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[MedicalDepartmentA, Rigshospitalet,UniversityHospital, Copenhagen,Denmark]

An agarose technique able to demonstrate tuber-
culin-induced migration inhibition of human pe-
ripheral leucocytes is described. The inhibition
was well correlated to the sensitivity of the cell
donor as expressed by the delayed intracutaneous
reaction to tuberculin. [The SCIa indicates that
this paper has been cited in over 250 publications
since 1971, making it the most-cited paper pub-
lished in this ournal to date.]
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“My interest in cell-mediated immu-
nity was initiated in 1967 when I was an
intern in medicine at Rigshospitalet,
University Hospital of Copenhagen.
There, I was stimulated by close con-
tact with Gunnar Bendixen and Mogens
Søborg, who had adapted the capillary
tube technique for the study of cell-me-
diated immunity in man.1 Even though
the capillary tube technique was valu-
able in the study of cell-mediated im-
munity in laboratory animals as well as
in man, techniques more sensitive were
needed.

“In guinea pig experiments, Carpen-
ter et al.2 observed that splenic and
peritoneal exudate cells placed in wells
cut into agar medium migrated out be-
neath the gel. Therefore, I started to de-
velop an agarose migration inhibition
technique for in vitro demonstration of
cell-mediated immunity in man.

“My studies showed that the agarose
technique was suited to demonstrate

antigen-induced leucocyte migration
inhibition and was more sensitive than
the capillary tube technique. Further-’
more, results obtained by the agarose
technique were easier to reproduce.
But the test will be useless if all the
steps are not thoroughly standardized.
It is, for example, very important to use
a physiological pH and temperature
and to make sure that the cell cultures
are incubated in air saturated with
water during the culture period. Never-
theless, difficulties may arise because
of variations from batch to batch of
agarose or cu!ture medium.

“The agarose migration technique
has also been used to demonstrate mi-
gration inhibitory factor in cell-free su-
pernatants from stimulated leucocyte
cultures and to examine the rote of the
various leucocyte types in the migra-
tion reaction.

“A review3 and my previously pub-
lished papers were accepted as a doc-
toral thesis by the University of Copen-
hagen in 1975. Since 1976, I have been
chief physician of a medical depart-
ment in a small county hospital and
therefore unable to continue the immu-
nological studies. In my last study,4 I
demonstrated that the agarose tech-
nique was suitable also in investiga-
tions of phytohemagglutinin (PHA)-
stimulated leucocytes.

“I believe that my paper is frequently
cited because techniques to demon.
strate the leucocyte migration inhibi-
tion reaction as an in vitro parameter of
cell-mediated immunity had been ur-
gently needed. Even if I am no longer
working with the test myself, I am glad
to know that the agarose migration
technique is still used in the Laboratory
of Clinical Immunology at Rigshospi-
falet, where most of my studies were
carried out;”
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