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Hereditary angioedema type II; report of a case
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Abstract

Hereditary Angioedema is a hereditary disease caused by deficiency or loss of C1 inhibitor (C1-
INH), with an autosomal dominant inheritance pattern and which may be potentially life
threatening. The prevalence of the disease is considerably low. In this case report, a 31 years old
woman who has applied to the hospital with an angioedema attack after odontotherapy and who
had angioedema attacks for many years with abdominal symptoms in the forefront and as a
consequence to whom laparotomy was applied 3 times, is discussed together with literature.
Hereditary Angioedema must certainly be considered for patients who apply to hospital with
localized angioedema and especially with symptoms relating to upper airway tract and treatment
strategy must be determined urgently, because delay in treatment increases morbidity and affects
life quality.
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Ozet

Herediter Anjioddem, C1 inhibitor (C1-INH) fonksiyon kaybi veya eksikligi ile ortaya cikan,
otozomal dominant gegcisli ve potansiyel olarak yagami tehdit edebilen kalitsal bir hastaliktir.
Hastaligin prevelansi olduk¢a digiiktiir. Bu olgu sunumunda uzun yillardir abdominal
semptomlarin 6n planda oldugu, anjioddem ataklar1 gegiren ve bu nedenle 3 kez laparotomi
uygulanan, dis tedavisi sonrasi anjioddem atagi ile basvuran 31 yasinda kadin hasta literatiir
esliginde tartigildi. Lokalize anjioddemle ve ozellikle {ist havayolunu ilgilendiren semptomlarla
bagvuran hastalarda herediter anjioddem mutlaka akilda bulundurulmali, acil tedavi stratejisi
belirlenmelidir. Ciinkii tedavideki gecikme morbiditeyi arttirir ve yasam kalitesini olumsuz etkiler.
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Introduction

Hereditary Angioedema (HAE) was defined clinically by Quincke for the first time in
1882 and its hereditary nature was presented by Osler in 1888 [1]. The prevalence of the
disease is considerably low (1/10000-1/150000) [1, 2]. HAE is a hereditary disease
caused by deficiency or loss of C1 Inhibitor (C1-INH), with an autosomal dominant
inheritance pattern and which may be potentially life threatening [3].

In this case report, 31 years old woman who has applied to the hospital with angioedema
attack after odontotherapy and who had angioedema attacks for many years with
abdominal symptoms in the forefront and as a consequence to whom laparotomy was
applied 3 times, is discussed together with literature.
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Case report

In this case report, 31 years old woman who has applied to emergency department with
complaints of swelling on face, eyelids and neck, shortness of breath, speech disorder,
hoarseness that began a day after tooth extraction and that gradually increased. Oedema
on face, eyelids and neck and hoarseness were detected during physical examination of
the patient. There wasn’t any color change and temperature rise at the oedematous
regions. The oedema on face and eyelids of the patient are shown in Figure 1.

The anamnesis of the patient showed that she had complaints of swelling and pain on
hands, feet and mostly on face many times, and complaint of recurrent long term
abdominal pain and hence laparotomy was performed 3 times. It was determined that she
received treatment for many years due to gastrointestinal and gynecological complaints
and she still used oral contraceptives because of her gynecological complaints. The
patient was taken into intensive care unit with pre-diagnosis of drug allergy, dental
abscess, deep neck infection, cellulitis, angioedema. Intravenous hydration was applied
after airway safety was obtained and she was monitored. 250 mg metilprednisolon
(Methylprednisolone Sopharma 125 mg IM/IV Ampul. Vem Pharmacy. Istanbul,
Turkey), 45.5 mg feniramin maleat (Avil 2mL, 45.5 mg Ampul. Sandoz Pharmacy.
Istanbul, Turkey.) was administered to the patient. The oedema on face and lips regressed
at the 2" day after she was taken into intensive care unit. IgE level, C4 level were
determined. IgE level was at normal limits and C4 level was 25% of the lower limit. In
the detailed anamnesis obtained the patient stated that two daughters of her, her sister, the
daughter of her sister, the brother of her, her mother, her uncle, and two sons of her uncle,
two aunts and her grandfather also had the same complaints.. Her mother had swelling on
her face and neck when she died. The family tree of the patient is presented in Table 1.

Figure 1. Facial oedema image of the patient.

