Screening Controversies and Indications for Alpha-1 Antitrypsin Replacement

Recommendations for testing for alpha-1 antitrypsin deficiency include the following:
· Symptomatic adults with emphysema, COPD, or asthma with airflow obstruction that is incompletely reversible after aggressive treatment with bronchodilators 

· Individuals with unexplained liver disease

· Asymptomatic individuals with persistent obstruction on pulmonary function tests with identifiable risk factors (e.g., cigarette smoking, occupational exposure)

· Adults with necrotizing panniculitis 

· Siblings of an individual with AAT deficiency.
Issues surrounding augmentation therapy for alpha-1 antitypsin deficiency:

· Indicated in established airflow obstruction from alpha-1 antitrypsin deficiency. 

· Strongest evidence is in cases with moderate airflow obstruction (FEV1 35–60%) 

· Not currently recommended for individuals without emphysema

· Benefits for those with severe (FEV1 < 35%) and mild (FEV1 > 50-60%) airflow obstruction are less clear

· Consider in the context of lung transplantation for alpha-1 antitrypsin deficiency during acute rejection or infection. 

· Official guidelines recommend a once weekly administration for augmentation therapy (at 60 mg/kg) though bi-weekly and monthly regimens are more common. 
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