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WARNINGS FOR TREATMENT AND MANAGEMENT OF ADULT PATIENTS WITH HEREDITARY ANGIOEDEMA AND C1-INHIBITOR DEFICIENCY.

1.- Moderate-Severe attacks (glottis oedema, neck-facial oedema liable to extend to glottis, abdominal attacks or moderate to severe peripheral attacks) (note that currently all acute attacks should be treated as early as possible to reach the quickest response)
Plasma derived C1-inhibitor concentrate ( (BERINERT(: 20U/kg)(Cinryze®: 1000 U) (. Way of administration:  directly intravenous (without dilution), slowly (500 U in 5 minutes). 
OR
Icatibant acetate (Firazyr®) 1 vial subcutaneously, in the abdominal area. Local symptoms, such as intense pain, itchy-burning sensation, local erythema and oedema may usually appear, not related to any allergic reaction.
Repeating doses if lack of response: The dose of Berinert® and Cinryze® can be repeated anytime, but a minimum 6 hour period must pass before repeating a new dose of Firazyr®. If there is no response to Berinert®/Cinryze®, a dose of Firazyr® can be immediately administered, and viceversa.
The maximum dose of Firazyr® is 8 vials/month. There is no limit for Berinert®/Cinryze®.

The main contraindications of Firazyr® are: coronary artery disease and cerebro-vascular events in the last 2 weeks

If C1-inhibitor or icatibant are not available, intravenous tranexamic acid (Anchafibrin() can be administered (500-1000 mg every two hours) or intravenous epsilon aminocaproic acid (Caproamin() 8 gr. during 4 hours and afterwards 16 gr./day. Another alternative is administration of solvent-detergent treated plasma or fresh frozen plasma.

In the case of glottis oedema, the upper airway permeability should be strictly monitored. Tracheotomy might be necessary to avoid asphyxia.

2.- Short term prevention (surgical operations, dental manipulation, endoscopies or other oropharyngeal procedures):

-If possible use regional, spinal or local anaesthesia to avoid endotracheal intubation.

-Intravenous plasma derived C1-inhibitor concentrate 1-6 hours before procedure (500-1000 U)(as close to procedure as possible). Repeat if there is any complication. If C1-inhibitor is not available, solvent/detergent treated plasma (SDS)(OR fresh frozen plasma if SDS not available, but less safe) (2 units) might be administered, 1-6  hours before procedure)(as close to procedure as possible) OR
-Another alternative to C1 inhibitor is danazol (600 mgr./day) or stanozolol (6 mgrs./day) from 6 days before until 3 days after the procedure.

The election approach is plasma derived C1 inhibitor.

3- Avoid oral contraceptives containing estrogens. Contraceptives with progestagens could be used. Avoid any other drugs with estrogen content.

4.- Avoid ACE inhibitors (captopril, enalapril, fosinopril, lisinopril, quinapril, ramipril, …).

It is advisable that patients have available at home one or two complete doses of C1 inhibitor concentrate (Berinert® or Cinryze® )  or icatibant acetate (Firazyr®) for early treatment of acute edema episodes. 
Very important: corticoids, adrenaline and antihistamines are not effective. 