C4 and IgE levels of 4 children of the patient were determined. While IgE levels of her
two daughters who had complaints were normal, C4 levels of two daughters were 10%
and 40% of lower limit. C1 esterase inhibitor levels of the patient and her two daughters
were normal. HAE Type Il diagnosis was established for the patient and her two
daughters with clinical and laboratory findings. Oral contraceptive usage of the patient
was terminated. The patient was sent to allergy and immunology physician for follow up
and treatment upon complete improvement of complaints. C1-INH concentrate was
started to the patient. The image of the patient after treatment is shown in Figure 2.
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Table 1. The family tree of the patient.

MALE*

1
[ FEMALE* ] [ FEMALE* [ FEMALE* ] [ MALE* ]
I

FEMALE ** MALE* FEMALE* MALE* MALE*
This Patient

* Clinical Anamnesis Positive

** Clinical Anamnesis and Laboratory Positive

Figure 2. The image of the patient after treatment.

Discussion

Angioedema Type I-II and Type III HAE may be classified as C1-INH deficiency and
Angiotensin Converting Enzyme- Inhibitor (ACE-INH) associated angioedema. Type I
HAE and Type II constitute 80-85% and 10-15% of the cases, respectively and the others
constitute a small part of the cases. C1-INH synthesis decreases in Type I HAE although
C1-INH synthesis is normal in Type Il, functional loss is seen due to enzyme defect. C1-
INH synthesis and function are normal in Type III HAE. Factor-XII gene defect exists.
But there are no certain criteria for diagnosis. This especially affects women. C1-INH
deficiency associated angioedema (AE) shows itself with Type I-II like angioedema
attacks in middle aged individuals caused by over consumption. However ACE-Inhibitor
(ACE-INH) associated AE must be taken into account for any patient using ACE-INH [1,
4]. The most important factor in diagnosis is clinical history. Non-prutiric oedema on skin
develops and submucosa of various organs is affected in patients during attack [1]. Five
percent of cases are asymptomatic. Skin oedema is seen especially on extremity, face,
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genital organs and body. Frequency of abdominal attack in edema episodes is extremely
high (97.4%). Besides laryngeal oedema (0.9%), soft palate oedema (0.6%), tongue
oedema (0.3%) and headache attacks (0.9%) may be seen [5]. Bradykinin is a key
mediator of symptoms of the disease [6]. Stress, trauma, alcohol drinking, estrogen,
menstruation, viral infection, temperature changes, pregnancy, surgical and dental
interventions may trigger HA attacks [1, 7]. Acute attacks after dental intervention has
developed. Intestinal angioedema leads to unnecessary surgical intervention and
correspondingly morbidity increase by causing temporary obstruction and abdominal pain
that is confused with acute abdomen [8]. Due to the intestinal symptoms, laparotomy was
performed 3 times. It should not be forgotten that delay in diagnosis increases morbidity
and affects quality of life negatively. Oxygenation / saturation follow up, hydration,
antispasmodic / analgesic when needed, cessation of ACE-INH if any, fresh frozen
plasma, C1-INH concentrate, bradykinin receptor antagonist, kallikrein inhibitor
androgens and fibrinolytic agents may be used for the treatment of the disease [1].
Danazol, stanozolol and methylestosterone used for the treatment of adults are not
suggested for children due to their virilizing side effects. Therefore, oxandrolone with
scarce virilizing side effects may be used safely [9]. Scheffer et al. [10] stated that short
term (96 hours) tranexamic acid prophylaxy before surgical intervention was effective in
preventing angioedema attacks.

It is stated that C1-INH concentrate used in HAE treatment, decreases the frequency of
attacks [11]. Cinryze (Virofarma Biologics, Inc. USA.), that is a C1-INH preparation is
not used in acute attack treatment while it is used in short term prophylaxis. The other
C1-INH preparation, Berinert (CSL Behring. USA.) is used in acute attack treatment [1].
Low C4 levels are stated to be a very effective screen test in untreatable HAE cases and
C4 levels are generally 30% lower than normal value [12]. Low C4 levels and normal C1
inhibitor levels were determined in this patient and in her two daughters and Type || HAE
diagnosis was established.

In conclusion, HAE must certainly be considered for patients who apply with localized
angioedema and especially with symptoms relating to upper airway tract and treatment
strategy must be determined urgently. Besides, unnecessary laparotomies may be
prevented in patients who are supposed to be with HAE by considering frequent
abdominal attacks. It should not be forgotten that classical allergy-anaphylaxis treatment
shall be ineffective and special treatment options must be evaluated for these patients.
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