
Introduction

The association of angioedema (AE) with systemic lupus erythematosus (SLE) is rarely seen (1). Col-
lagen tissue diseases, particularly SLE, exhibit a multisystemic involvement. Their etiologies have 
not yet been clarified, and they may course with various clinical variations. AE is a life-threatening 
and serious immunological disease that may cause dyspnea in the respiratory tract (2).

Also in this case report, the probability of a connective tissue disease, particularly SLE, seems to be 
quite high in a patient diagnosed with AE and followed up by the immunology clinic.

Case Report

A female patient aged 32 years visited our allergy and clinical immunology polyclinic with the 
complaint of a recurrent swelling in her right (Figure 1) and left (Figure 2) eyelids and in the 
ocular area. She had persistently complained of AE for 9 years. Nine years ago, she had AE on the 
upper lip and recovered in 3 days. She had received intravenous pheniramine maleate (47.5 mg) 
and dexamethasone (8 mg) as treatment. During the same period, she had suffered from pain 
and diarrhea that had lasted for 2 days. At intervals, she also had arthritis attacks in her patellar 
region as well as hands and shoulders. For the last 4 years, she had edema only in her eyelids. 
She has never had laryngeal edema. Although she has dyspnea was episodic, an organic cause 
was not identified. Afterward, her complaints disappeared along with the medications advised 
by the department of psychiatry. However, those complaints recurred when she discontinued the 
medication.

She took ketotifen and hydroxychloroquine sulfate tablets as well, but without any effects. She 
had no familial history of AE. The AE attacks had nothing to do with tooth pull and surgical op-
eration. From time to time, red lesions with no itching and unassociated with AE were identified. 
Results of laboratory examinations were as follows: C4: 20.9 mg/dL (10–40); C1q:133 mg/dL (70–
350); C1 functional: 104.4% (70%–130%); and C1 inhibitor: 20.5 g/l (21–39) were determined. The 
patient’s examinations were repeated, and the results were as follows: C4: 20 mg/dL; C1 inhibitor: 
0.2 g/L (0.15–0.35); ANA: 1/100 positive, nucleolar pattern; and complete blood count, normal. 
Glucose, liver function tests, and kidney function tests were normal, and IgE:169 IU/mL (0-100), 
CRP:3,45 mg/l (0-5) and Sedimentation: 2 mm/h (0-20). Complete urinalysis proved normal. Then, 
treatment with 180 mg of fexofenadine was started. ANA profile was requested. Abdominal ul-
trasonography and Posterior Anterior chest radiography findings were normal. Anti-dsDNA (4.70 
IU/mL; N, <5 IU/mL) proved to be normal as well. Anti-Smooth Muscle Antikor (ASMA), histidyl-
tRNA synthetase antibody (Anti-Jo-1), Anti–topoisomerase I (Anti–Scl-70), and Anti- Small nuclear 
RNP particles antibody (Anti-Sm-RNP) were negative. Anti Sjögren Syndrome Antibody A and B 
(Anti-SSA) and (Anti-SSB) were positive. When the patient described dryness in her right eye, she 
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Here we present the case of a patient who was diagnosed with non-familial 
angioedema (AE) and who had a high risk of connective tissue disease. 
The patient had recurrent AE and arthritis attacks. C1 inhibitor level was 
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is a rare condition. The possibility of collagen tissue disease, especially SLE  
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was referred to the rheumatology clinic with a diagnosis of Sjögren 
syndrome. In the examinations performed in the rheumatology 
clinic, C3:94.39 mg/dL (90–180), C4:18.8 mg/dL (10–40), and ANA: 
1/320 proved to be positive, and a nuclear pattern was detected. 
The patient was followed up by the rheumatology clinic for the 
development of the connective tissue disease. Treatment was not 
initiated, as the disease was asymptomatic. We obtained verbal 
consent from the patient as well as pictures, documents, and in-
formation about her illness.

