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Inhibitory activity of serum autoantibodies to ACE2 in patients with constrictive rheumatic
vasculopathies, using angiotensin(1-7) assay
Backgrounds: We have reported inhibitory serum autoantibodies (Ab) to angiotensin2 (ACE2) in
patients with rheumatic diseases and pulmonary arterial hypertension (PAH) or digital necrosis, and
non-inhibitory antibodies to ACE2 in active SLE patients. This study presents a highly sensitive
method for detecting anti-ACE2 inhibitory Ab, which measures physiological substrate Angll and the
product Ang(1-7) by High performance liquid chromatography (HPLC). Methods: Serum IgG fraction
was obtained from 29 SLE patients (4 PAH, 2 digital necrosis, 19 active SLE without vasculopathy, 4
and control SLE) and one patient with Sjogren syndrome amd PAH. After co-incubation of ACE2 and
Angll with patient’s 1gG, Ang(1-7)/Angll-ratios were estimated. Results: ACE2 inhibition by serum
IgG was shown in 4/5 of PAH, 2/2 of digital necrosis, and 3/19 of active SLE without vasculopthy
(6/7 vs 3/19; p = 0.0022), and none of 4 controls. The in vitro ACE2 inhibition by the IgG from a
Sjogren-PAH patient was diminished after steroid therapy, which treated the PAH successfully.
Conclusion: Ang(1-7)/Angll assay by HPLC may be a sensitive method for detecting inhibitory
autoantibodies to ACE2 in rheumatic vasculopathy.
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