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Graft versushost (GVH) reactions are transplant re-
actions in the reverse: the graftedcells CT lymphocytes)
react against their new host with often dramatic and
even fatal results. In clinical practice, this is a dreaded
complication to bone marrow transplantation. In ex-
perimental immunology, it has been a useful model
for studies of large fields of cellular immunology, e.g.,
lymphocyte reactivity, histocompatibility reactions,

and intmunopathology. [The SC!, indicates that this
paper has been cited in over 800 publications.]
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This paper was no breakthrough in scientific
discovery but evidently was in scientific pop-
ularity, It reviewed the field of graft versus host
(GVH) reactions, which I had done much to
open up in previous years. It attempted, and
almost succeeded, in giving an exhaustive re-
view of the literature from my first descrip-
tion of GVH reactions in 19571 up to the
beginning of 1962. The literature at the time
was growing fast and either focused on GVH
reactions as such or on their use as tools for
studies of lymphocyte reactivity. Hence, the
need for a review was probably real enough.
I was approached by the editor of Progress in
Allergyand undertook to write the review, a
task that took me more than three months of
uninterrupted work.

Why did the article become so popular, asks
Current Contents~1Perhaps I wrote it well;
at least I tried to. In fact, I also tried to illumi-
nate the big and basic issues of contemporary

immunology, such as clonal selectiontheory,
immunological tolerance, and immunocompe-
tent cells, from the new angle provided by
GVH technology. Two quantitative assay
systems based on GVH reaction were
particularly useful in this context: the spleen
weight assay introduced by me and the cho-
rioallantoic membrane (CAM) assay intro-
duced by Mcfarlane Burnet. There have been
several later reviews of GVH reactions
published.2’3

The development leadin? to the discovery
of GVH reactions was quite interesting but also
more tortuous than can be dealt with in this
limited space. Moreover, I have recently pre-
sented my personal views and reminiscences
on the subject in a paper entitled “Graft-
versus-host-reactions: the history that never
was, and the way things happened to hap-
pen.”4 With hindsight, I think that the most
significant impact that the discovery of GVH
reactions had on immunology was indirect: by
assisting the discovery that small lymphocytes
were the carriers of immunological specific-
ity~and by helping to establish that lympho-
cytes were of two major kinds6 (later desig-
nated I and B cells).

My main personal research efforts around
the time I wrote that paper were centered on
studies of antigenic strength in histocompati-
bility. I made the paradoxical finding that the
donor spleens used for the production of CVII
reactions in mice were not made more potent
per unit cell number by specificimmunization
of the donor mouse in the very strong strain
combinations. In fact, there was a reverse
ranking order for antigenic strength and the
potency ratio between normal and immune
cells, for which I introduced the term “factor
of immunization.” I found these facts hard to
reconcile with the clonal selection hypothesis,
and so, actually, did Burnet’s group,7 who ran
into similar difficulties in their own work with
the CAM methods in chickens. The low factor
of immunization to a strong major histocom-
patibility complex stimulus in vivo is still a real,
albeit half-forgotten, puzzle.
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