Discussion

Chronic angioedema is common in the population and frequently 
recurs. It can be hereditary, acquired, idiopathic, or drug-induced. 
Hereditary AE develops as a result of C1 inhibitor abnormalities. 
However, drug-induced and idiopathic AE development mecha-
nisms have been less understood. In recent years, there have been 
significant developments in the diagnosis and treatment of these 
diseases to reduce mortality and morbidity. However, there is still 
a lot to learn about the pathophysiology, diagnosis, and treatment 
of chronic AE (3). AE is the edema seen in the deeper parts of the 
subcutaneous tissues and dermis. In general, it occurs with the 
acute release of mast cell mediators activated as a result of expo-
sure to allergens, such as medications, pollen, foods, and animal 
epithelium and hair/fur. Apart from the fact that AE can be an 
acute condition due to angiotensin-converting enzyme inhibitor 
(ACE inhibitor), it may also be a chronic reaction due to acquired 
diseases that is characterized by hereditary or abnormal comple-
ment response. The main symptom is the edema at rather severe 
level (4).

Angioedema is a condition with life-threatening potential. Most 
patients present with urticaria (5). Severe attacks may lead to 
airway obstruction and even death. There are two types of AE: 
histaminergic and non-histaminergic AE. Both of these types are 
dangerous and require an aggressive approach in diagnosis and 
treatment (2). Frequent careful examination will often help iden-
tify the etiology of the agent and will also help take preventive 
measures against the disease. 

According to in the guidelines published by the World Allergy Or-
ganization (WAO), examinations of the patients with the symptoms 

and findings of angioedema such as urticaria, flushing, itching, 
bronchospasm, sore throat, and/or hypotension were described. 
This examination must be comprise a detailed history of having 
been exposed to some potential agents, such as foodstuff, medica-
tions, inhaled materials, latex, and insect sting in particular.

These patients require additional examinations at given inter-
vals, such as immunocomplex levels, thyroid function tests and 
autoantibodies, breast and abdominal graphs, biopsies, stool ex-
amination for parasites, and bone marrow aspiration. The value of 
aeroallergen screening tests for patients with AE is limited (6). Idio-
pathic AE is defined as AE attacks without urticaria and even noth-
ing may be found in all the evaluations (7). The treatment current-
ly recommended is empirical to a large extent. Current treatment 
modalities involve non-sedative antihistamines, combination of a 
leukotriene antagonist with non-sedative antihistamines as well as 
systemic corticosteroids and immunosuppressant therapies. Plas-
mapheresis or intravenous immunoglobulin has also been used 
(8). In any of these treatments, no generally accepted success was 
seen. Notably characterized by the edema in the head–neck region 
and in the extremities, AE is a rarely seen clinical picture that is 
also characterized by edema of the dermis, upper airways, and 
mucosal and submucosal layers in the gastrointestinal tract and 
genital region (9). Since the airway patency is impaired under the 
terms in which there is laryngeal edema involvement in the head–
neck region, a life-threatening situation is likely to develop, and 
the immediate intervention to be performed can be life-saving. 
AE, according to the clinical picture, can be classified as “allergic 
AE” mainly accompanied by urticaria and “non-allergic AE” without 
the accompaniment of urticaria. Allergic AE is a type 1 immunoal-
lergic reaction that develops through the medium of IgE (2). In 
this case, AE is accepted as another finding of urticaria, and the 
approach to the patient in diagnosis and treatment is the same 
as that of urticaria (2). AE can be acute and chronic (<6 weeks). 
Almost 90% of the cases with acute AE are mast cell mediated. Mast 
cell-mediated mechanisms involve acute allergy. These are typical 
IgE-mediated reactions. IgE-mediated AE is usually associated with 
urticaria. The same allergens frequently give rise to acute IgE-me-
diated urticaria. Acute AE may also be caused by direct mast cell 
stimulation without IgE. Other causes could be opiates, radiocon-
trasted substances, aspirin, and nonsteroidal anti-inflammatory 
drugs. The term “non-allergic AE,” however, is used to determine 
clinical themes that various mechanisms in which mainly brady-
kinin and other vasoactive peptides play a role are responsible. 
These are divided into four groups: (i) acquired AE, (ii) AE due to the 
renin angiotensin aldosterone system blockers, (iii) pseudoallergic 
AE, and (iiii) idiopathic AE (2). Approximately 30% of cases with 
acute AE who are brought to the emergency department are due 
to ACE inhibitors. ACE inhibitors directly increase bradykinin level. 
The face and lower airways are often affected; the intestines may 
also be affected. AE may occur immediately or even after years of 
treatment. The cause of chronic AE is unknown (>6 weeks). IgE-
mediated mechanisms are rare. However, the intake of suspected 
drugs and chemicals may sometimes be the cause (penicillin, milk, 
unprescribed drug, preservatives, and other food additives). A few 
cases may be due to hereditary reasons or acquired C1 inhibitor 
deficiency.

