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 IVIG Anaphylaxis in a patient with Common variable immune deficiency disease (CVID). 
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Abstract:
Common variable immune deficiency disease (CVID) is one of the most common primary immunodeficiency disorders. It causes reduction of immunoglobulin levels and specific antibodies production and enhancement of recurrent and chronic infections risk, especially respiratory infections and gastrointestinal tracts. Here, we report a case of CVID in a 3 years old male with recurrent hospitalizations because of gastroenteritis and sinobronchitis infections that was treated as allergic disease for a long time but he does not improved. During receiving IVIG he had sever reaction and treated as anaphylaxis an admitted to ICU.  
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Introduction:
Common variable immunodeficiency (CVID) is a primary immunodeficiency disorder characterized by impaired B-cell differentiation with defective immunoglobulin production. (1) It is defined by markedly reduced serum concentrations of immunoglobulin G (IgG) in combination with low levels of IgA and/or IgM, poor or absent response to immunizations and an absence of any other defined immunodeficiency state. (2) Clinical manifestation of the disease may be at any age, with a first peak at 5 to 10 years and second, between 20 and 30 years. (3) Diagnostic criteria have been established, aiming to suspect PID in children including frequent infections of ears, sinuses and lungs, recurrent abscesses, persistent rash after first year of age, inefficiency of long-lasting treatment with antibiotics, inability to gain weight and growth, as well as family history of PID. Despite awareness of health care providers, a delay of several years is observed between first symptoms and diagnosis of PID. (4)  Detection of antibody deficiency is an important clue to suggest a CVID diagnosis.
Case report:
A three-year-old boy, born of a consanguineous marriage, presented to us with a history of recurrent hospitalizations because of gastroenteritis and sinobronchitis infections that was treated as allergic disease for a long time but he does not improved. On Clinical examination, the patient was febrile, weighed 14kg, and had mild pallor. The cardiovascular, respiratory and nervous systems were normal and no lymph nodes were palpable. He had normal developmental history and there is no family history of the disease. A chest x-ray showed no pathologic findings. Laboratory investigations revealed hemoglobin 10 g/dL, total leukocyte count 9.4 × 103/μL (Neu: 39%, Lym: 54%), platelet count 252 × 103/μL, IgG 2.8 g/L, IgA 0.1 g/L, IgM 0.2 g/L, IgE 4.1 g/L, total protein 6.2 g/dl and Albumin 4 g/dl. His blood group was A positive and isohemagglutinin A and B was negative and Diphtheria IgG 0.01 IU/ml. The diagnosis of common variable immune deficiency was suspected because of low serum level of immunoglobulins and absent isohemagglutinin. Secondary causes of hypogammaglobulinemia had been excluded. The patient was started on IVIG. During receiving IVIG the patient showed symptoms of anaphylaxis that treated with epinephrine and was admitted in ICU. The patient is now receiving regular infusions of intravenous Immunoglobulins with premedication and level of immunoglobulin G is maintained at normal values and he is asymptomatic with monthly IVIG.

 Discussion:
CVID encompasses a group of heterogeneous syndromes with a common endpoint of defective immunoglobulin production and dysregulated immune responses. CVID pathophysiology remains incompletely understood. Antibody production is always disturbed, and this may be due not only to B-cell dysfunction, but also to the impairment of T-cell function and the lack of sufficient support for antibody production. (5) The range of clinical manifestations is complex, with patients often classified into two main groups: one with only a history of infections and a second group with a history of infections and a variety of inflammatory or autoimmune conditions, with apparently stable phenotypes over time.(6) The most common infections are
sinopulmonary infections, including pneumonia, bronchitis, sinusitis, and otitis, but others such as GI infections, septic arthritis, and bacterial meningitis may also occur.(5) Clinical manifestation of the disease may be at any age, with a first peak at 5 to 10 years and second, between 20 and 30 years. (3)
Diagnostic criteria have been established, aiming to suspect PID in children including frequent infections of ears, sinuses and lungs, recurrent abscesses, persistent rash after first year of age, inefficiency of long-lasting treatment with antibiotics, inability to gain weight and growth, as well as family history of PID. Despite awareness of health care providers, a delay of several years is observed between first symptoms and diagnosis of PID. (4)  Detection of antibody deficiency is an important clue to suggest a CVID diagnosis. We report a case of CVID in a 3 years old male with recurrent hospitalizations because of gastroenteritis and sinobronchitis infections, and he is now receiving regular infusions of intravenous Immunoglobulins and level of immunoglobulin G is maintained at normal values.
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