, however, no relationship was detected. Systemic
corticosteroid and antihistamine treatment was initiated, and edema in the eyes completely regressed and urticaria plaques faded on
the 3rd day of the treatment. Dermatological findings may occur simultaneously with the classic symptoms of the disease or before
or after symptoms. Although the pathogenesis between dermatological findings and COVID-19 has not been fully elucidated, studies
have suggested that viral infections and SARS-CoV-2 can be an etiological agent for chronic or acute urticaria. It is thought that some
rashes may be causally related to the viral effect and others to the immune response. It is emphasized that there may be atypical
findings such as urticaria/angioedema in order to diagnose COVID-19 disease early and prevent its spread and should be considered
in differential diagnosis.
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COVID-19 Tanisi Olan Bir Hastada Urtiker ve Anjiyoédem: Olgu Sunumu

ilknur AKKUS, Sedat KAYGUSUZ
Kirikkale Universitesi Tip Fakultesi, infeksiyon Hastaliklari ve Klinik Mikrobiyoloji Anabilim Dali, Kirikkale, Turkiye

Tiim diinyayi etkisi altina alan Siddetli Akut Solunum Sendromu Virusu-2 (SARS-CoV-2)’nin neden oldugu yeni koronaviriis hastaligi
(COVID-19), hdfif soguk alginhgi semtomlarindan mortaliteye sebep olabilen adir alt solunum yolu infeksiyonlarina kadar degisen klinik
tablolara neden olabilmektedir. Son zamanlarda dirtiker gibi COVID-19 ile iliskili dermatolojik bulgularin bildirimi artmaktadir. Burada
trtiker ve anjiédem tablosuyla basvuran bir COVID-19 olgusu anlatilmistir. Temash oldugu icin yapilan testte SARS-CoV-2 polimeraz
zincirlesme reaksiyonu pozitif saptanan 26 yasinda bir kadin hasta, dért gtindiir olan viicudunda kagsintil, eritemli lezyonlar, gézlerde
ve bogazda sislik sikayetleri ile polikliniGimize basvurmustur. Hasta 5 giin stireyle favipiravir tedavisi almis ve tedavisi bittikten 4 gtin
sonra bu sikayetleri baslamistir. Hastanin etiyolojik ayirici tanisinda gida ve dider ilag alerjisi 6ykiisii, bocek isirmasi ve kimyasallar gibi
diger maddeler sorgulanmis ve bir iliski tespit edilememistir. Hastaya sistemik kortikosteroid ve antihistaminik tedavisi baslanmis, teda-
vinin 3. giiniinde gozlerdeki ddemin tamamen geriledigi, (irtiker plaklarin soldugu gortilmiistiir. Dermatolojik bulgular, hastaligin klasik
semptomlari ile es zamanli olarak ortaya ¢ikabilecegi gibi, semptomlardan 6nce veya sonra da ortaya ¢ikabilmektedir. Dermatolojik
bulgularla COVID-19 arasindaki patogenez heniiz tam olarak aydinlatilamamis olmakla birlikte, yapilan ¢alismalarda viral infeksiyon-
larin ve SARS-CoV-2'nin kronik veya akut (rtiker icin bir etiyolojik ajan olabilecegi dne siirtilmektedir. Bazi dékiintiilerin dogrudan viral
etkiyle, bazilarinin ise immdin yanit ile iliskili olabilecegi dtisiintilmektedir. Tiim diinyada COVID-19 hastaliginin etkileri hala devam
ederken, hastaligin erken taninmasi ve yayilmasinin énlenmesi cok énemlidir. Bu sebeple, tirtiker/anjioddem gibi atipik bulgularinin da
oldugu ve ayirici tanida dikkate alinmasi gerekliligi vurgulanmistir.