Idiopathic AE occurs without urticaria; it is chronic and recurrent, 
and no cause can be found (4). All the unnecessary secondary med-
ications must be stopped if there is no reason what so ever during 
the treatment. The medications involving also H1 blockers for all 
the mast cell-mediated AEs eliminate the symptoms. Prednisone 

Figure 1. Swelling in the right eyelid and ocular area

Figure 2. Swelling in the left eyelid and ocular area
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(30–40 mg/day) is a proper treatment for more serious reactions. In 
those with serious symptoms, 125 mg of methylprednisolone and 
50 mg intravenous diphenhydramine should be administered. A 
long-term treatment process requires H1 and H2 blockers as well 
as corticosteroids. The fact that epinephrine, corticosteroid, and 
antihistamines were effective on bradykinin-mediated AE was not 
shown. AE induced by ACE inhibitors generally clears up 24–48 h 
after the medications are stopped. If the symptoms are serious, 
progressive, or resistant, then the treatments applied in hereditary 
or acquired AE should be tried. These treatments involve fresh-
frozen plasma, C1 inhibitor concentrate, and, possibly, ecallantide 
and icatibant. For idiopathic AE, a high dose of oral non-sedative 
antihistamine can be tried (4). Another type of kinin-mediated AE 
is well-defined (10). This can be caused by anti-C1 inhibitor anti-
bodies or increased C1 inhibitor catabolism associated with lym-
phoproliferative diseases. In the event that the onset is seen at 
later ages, it is distinguished from hereditary AE due to the lack 
of a familial history and the low level of C1q. As for our patient, 
she had no familial history but had late onset. With these char-
acteristics, her ailment was distinguished from the diagnosis of 
hereditary AE. Contrary to hereditary AE, there is the association of 
lupus in acquired AE; yet, it is rarely seen in 2%. There was no find-
ing to suggest a rheumatologic disease in our patient either, except 
for the arthralgia of inflammatory character in her knee joints. As 
for a third type of acquired AE in lupus, it was suggested that there 
was the association of classic path-related hypocomplementemia 
(low C3 and C4), a temporary decline in antigenic, and/or function-
al levels of C1 inhibitor C1q antibody/IgG anti-CLR elevation, and 
the absence of anti--C1 inhibitor antibodies with the conditions in 
which no clinics of a lymphoproliferative disease or SLE is seen in 
the course of acute AE. In our patient, the functional levels of C4, 
C1q, C1 inhibitor and C1 inhibitor were within normal limits. The 
laboratory examinations also pushed us away from establishing a 
diagnosis of hereditary AE. The recovery of AE is related with the 
normalization of C3, C4, and C1 inhibitor levels through immuno-
suppressive treatment (1).

Conclusion

In our case, an idiopathic AE was considered in the first place due 
to the fact that she had response to the antihistaminic therapy 
and that no other etiological factors were found. However, since, 
in her repeated tests, ANA, which once proved to be negative, 
turned out to be positive afterward in 1/320 dilution, this was 
considered by the rheumatology department as an asymptom-
atic connective tissue disease, and thus, an unmedicated follow-
up was recommended, since it has been argued that acquired 
AE could still be seen even during the period when the clinics 
in lupus disease has not yet been established and the disease is 
not yet symptomatic (1). Since there was still no finding in our 
patient in asymptomatic and laboratory sense to consider an ac-
quired AE except for ANA positivity, it was recommended that 
the patient’s rheumatologic and immunological follow-ups be 

continued in terms of the symptoms likely to develop later on as 
well as the low C1q level.

Informed Consent: Verbal informed consent was obtained from patient 
who participated in this study. 

Peer-review: Externally peer-reviewed. 

