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Angioedema and urticaria as early presentations of a 
COVID-19 patient: a case report

Dear Editor,
Coronavirus disease 2019 (COVID-19) usually 

presents with fever, sore throat, myalgia, cough, 
and respiratory symptoms 1, but sometimes features 
unusual cutaneous manifestations 2. Dermatological 
manifestations might be due to direct viral invasion 
or immunological response 3. Here, we describe a 
COVID-19 case with prodromal manifestations of 
angioedema and urticaria. 

In August 2020, a 46 year-old-woman was 
admitted to the Emergency Department with a 
five-day history of a widespread, red, raised, 
blanching, itchy rash, which started from the lower 
extremities and gradually extended to the trunk 
and upper extremities. She had no fever, myalgia, 
or cough and had no allergy to drugs or food, 
except for a possible allergy to peanuts. Also, she 
had no previous airway diseases or asthma. She 
had not taken any NSAIDs or ACE inhibitors in 
the preceding two weeks. On the admission day, 
the rash extended, with swelling of the lips and 
eyelids. After 24 hours, a non-productive cough 
was added to the skin lesions. Her temperature 
was 36.2° C, pulse rate was 98 beats/min, oxygen 
saturation was 98% in room air, and respiratory 
rate was 16 times/min. On physical examination, 

she was conscious without any respiratory distress. 
Her face, lips, and periorbital area were edematous, 
without erythema. On the extremities and trunk, 
red, raised, blanching wheals were seen (Figure 
1a, b). She had no tongue or throat swelling 
and no wheezing on the chest examination. The 
laboratory findings included 8300/μL white blood 
cells (lymphocytes: 17%) and an elevated C-reactive 
protein (CRP) level of 98 mg/dl (Table 1). The 
RT- PCR for SARS-CoV-2 was positive. Computed 
tomography of the chest showed patchy ground-
glass opacities with a subpleural distribution 
(Figure 2a, b). The patient received intravenous 
hydrocortisone (100 mg TID), atazanavir-ritonavir 
(300 mg daily), famotidine (20 mg BID), and 
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Day 0 Day 3
WBC ×109 per L 8300 4400
Neutrophils % 80 57
Lymphocytes % 17 37
Platelet ×109 per L 173000 160000
C-reactive protein (mg/dl) 98 52
Lactate dehydrogenase (UI/liter) 455 281
Ferritin, ng/mL 60.4
Alanine transaminase, U/L 52 14
Aspartate transaminase, U/L 48 17

Table 1. Patient’s laboratory results.
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Figure 1. (a) Urticarial erythematous eruptions on the neck on day 0. (b) Mild angioedema of the upper and lower lips on day 0. (c) Lip 
angioedema disappeared five days later.
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diphenhydramine (10 mg TID). The patient’s 
swelling significantly improved two days later 
and disappeared on day 4 (Figure 1c). She was 
discharged in a stable condition on day 5, and 
prednisolone was continued for five more days. 

Common presentations of COVID-19 include 
fever, cough, dyspnea, myalgia, and sometimes 
gastrointestinal symptoms 1. In one study, urticaria 
was seen as a dermatological manifestation in 9.7% 
(7/72) of patients, and in 12.5% of patients, skin 
manifestations occurred before diagnosis or onset 
of respiratory symptoms 2. Knowing the unusual 
presentations of COVID-19 helps us achieve an 
earlier diagnosis and prevent the further spread 
of this highly infectious disease.

Some viral infections such as HSV, CMV, and 
EBV can cause skin lesions such as urticaria 
and angioedema 3.  Lymphocytic vasculitis , 
microthrombosis  due to  immune complex 
m o l e c u l e s ,  a n d  l o w - g r a d e  D i s s e m i n a t e d 
Intravascular Coagulopathy (DIC) may explain the 
dermatologic features of COVID-19 4. Angioedema 
is due to fluid extravasation to subcutaneous 
tissue; this self-limited swelling is caused by 
mast cells (histamine) or bradykinin mediators 5. 
In mast cell-related angioedema, respiratory 
symptoms and skin lesions appear several minutes 
after allergen exposure and last for 24-48 hours. 
Bradykinin-mediated urticaria remains more than 
36 hours; it might be associated with drugs such 
as ACE inhibitors 5. Urticaria in this patient lasted 
more than 48 hours and did not resolve with 
antihistamines, so mast cell-related angioedema 
was not its cause. On the other hand, our patient 

had no recent history of drug use.
Allergic reaction, idiopathic angioedema, ACE 

inhibitor-induced angioedema, and hereditary 
and acquired angioedema are the most common 
causes of angioedema 6. In allergic angioedema, 
there is a history of exposure to allergens such 
as anesthetics, neuromuscular blocking agents, 
antibiotics, and NSAIDs 6. Our patient had no 
consumption of these drugs in previous weeks. 

Physical and emotional stress (such as surgery) 
can trigger the idiopathic angioedema that appears 
immediately after stress 7. The present case had none 
of these previous triggers, so idiopathic angioedema 
was ruled out for our patient. In C1 esterase 
inhibitor deficiency, there is usually a positive 
family history of angioedema. It is triggered by 
surgery, trauma, stress, exercise, infection, alcohol 
consumption, menstruation, and some drugs (ACE 
inhibitors, estrogens, etc.) 8. In the present case, 
none of these agents were involved. Our patient 
had no significant pain or burning of the skin, and 
there was no peeling in the resolution period, so 
contact dermatitis was ruled out.

Facial lymphedema lasts a long time and is 
created by the accumulation of lymph fluid in 
the face, and warmth is an important sign of this 
diagnosis 9; these factors were not evident in our 
case. Myxedema and superior vena cava syndrome 
are sometimes mistaken with angioedema but 
were not compatible with our case as the patient’s 
edema was localized. In our case, similar to the 
cases of the Shahidi Dadras et al. study 10, the skin 
manifestations were benign and improved with no 
permanent side effects.
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Figure 2. Chest CT images revealing the peripheral ground-glass appearance of (a) the left and (b) right lungs on day.
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