Anahtar Kelimeler: COVID-19; Urtiker; Anjiyoédem

INTRODUCTION lesions in her body, swelling in the eyes and

COVID-19 disease caused by the SARS-CoV-2 throat for four days. It was learned from the
virus, which has affected the entire world, can ~ Patients medical history that the patient did not
cause clinical manifestations ranging from mild ~ have any chronic disease or such a complaint
cold symptoms to severe lower respiratory tract ~ 0efore, and the patient received 5-day favipira-
infections that can be fatallll. As in recently pub- Vi, vitamin C, vitamin D, and treatment with
lished cases, some cutaneous findings have been acetylsalicylic acid, and itchy lesions starting on
shown to be associated with COVID-19 disea-  the hands and feet, then spreading to the kne-
sl These findings include urticaria/angioede- es, elbows and the whole body which developed
ma, maculopapular rashes, vesicular rashes, sacral 4 days after the treatment, and swelling in the
ulcers, Chilblain (pernio)-like acral lesions, petec- ~ @ves and throat and difficulty in swallowing were
hiae/purpura, and livedo reticularis®®). Here, a  Present 1 day after the onset of the rashes. The
COVID-19 case presenting with urticaria and an-  Patient stated that she went to the emergency

gioedema is described with an informed consent department with these complaints and received
form obtained from the patient. symptomatic treatment, but her complaints did

CASE not resolve.

On 19.11.2020, a 26-year-old female patient
diagnosed with COVID-19 in an external center
(tested for being in contact without any comp-
laints, SARS-CoV-2 polymerase chain reaction
(PCR) result was detected positive) consulted to
our polyclinic with complaints of itchy, erythema

Patient's complaints, according to the history
and physical examination, were evaluated as ur-
ticaria and angioedema by consulting the derma-
tology clinic, and food and drug allergies, insect
bites, and chemicals were excluded by questioning
in the differential diagnosis for etiology. It was
learned that she did not use any drugs for 4
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days when the complaints began, and she did
not consume any different nutrients. Blood tests
revelaed white blood cell: 15.2x10° uL (eosinop-
hils: 0.07x103 ul), platelet: 258x103 ulL, LDH
(Lactate Dehydrogenase): 163 U/L, CK (creatine
kinase): 55.9 U/L, CRP: 2.1 mg/L, Ferritin:
77 ng/mL, D-dimer: 583 ng/mL, and total IgE:
94.9 TU/mL. All values, except D-dimer and high
white blood cell count, were determined to be
within normal limits and vital signs were normal.
Skin examination showed bilateral swelling of the

eyelids (Figure 1a), erythematous, skin-raised urti-
caria plaques on the face, legs (Figure 1b), arms,
and palms (Figure 1c).

The patient was treated with systemic cor-
ticosteroids and antihistamines, and on the 3rd
day of treatment, edema in the eyes completely
regressed, and urticaria plaques withered. It was
recommended to discontinue the corticosteroid
therapy on the 3" day and continue to antihis-
tamine therapy, and all urticaria plaques disappe-
ared on the 71 day of treatment.

Figure 1. Dermatological involvement in the case of COVID-19. A; face, B; legs, C; palms.
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DISCUSSION

As experience with COVID-19 has increased,
studies have shown that the virus affects other
organs, such as the renal, cardiovascular, gast-
rointestinal, and neurological systems, as well
as respiratory diseases! 3], Recently, reports of
dermatological findings associated with COVID-19
have been increasing®?. These findings inclu-
de lesions such as maculopapular and vesicular

rashes, urticaria/angioedema, Chilblain (pernio)
- like acral lesions, sacral ulcers, petechiae/
[2-4,6]

purpura, and livedo reticularis Dermatologic
findings may occur simultaneously with the clas-
sic symptoms of the disease (e.g., fever, cough,
sore throat, shortness of breath) or before and
after the symptoms®®l. A study conducted with
375 patients in Spain has stated that skin signs
associated with COVID-19 may occur at different
times of the disease, at different periods of time,
and possibly be associated with the severity and
prognosis of the diseasel®. A recent review of
skin findings in COVID-19 patients has suggested
that cutaneous findings may be useful in triage
and risk classification of the patients, while itchy
urticaria has diagnostic significance as an early
symptom in patients[9].

Urticaria is one of the most reported skin fin-
dings associated with COVID-19%7, In a study
including 88 COVID-19 patients in Italy, it has
been reported that 18 (20.4%) patients had
skin symptoms and 3 of them had urticarial”l.
A review by Algaadi, including 30 articles, has
identified a total of 202 cases of COVID-19
associated urticarial®. In France, a 27-year-old
female patient who consulted with odynophagia,
arthralgia, itchy lesions and was diagnosed with
urticaria, was found positive in SARS-CoV-2
PCR test which was taken after 48 hours due to
fever, chest pain, lymphopenia and CRP height
in blood tests!8!.