Author Contributions: Concept - F.G.; Design - F.G., E.T.; Supervision - F.G.; Data 
Collection and/or Processing - F.G.; Analysis and/or Interpretation - F.G., E.T.; 
Literature Search - F.G., E.T.; Writing Manuscript - F.G., E.T.; Critical Review - E.T.

Conflict of Interest: No conflict of interest was declared by the authors.

Financial Disclosure: The authors declared that they did not receive any 
financial support in the writing process of this article. 

Hasta Onamı: Sözlü hasta onamı bu çalışmaya katılan hastadan alınmıştır. 

Hakem Değerlendirmesi: Dış bağımsız.

Yazar Katkıları: Fikir - F.G.; Tasarım - F.G., E.T.; Denetleme - F.G.; Veri 
Toplanması ve/veya İşlemesi - F.G.; Analiz ve/veya Yorum - F.G., E.T.; Lit-
eratür Taraması - F.G., E.T.; Yazıyı Yazan - F.G., E.T.; Eleştirel İnceleme - E.T.

Çıkar Çatışması: Yazarlar çıkar çatışması bildirmemişlerdir.

Finansal Destek: Yazarlar bu çalışma için finansal destek almadıklarını 
beyan etmişlerdir.

References

1. 	 Cacoub P, Fremeaux-Bacchi V, De Lacroix I, Guillien F, Kahn MF, Ka-
zatchkine MD, et al. A new type of acquired C1 inhibitor deficiency 
associated with systemic lupus erythematosus. Arthritis Rheum 2001; 
44: 1836-40. [CrossRef]

2. 	 Bas M, Adams V, Suvorava T, Niehues T, Hoffmann TK, et al. Nonallergic 
angioedema: role of bradykinin. Allergy 2007; 62: 842-56. [CrossRef]

3. 	 Banerji A, Sheffer AL. The spectrum of chronic AE and Allergy. Asthma 
Proc 2009; 30: 11-6. [CrossRef]

4. 	 Delves PJ. AE. In:Porter RS, editor. Immunology Allergic disorders. 
Merck Manual Professional Edition. Kenilworth, NJ:Merck Sharp & 
Dohme Co. Inc; 2015.p.1-5.

5. 	 Champion RH, Roberts SO, Carpenter RG, Roger JH. Urticaria and an-
giooedema: A review of 554 patients. Br J Dermatol 1969; 81: 588-97. 
[CrossRef]

6. 	 Sànchez BM, Asero R, Ansotegui IJ, Baiardini I, Bernstein JA, Canonica 
GW, et al. Diagnosis and treatment of urticaria and AE: a world wide 
perspective. World Allergy Organ J 2012; 5: 125-47. [CrossRef]

7. 	 Zingale LC, Beltrami L, Zanichelli A, Maggioni L, Pappalardo E, Cicardi 
C, et al. AE without urticaria: a large clinical survey. CMAJ 2006; 175: 
1065-70. [CrossRef]

8. 	 Kaplan AP, Greaves MW. Angioedema. JAAD 2005; 53: 373-92. [CrossRef]
9. 	 Bas M, Hoffmann TK, Kojda G. Evaluation and management of AE of the 

head and neck. Curr Opin Otolayngol Head Neck Surg 2006; 14: 170-5. 
[CrossRef]

10. 	 Geha RS, Quinti I, Austen KF, Cicardi M, Sheffer A, Rosen FS. Acquired 
C1-inhibitor deficiency associated with antiidiotypic antibody to mono-
clonal immunoglobulin. N Engl J Med 1985; 312: 534-40. [CrossRef]

İstanbul Med J 2017; 18: 94-6

96

https://doi.org/10.1002/1529-0131(200108)44:8<1836::AID-ART321>3.0.CO;2-Y
https://doi.org/10.1111/j.1398-9995.2007.01427.x
https://doi.org/10.2500/aap.2009.30.3188
https://doi.org/10.1111/j.1365-2133.1969.tb16041.x
https://doi.org/10.1097/WOX.0b013e3182758d6c
https://doi.org/10.1503/cmaj.060535
https://doi.org/10.1016/j.jaad.2004.09.032
https://doi.org/10.1097/01.moo.0000193202.85837.7d
https://doi.org/10.1056/NEJM198502283120902

