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This paper introduced the concept of
using fixed protein A-bearing staphylo-
cocci as an adsorbent for antibodies
complexed with radiolabeled antigens
from cell lysates. Antigen isolation pro-
cedures using this immunoprecipita-
tion system were shown to be consider-
ably faster and more quantitative, spe-
cific, versatile, and economical than
conventional methods. [The SCI® in-
dicates that this paper has been cited in
over 1,390 publications since 1975.)
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“In the early-1970s, relatively few
workers had sufficient faith in the po-
tential of immunoaffinity techniques
for isolation of antigenic cell proteins
to devote much time to the technology.
I was convinced that it was just a mat-
ter of time until most details of mem-
brane protein structure would be made
accessible by this approach, and I had
chosen a PhD project on the character-
ization of lymphocyte immunoglobu-
lins that obliged me to justify my con-
victions. Most of my colleagues were
more comfortable with their ‘brute
force’ isolation methods, and felt duty-
bound to remind me of all the prob-
lems inherent in the double antibody
immunoprecipitation system which re-
flected the current state of the art (see
this and subsequent papers1.2 for the

grim details). Although my own system
seemed to work as well as anyone’s
who published in my field, the results
were typically and frustratingly vari-
able.

“‘Salvation’ came one day (my birth-
day) in the wake of a particularly gruel-
ing and largely inconclusive experi-
ment. Making the bestof a gloomy situ-
ation, I absentmindedly began to read
an article on a subject that over the
years I had studiously avoided, due to
its apparent irrelevance to my interests.
The topic was the affinity of staphylo-
coccal protein A for lgG.3 The realiza-
tion that protein A-bearing staphylo-
cocci might substitute for my second
antibody came immediately and
seemed so logical that it simply had to
work. Within a few weeks I had located
a source for the appropriate strain
(Cowan I) of S. aureus (at the time it
wasn’t listed in the ATCC catalog), ob-
tained a seed culture, and prepared a
test batch. My first experiment, de-
signed purely empirically, gave the
cleanest polyacrylamide gel patterns
of lymphocyte immunoglobulins I had
ever seen.

“As one of the first demonstrations
of staphylococcal protein A being put
to some practical use, this paper
helped to hasten an awareness of the
molecule’s myriad other applications.
Simplifying the immunoprecipitation
approach to antigen isolation created
opportunities for more workers to enter
the field. Ultimately, it may have to ac-
cept some blame as well for having
helped to spawn a generation of immu-
nochemical ‘experts’ who have never
mastered antigen-antibody equiva-
lence point titrations.”
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