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Background/Purpose: Recently, there have been several reports identifying agonistic autoantibodies to the angiotensisn-II (AngII) type-I receptor (AA-AT1R) as a factor in the development of preeclampsia. Such IgGs were suggested to bind to the second extracellular loop of the AT1R and be inhibited by the AT1R antagonist, losartan. In this study, we compared the level of AA-AT1R in preeclampsia, normal female and male cohorts using a Chinese hamster ovary cell line (CHO-K1) expressing the human AT1R and the mitochondria-targeted bioluminescent reporter, aequorin.
Method/Results: IgGs isolates from normal male (n=30), female (n=30) and preeclamptic serum samples (n=58), were tested for their ability to activate the AT1R expressing cells. IgG from the normals activated the receptor up to 75-fold over the zero AngII control, however, this level of activation was <10% of the maximal response with AngII. IgG from the preeclampsia cohort gave a statistically significant lower level of activation, no different than that of the zero AngII control. AA-AT1R reactivity could not be confirmed by immunoassay using isolated human AT1R as the antigen or the AT1R second extracellular loop peptide fragment which had been indicated as the binding epitope.
Conclusions: Based on our findings, we urge caution in the interpretation of results from all cell-based assays when assessing human-derived isolates. Low level differences from basal response and the high likelihood of interference from trace levels of serum components pose a formidable challenge to validating these types of bioassays for the detection of agonistic autoantibodies.

