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CAN WE IMPROVE CLINICAL SPECIFITY FOR HIT IMMUNOASSAYS?

J. J. AMIRAL*', A. M. VISSAC'
'RESEARCH, HYPHEN BioMed, Neuville sur Oise, France

Immunoassays used for confirming or diagnosing HIT detect many asymptomatic heparin dependent
antibodies (usually targeted to PF4, and sometimes to IL-8 or other chemokines complexed to
heparin). Asymtomatic antibodies are usually IgM or IgA isotypes, but some IgG isotypes are also
asymptomatic, and conversely some (few) IgA (IgM?) isotypes could be pathogenic. Measuring only
lgG isotypes improves clinical specificity. However, characterization of this iatrogenic complication
requires to combine the clinical score with functional and/or immunological tests for heparin dependent
antibodies. Our geal was to evaluate which analytical factors could be associated with heparin
dependent antibody pathogenicity. Affinity purification of antibodies from some patients with definitely
characterized HIT, and their testing in functional assays, suggested that those antibodies presenting
with the highest affinity are the most pathogenic, as they exhibit the highest capacity to positive SRA.
Recently, we introduced a dynamic assay, where the immune complex between PF4 and HIT
antibodies forms on immobilized heparin, thus mimicking the in vivo conditions. We then designed
immunoassay variants aiming to detect only HIT antibodies with the highest affinity. This was achieved
by using a more chaotropic assay diluent. This approach allowed to distinguish between patients and
selecting those having the antibodies with high avidity and affinity, and potentially the most harmful.ln
these conditions,some heparin dependent antibodies were almost negativate, whilst other remained
highly positive. These preliminary results suggest that pathogenic effect of antibodies could be
gratduated by classifying them through their affinity for the heparin dependent antigen. This could
allow developing diagnostic approaches more specific of the immediate clinical risk for patients.

Anyhow, as HIT is a very rapid evolving context, great caution is necessary before excluding this risk
in antibody positive patients.
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