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IN A PREVIOUS paper carcinoembryonic anti-
gen (CEA) binding antibodies have been de-
monstrated in human sera [1]. These findings
proved to be consistent with those of several
other studies [2—4]. Non-specific cross-reacting
antigen (NCA) binding antibodies have also
been shown in human sera [5]. It is important
to know whether the anti-CEA and the anti-
NCA antibodies are specific or not. No re-
lationship could be found between the pre-
sence of anti-CEA and anti-blood group anti-
bodies in our material [1]. Additionally, the
NCA-binding (NCA from normal spleen, ge-
nerously provided by Dr. P. Burtin, Villejuif,
France) of the anti-CEA antibodies shall be
communicated.

Forty-six human sera were investigated for
CEA binding proteins by affinity chromato-
graphy with CEA-agarose [1]. The protein
yield ranged from 10 to 50 pg/ml serum as
determined by O.D. 280 absorption measure-
ment. The samples were stored at —20°C in a
concentration of 0.1 to 1.1 mg/ml protein.
The CEA and NCA binding assay were per-
formed with 10 ul aliquots of the protein
preparations in 0.05 M phosphate buffer pH
7.4 containing 1 mg/ml human serum al-
bumin. The bound antigen was separated
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from free antigen by absorption with staphylo-
coccus aureas haem. Cowan 1 as previously de-
scribed [6]. The maximal binding of a rabbit
anti-CEA anti-serum to '?°I-CEA could not
be increased by addition of human binding
proteins. So it is excluded that a labelled
contaminant of the '?*°I-CEA preparation
binds to the human antibodies. .

The '?°I-CEA and '?°I-NCA binding of
the human protein preparations were well
correlated (P<0.01, Spearman’s rank corre-
lation). It was expected that some of the CEA
binding antibodies would also bind to NCA
since NCA has at least one antigenic de-
terminant in common with CEA [7]. The
high correlation between '?°I-CEA and !2°1-
NCA however lead to the conclusion that
most of the immunoglobulins bind to one or
more antigenic determinant(s) in common for
CEA and NCA. Binding proteins from in-

- dividual persons with elevated '?*°I-CEA and
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125].NCA binding affinities were tested in
inhibition assays. Excess unlabelled CEA to-
tally inhibited the binding of both !?°I-CEA
(5 cases) and *?°I-NCA (5 cases). While
excess unlabelled NCA inhibited '?°I-NCA
binding (5 cases), excess unlabelled NCA
could not totally inhibit the '?°I-CEA bind-
ing (in 7 out of 15 cases). It seems evident
that further !2°I-CEA binding sites are
available. Nevertheless it is possible, that an
NCA excess higher than 1000-fold will inhibit
the '2°I-CEA binding completely. The figure
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shows typical inhibition curves for all four
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types. antigen as it is the NCA, may be of clinical
The significance of CEA binding immuno- importance if they are used for diagnostic or
globulins in humans is not clear. Their cross- therapeutic procedures [4].
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Fig. 1. Inhibition of binding of 0.5ng of '**1-CEA to 10yl aliquots of serum
proteins by increasing amounts of unlabelled CEA and NCA as well as inhibition of
binding of 0.5 ng of **>1-NCA by increasing amounts of unlabelled NCA and CEA.

REFERENCES

R. PomPEcki, Analysis of human sera for carcinoembryonic antigen (CEA)
binding proteins by affinity chromatography with CEA-agarose. Europ. 7.
Cancer 15, 475 (1979).

J. M. McSween, The antigenicity of carcinoembryonic antigen in man. Int. 7.
Cancer 15, 246 (1975).

K. KapsopouLou-Dominos and F. A. ANDERER, Circulating carcinoembryonic
antigen immune complexes in sera of patients with carcinomata of the
gastrointestinal tract. Clin. exp. Immunol. 35, 190 (1979).

D. Pressman, T. M. Cuu and A. L. GrossBerg, Carcinoembryonic antigen-
binding immunoglobulin isolated from normal serum by affinity chromato-
graphy. J. nat. Cancer Inst. 61, 1367 (1979).

S. von Kreist, M. Kinc and K. Havemann, Demonstration of antibodies in
patients’ sera, directed against nonspecific crossreacting antigen. J. nat. Cancer
Inst. 61, 1385 (1978).

R. Pompecki, Demonstration of carcinoembryonic antigen (CEA) binding
immunoglobulins in human sera: In Carcino-Embryonic Proteins. Chemustry, Biology,
Clinical Application. (Edited by F.-G. Lehmann) Vol. 11, p. 653. Elsevier North-
Holland, Amsterdam (1979).

P. BurTiN, The carcinoembryonic antigen of the digestive system (CEA) and
the antigens crossreacting with it. Ann. Immunol. (Inst. Pastewr) 129 C, 185

(1978)

reactions, particularly with normal cellular



