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Individuals with o,-antitrypsin (AAT) PI*SZ genotype appear to have an increased risk for lung and
liver disease, although definitive evidence is lacking; smoking is a major risk factor for lung disease.
The role of AAT therapy requires further study. http:/bit.ly/2TxxFD0
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ABSTRACT  o,-Antitrypsin deficiency (AATD), characterised by reduced levels or functionality of
o;-antitrypsin (AAT), is a significantly underdiagnosed genetic condition that predisposes individuals to
lung and liver disease. Most of the available data on AATD are based on the most common, severe
deficiency genotype (PI*ZZ); therefore, treatment and monitoring requirements for individuals with the
PI*SZ genotype, which is associated with a less severe AATD, are not as clear. Recent genetic data suggest
the PI*SZ genotype may be significantly more prevalent than currently thought, due in part to less
frequent identification in the clinic and less frequent reporting in registries. Intravenous AAT therapy, the
only specific treatment for patients with AATD, has been shown to slow disease progression in PI*ZZ
individuals; however, there is no specific evidence for AAT therapy in PI*SZ individuals, and it remains
unclear whether AAT therapy should be considered in these patients. This narrative review evaluates the
available data on the PI*SZ genotype, including genetic prevalence, the age of diagnosis and development
of respiratory symptoms compared with PI*ZZ individuals, and the impact of factors such as index versus
non-index identification and smoking history. In addition, the relevance of the putative 11 uM “protective
threshold” for AAT therapy and the risk of liver disease in PI*SZ individuals is explored. The purpose of
this review is to identify open research questions in this area, with the aim of optimising the future
identification and management of PI*SZ individuals.
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