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Inhibitory serum autoantibodies to angiotensin converting enzyme 2 in patients with

scleroderma or MCTD having pulmonary hypertension or digital necrosis

[Backgrounds] We have reported serum autoantibodies to angiotensin converting enzyme 2 (ACE2)
in patients with rheumatic diseases and pulmonary arterial hypertension (PAH) or digital necrosis. In
this study, we estimated in vitro ACE2-inhibition by serum IgG from patients with MCTD or
systemic sclerosis (SSc).

[Methods] Anti-ACE2 antibody-ELISA: Serum from patients with MCTD or SSc including 12
vasculopathy patients (5 PAH-, 2 SSc renal crisis-, 4 digital necrosis-cases), and 40 non-vasulopathy
patients were studied. Inhibition assay for in vitro ACE2 by purified IgG fraction from patients’
serum. ACE2 activity under co-incubation with 1 mcg IgG fraction from each patient was assayed
using substrate Mca-APK-Dnp. Triplicate assay compared with control data was evaluated
statistically by t-tests.

[Results] Significant inihibition of ACE2 activity by IgG was shown in 6 (3 PAH, 3 digital necrosis)
out of the 11 vasculopathy pts, and four of the patients showed 5-25% of the control ACE2 activity.
Anti-ACE2-ELISA titer was positive in 7 out of 12 vasculopathy patients having PAH or digital
necrosis. One SSc patient having the history of renal crisis seven years ago showed negative serum
anti-ACE2-antibodies. None of the IgG fractions from non-vasculopathy patients showed ACE2
inhibition.

[Conclusion] Patients with constrictive vasuculopathy and SSc or MCTD have inhibitory serum

autoantibodies to ACE2.
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