COVID-19-associated angioedema has been
reported rarer than urticaria®. Khalid Hassan
has identified a 46-year-old case of urticaria/
angioedema, complaining of swelling in his lips,
widespread urticaria plaques on his face, tor-
so, and extremities before being diagnosed with
COVID-1919 In an article by Shahad et al.,

a patient described as having complaints of
mild dry cough and shortness of breath for 5
days was diagnosed with COVID-19 after being
admitted to the emergency department due to
swelling of the lips, eyes, common itchy lesions
that began 1 day agol®.. In most cases, urticaria
and angioedema were seen to develop before or
simultaneously with the classic symptoms of the
diseasel®®-810l However, in one case reported
by Adelico et al., the patient had widespread
urticaria and angioedema on the 11th day of the
disease after being diagnosed with COVID-19,
and the symptoms decreased!!ll. Our patient, on
the other hand, developed urticaria and angioe-
dema 8 days after diagnosis, without any symp-
toms. This situation suggests that the disease can
also manifest itself with a different finding wit-
hout common symptoms of disease (cough, sore
throat, fever, shortness of breath). All generally
reported cases of urticaria/angioedema respon-
ded positively to antihistamine therapy with or
without systemic/topical steroids!” 11, Also, our
patient showed a marked decline in complaints
on the 3' day of antihistamine and systemic
corticosteroid therapy and complete recovery on
the 7t day.

Although the pathogenesis of dermatological
findings in COVID-19 has not yet been fully cla-
rified, a study conducted in 2016 suggested that
viral infections may be an etiological agent for
chronic or acute urticarial’?. But in this study,
the role of viral infections in the pathogenesis
of urticaria was not specified. In a retrospecti-
ve study by Akarsu et al., it has been shown
that, among the factors accompanying chronic
urticaria and urticarial vasculitis cases, the most
common one is the infectious diseases, of which
the most common one is the upper respiratory
tract infections!’3l. In a study, it is sugges-
ted that SARS-CoV-2, with causing activation
of mast cell, leads to the release of chemical
components such as histamine, proteases, and
interleukins such as IL-1, IL-6, IL-33, whereas
in another study it is suggested that ACE2 enz-
yme is necessary for the inhibition of des—Arg[9]
bradykinin, which is a powerful ligand of brady-
kinin receptor 1 (B1R), and its inactivation with
SARS-CoV-2 causes the activation of bradykinin
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and angioedema (14,15). In a study investigating
ACE2 expression in different human tissues, it
has been shown that ACE2 expression was po-
sitive in the lungs, liver, kidneys, brain and on
the skin, like many other organs!®. In a study
investigating microvascular damage and thrombo-
sis in the pathogenesis of COVID-19, 5 patients
with purpuric skin rashes have been shown to
have an accumulation of C5b-9 and C4d in skin
biopsies taken from both lesions and normal-loo-
king skin!7l. An article that theoretically divides
the pathogenesis of the disease into 3 phases
(viral, immunogenic, hemovascular) suggests that
anaphylatoxins, formed by triggering the classi-
cal complement pathway of immune complexes
formed in the immunogenic phase, may cause
histamine release and mast cell degranulation,
and thus a systemic proinflammatory respon-
sel18l Given all these studies, it can be assumed
that some rashes may be directly associated with
the viral effect, and some may be associated
with the immune response. In our case, urticarial
lesions starting from the second week may have
occurred due to immune response. However,
more studies are needed to prove this idea.
Although there is no known drug allergy of the
patient, it was considered that the recent history
of drug usage due to COVID-19 may also trigger
urticaria and angioedema.

CONCLUSION

While the effects of COVID-19 disease still
continue all around the world, early recognition
of the disease and prevention of its spread are
crucial. For this reason, it should be known that
it also has atypical symptoms such as urticaria/
angioedema. Especially, it should be reminded
that new onset urticaria, which cannot be exp-
lained with any reason, can sometimes be the
earliest or even the only sign of the disease. In
addition, further research should also be done
on whether there are other symptoms, such as
urticaria and other dermatological lesions.

CONFLICT of INTEREST

The authors have disclosed that they do not
have any potential conflicts of interest.

AUTHORSHIP CONTRIBUTIONS
Concept/Design: 1A, SK
Analysis/Interpretation: SK

Data Acquisition: 1A, SK

Writting: 1A, SK

Revision and Correction: A, SK

Final Approval: SK

REFERENCES

1.

10.

1.

12.

