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Background: Safety and pharmacokinetics (PK) of alphas-proteinase inhibitor, modified
process (Alpha-1 MP), was evaluated in a clinical trial of Japanese patients with alpha;-
antitrypsin deficiency (AATD). The present study aimed to evaluate the long-term safety of
weekly intravenous infusions of 60 mg/kg Alpha-1 MP in Japanese patients with AATD.
Methods: This was a multi-center, open-label extension (OLE) study that enrolled adult
patients with AATD, who had completed the preceding safety and PX clinical trial. Patients
were administered with Alpha-1 MP (60 mg/kg) weekly, for 52 weeks, and this could be
renewed annually. Alphal-MP trough levels (Cmin) Were evaluated, and safety endpoints
include: treatment-emergent adverse events (TEAEs), serious adverse events (SAEs), TEAEs
potentially related to Alpha-1 MP, chronic obstructive pulmonary disease (COPD) exacer-
bations, laboratory parameters, vital signs, and pulmonary function tests (forced expira-
tion volume in 1 s [FEV,] and forced vital capacity [FVC]).

Results: Four patients underwent Alpha-1 MP intravenous infusions at a mean (SD) of 210.8
(9.54) for 213 weeks (four years), with a Cmin of 55.73 {4.99) mg/dL. A total of fifty-four TEAEs
were reported in four patients, in which most of them were mild (n = 52, 96.3%). Two

Abbreviations: AATD, Alphal-antitrypsin deficiency; AESIs, Adverse event of special interest; Alpha-1 PI, Alphal-proteinase inhibitor;

Alpha-1 MP, Alpha-1 PI, Modified Process; Cyyin, Trough levels; CT, Computed tomography; COPD, Chronic obstructive pulmonary dis-
ease; FEV1, Forced expiration volume in 1 s; FVC, Forced vital capacity; ICF, Informed consent form; OLE, Open-label extension; PFTs,
Pulmonary function tests; PK, Pharmacokinetics; SD, Standard deviation; SAEs, Serious adverse events; TEAEs, Treatment-emergent
adverse events.

* Corresponding author. Division of Respiratory Medicine, Juntendo University Faculty of Medicine and Graduate School of Medicine, 2-1-
1 Hongo, Bunkyo-ku, Tokyo, 113-8421, Japan.

E-mail address: kseyama@juntendo.ac.jp (K. Seyama).

https://doi.org/10.1016/j.resinv.2022.07.001
2212-5345/© 2022 [The Author/The Authors] Published by Elsevier B.V. on behalf of The Japanese Respiratory Society. This is an open
access article under the CC BY license (http://creativecommons.org/licenses/by/4.0/).

Downloaded for Anonymous User (n/a) at Juntendo University from ClinicalKey.jp by Elsevier on December 09, 2022.
For personal use only. No other uses without permission. Copyright ©2022. Elsevier Inc. All rights reserved.

106





