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Pharmacokinetics and pharmacodynamics of human recombinant aminopeptidases in
model animals for hypertensive disorders of pregnancy
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Patients with hypertensive disorders of pregnancy exhibit lower plasma
concentration of aminopeptidase A (APA) activity which hydrolyzes the hypertensive peptide
angiotensin Il (Ang Il1). Therefore, recombinant protein for APA may rescue the hypertension in those

patients with limited distribution to fetus due to its high molecular size. The purpose of the
present study was to generate recombinant protein for human APA to elucidate its pharmacokinetics
and pharmacological activity. A gene encoding the extracellular domain of human APA was transfected
in mammalian cells, and the recombinant protein was purified from the culture medium by affinity
chromatography. Purified rhAPA hydrolyzed Ang Il to produce Ang 111, demonstrating the production of
an enzymatically active recombinant APA protein. The rhAPA was then fused to the Fc protein via
different linker sequences, and the obtained fusion proteins exhibited improved enzymatic activity
and pharmacokinetic properties of APA in mice.
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