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Subcutaneous immunoglobulin therapy prevents systemic capillary leak syndrome attack

To the Editor :

Systemic capillary leak syndrome is a life-threatening condition, characterized by capillary hyperpermeability [START_REF] Clarkson | Cyclical edema and shock due to increased capillary permeability[END_REF] with hypotension, edema, hemoconcentration and hypoalbuminemia [START_REF] Gousseff | The Systemic Capillary Leak Syndrome: A Case Series of 28 Patients from a European Registry[END_REF] . Prognosis remains poor as mortality reaches 25-34% after 10 years [START_REF] Gousseff | Syndrome de fuite capillaire idiopathique[END_REF][START_REF] Druey | Narrative Review: The Systemic Capillary Leak Syndrome[END_REF] . Intravenous immunoglobulins (Ig) reverse systemic capillary leak syndrome flare [START_REF] Lambert | High-dose intravenous immunoglobulins dramatically reverse systemic capillary leak syndrome[END_REF] and prevent recurrence [START_REF] Gousseff | The Systemic Capillary Leak Syndrome: A Case Series of 28 Patients from a European Registry[END_REF] .

Case report

We report the case of a 36-year-old woman successfully treated with subcutaneous_Ig infusions.

Systemic capillary leak syndrome was diagnosed on 8 recurrent attacks, including 5 requiring intensive care, with edema of all limbs (+6kg), hypotension (systolic blood pressure 60mmHg), hemoconcentration (hemoglobin 19g/dL) and hypoalbuminemia (30g/L).

Prophylactic treatment comprising theophylline 150mgx2/day and terbutaline sulfate 5mgx2/day decreased the severity, but not the frequency, of the flares. From 2010 on, 4 edematous attacks occurred, including one that required intravenous_Ig. In 2014, two months after a breast pexy, the patient developed edema with hypotension (systolic blood pressure 90mmHg), treated with intravenous_Ig (2g/kg). After two further recurrences, prophylaxis was replaced by intravenous_Ig infusion (1g/kg per month, i.e. 60g). As the following year remained recurrence-free and our patient could handle injections, we switched to a home-based therapy management with subcutaneous_Ig (0.25 g/kg/week over 2 days). Our patient hasn't relapsed and her quality of life has enriched.

Review

Intravenous_Ig is the recommended therapy to avert systemic capillary leak syndrome crises [2, 6] . Our case emphasizes the benefits of subcutaneous administration.

Efficacy and safety of Ig infusions subcutaneously and intravenously have been assessed [START_REF] Rezaei | Indications and safety of intravenous and subcutaneous immunoglobulin therapy[END_REF][START_REF] Jolles | New Frontiers in Subcutaneous Immunoglobulin Treatment[END_REF] .

Based on equivalent cumulative monthly-dose, several European studies report similar serum IgG levels after intravenous or subcutaneous infusion, although therapeutic plasma levels are earlier achieved intravenously. However, in primary immunodeficiency disorders, the transition from intravenous_Ig to subcutaneous_Ig maintains serum IgG within therapeutic range [START_REF] Skoda-Smith | Subcutaneous immunoglobulin replacement therapy in the treatment of patients with primary immunodeficiency disease[END_REF] . Furthermore subcutaneous_Ig administration yields more stable serum IgG concentration [START_REF] Skoda-Smith | Subcutaneous immunoglobulin replacement therapy in the treatment of patients with primary immunodeficiency disease[END_REF] . Although swelling, erythema, tenderness or induration commonly occur at injection-site, these local reactions last less than 24 hours [START_REF] Jolles | New Frontiers in Subcutaneous Immunoglobulin Treatment[END_REF] . Subcutaneous treatment has several positive implications: (i) it is home-based, possibly self-administered, allows flexibility in daily routine; (ii) it reduces social expenses linked to hospitalization rate for infusion, infection, fluid overload or hyperosmolality possibly triggering acute renal failure or thrombosis; (iii) sick leave is not required [START_REF] Jolles | New Frontiers in Subcutaneous Immunoglobulin Treatment[END_REF] .

Conclusions

To prevent recurrences in patients responding to intravenous_Ig treatment for acute systemic capillary leak flares, the subcutaneous infusion seems a valuable alternative that improves patient's quality of life and lowers socio-economic charges.
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