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Commentary

Anthony W. Butch*

Immunoassay interference by human antianimal anti-
bodies is well documented and continues to plague
current immunometric assays. Antibody interference
is not limited to 2-site noncompetitive immunoassays;
it can also occur in competitive immunoassays. The
interfering antibodies can produce either high or low
assay results, depending on assay format and the spe-
cies and/or specificity of the antibody or antibodies
used. The incidence of antianimal antibodies varies
widely among studies and ranges from 0.3% to 4% in
an unselected population. The incidence in patients re-
ceiving animal immunoglobulins for medicinal pur-
poses ranges from 41% to 80%.

The term “antianimal antibodies” is used when
there is a history of treatment with animal immuno-
globulins, and they tend to be monospecific, high-
affinity antibodies. In contrast, heterophile antibodies
are associated with no known exposure to animal im-
munoglobulins and typically display weak reactivity
against multiple animal proteins. Although the inci-
dence of antianimal and heterophile antibodies in clin-
ical samples exceeds 40%, the majority are low-affinity
antibodies that do not interfere in immunoassays.

Manufacturers also add blocking agents to their immu-
noassays to help prevent antibody interference.

Once a discordant immunoassay result is sus-
pected, a review of the patient’s appropriate clinical
history and a discussion with the patient’s clinician
should occur as part of the investigation. A nonlinear
response after sample dilution can be used to demon-
strate antibody interference; however, some interfering
antibodies are linear upon dilution, so this test does not
always rule out antibody interference. As illustrated in
this clinical case, heterophile antibody blocking tubes
can be used to eliminate the interference, although this
approach does not always eliminate the interference.
For documented cases of exposure to animal immuno-
globulins, a different assay method or an immunoassay
that uses different animal antibodies should produce
reliable results. It is essential for laboratorians to un-
derstand the limitations of immunoassays and to work
closely with clinicians when results do not agree with
clinical findings.
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