Study on liver involvement in mild alphal-antitrypsin deficiency published in
"Gastroenterology”

The Alphal Team, based in the Clinic for Gastroenterology, Metabolic Diseases and Medical
Intensive Care (Medical Clinic Ill) at the University Hospital RWTH Aachen, which coordinates the
European study group for alphal-antitrypsin deficiency-related liver disease, has published the
latest results on liver involvement in mild alphal-antitrypsin deficiency in the renowned journal
Gastroenterology. This work appears a year after the contribution, that focused on liver affection
in severe alphal-antitrypsin deficiency and was also published in Gastroenterology.

Alphal-antitrypsin deficiency is, among the rare diseases, one of the most common hereditary
conditions. The Alphal Team from Aachen, led by Professor Dr. Pavel Strnad and Dr. Karim Hamesch,
has been researching the liver involvement of this systemic disease since 2015. While up to 10
percent of all Europeans have a mutation in the alphal-antitrypsin gene, 2-4 percent carry a copy of
the classic "Pi*Z" mutation (so-called “heterozygotes”). Although this mutation is quite common
among Caucasians, its relevance with regard to the development of liver disease remained unclear.
"For the first time, we were able to characterize the extent of liver involvement in carriers of the
most relevant alphal-antitrypsin mutation in two large cohorts resembling the general population,"
reports Mrs. Carolin Victoria Schneider, physician and first author of the publication. "Compared to
patients who have two Pi*Z mutations (homozygous Pi*ZZ genotype), Pi*Z carriers (heterozygous
Pi*MZ genotype) are less affected, but still substantially more susceptible to liver injury than subjects
without an alphal-antitrypsin mutation," adds Dr. Hamesch, also first author and coordinating study
physician of the European Alphal-Liver study group. Prof. Strnad, last author and European study
leader as well as senior physician in the Medical Clinic Ill of the University Hospital RWTH Aachen,
adds: "A relevant part of the population is therefore at risk of developing liver injury, especially if risk
factors such as excessive alcohol consumption, overweight or diabetes are added.”

With the support of the collaborating scientists and, above all, patient representatives and referring
pulmonologists, the European Reference Center in Aachen has been able to establish the world's
largest cohort of alphal patients with detailed liver characterization. More than 1,500 probands have
now been examined in eleven European countries. Some of the results of the most recent publication
have even been obtained in Australia. "We have supplemented these data with a population-based
cohort of almost 450,000 participants, which also showed that Pi*MZ subjects have elevated liver
values," said Schneider. "We have also conducted studies in liver biopsies to better understand the
effects of the Pi*Z mutation. Among others, these data indicate that a diagnosis cannot be solely
made on the basis of a liver biopsy and that genotyping is of central importance", says Dr. Hamesch.
Prof. Strnad is optimistic: "We hope that our research will raise the awareness of this understudied
condition and provide assistance to the many patients with alphal-antitrypsin deficiency.”