Esakandari H, Nabi-Afjadi M, Fakkari-Afjadi J, Farahmandi-
an N, Miresmaeili SM, Bahreini E. A comprehensive review of
COVID-19 characteristics. Biol Proced Online 2020,22:19.

Young S, Fernandez AP. Skin manifestations of COVID-19.
Cleve Clin | Med 2020.

Gottlieb M, B. Long. Dermatologic manifestations
and complications of COVID-19. Am | Emerg Med
2020;38(9):1715-21.

Seirafianpour F, Sodagar S, Mohammad AP, Panahi P, Mo-
zafarpoor S, Almasi S, et al. Cutaneous manifestations and
considerations in COVID-19 pandemic: A systematic review.
Dermatol Ther 2020,33:e13986.

Algaadi SA. Urticaria and COVID-19: a rewiev. Dermatol
Ther 2020;33:€14290.

Galvan Casas C, Catala C, Carretero Herndndez G, Rodri-
guez-Jiménez P, Ferndndez-Nieto D, Lario RV, et al. Clas-
sification of the cutaneous manifestations of COVID-19: a
rapid prospective nationwide consensus study in Spain with
375 cases. Br | Dermatol 2020;183:71-7.

Recalcati S. Cutaneous manifestations in COVID-19: a first
perspective. | Eur Acad Dermatol Venereol 2020;34(5):212-
3.

Henry D, Ackerman M, Sancelme E, Finon A, Esteve E. Urti-
carial eruption in COVID-19 infection. | Eur Acad Dermatol
Venereol 2020,34(6):244-5.

Elhag SAA, Ibrahim H, Abdelhadi S. Angioedema and urti-
caria in a COVID-19 patient: a case report and review of
the literature. JAAD Case Rep 2020;6(10):1091-94.

Hassan K. Urticaria and angioedema as a prodromal cu-
taneous manifestation of SARS-CoV-2 (COVID-19) infecti-
on. BMJ Case Rep 2020;13(7):e236981.

Adelifio R, Andrés-Cordén JF, De La Cruz Martinez CA.
Acute urticaria with angioedema in the setting of co-
ronavirus disease 2019. | Allergy Clin Immunol Pract
2020,8(7):2386-87.

Imbalzano E, Casciaro M, Quartuccio S, Minciullo PL, Cas-
cio A, Calapai G, et al. Association between urticaria and
virus infections: A systematic review. Allergy Asthma Proc
2016,37(1):18-22.

332|

FLORA 2021;26(2):328-333



Akkus i, Kaygusuz S.

Akarsu S, ilknur T, Ozbahgivan O, Fetil E. Accompanying
conditions in patients with chronic spontaneous urticaria
and urticarial vasculitis: Results of a retrospective study.
Tiirkderm 2015,49:18-24.

Kritas SK, Ronconi G, Caraffa A, Gallenga CE, Ross R, Pio
C. Mast cells contribute to coronavirus-induced inflamma-
tion: new anti-inflammatory strategy. | Biol Regul Homeost
Agents 2020;34(1):9-14.

van de Veerdonk FL, Netea MG, van Deuren M, van der
Meer WM, de Mast Q, Briiggemann R], et al. Kallikrein-ki-
nin blockade in patients with COVID-19 to prevent acute
respiratory distress syndrome. Elife 2020,9:e57555.

Wollina U, Karadag AS, Rowland-Payne C, Chiriac A, Lotti
T. Cutaneous signs in COVID-19 patients: A review. Derma-
tol Ther 2020,;33(5):e13549.

Magro C, Mulvey Jj, Berlin D, Nuovo G, Salvatore S, Harp J,
et al. Complement associated microvascular injury and th-
rombosis in the pathogenesis of severe COVID-19 infection:
A report of five cases. Transl Res 2020;,220:1-13.

18. Manzo G. COVID-19 as an immune complex hypersensiti-
vity in antigen excess conditions: theoretical pathogenetic
process and suggestions for potential therapeutic interven-
tions. Front Immunol 2020;11:566000.

Address for Correspondence/Yazisma Adresi
Sedat KAYGUSUZ

Kirkkale Universitesi Tip Fakiiltesi,
infeksiyon Hastaliklarn ve Klinik Mikrobiyoloji,
Kirikkale-Tiirkiye

E-mail: sedatkaygusuz@msn.com

FLORA 2021;26(2):328-333

|333



