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Herpesvirus-induced lymphoid tumors were
experimentally produced with a cellular and
cell-free inoculum in chickens at a high and
repeatable rate for the first time. The rapidi-
ty and consistency with which lymphomato-
sis in chickens was produced at a high rate
was unprecedented. We found evidence
that neural, visceral, and ocular forms were
the manifestations of the same agent. The
ability to reproduce a cancerous process
{lymphomatosis) within two to three weeks

“ at a high and consistent rate in an experi-
mental animal facilitated studies in. neo-
plasia. [Cited in over 185 publications, this is
the most-cited article published in this jour-
nal to date.]
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“Avian leukosis is a complex of hemato-
poetic neoplastic diseases of high incidence
in chickens, caused by at least three known
serologically distinct viruses. This complex
is caused by two types of RNA viruses and a
DNA virus. For many- years, scientists
thought that these neoplastic manifestations
in chickens were caused by a single virus,
whereas others claimed a multiple etiology.
While a young researcher at Cornell Univer-
sity, | was advised by my boss (P.P. Levine,
an eminent poultry pathologist and a won-
derful human being) to avoid working on
avian leukosis because of its immense com-
plexity. 1 accepted the challenge and im-
mediately went to work on the disease,
‘which resulted in this publication.

“During the 1960s, there was a remarkable
succession of research findings that had a
profound effect on depicting and defining
the causes of the complex.'2 The first major
breakthrough was a successful transmission
of lymphoid tumors with a cell-free agent
that resulted in the development of visceral,
neural, andjor ocular tumors. The filtrate
was labeled JM (acronym for James Martin,
infant son, deceased) and was later identi-
fied as a herpesvirus, a DNA virus. This rec-
ognition led to the identification and differ-
entiation of the multiple causes of the com-
plex.13 Furthermore, this identification led
to the attenuation and use of this herpesvi-
rus and related ones as a vaccine.® These
vaccines are currently used commercially
and have been moderately effective in
thwarting lymphoid tumor development,
but the use of a live virus has resulted in a
persistent vaccine viremia.3> Furthermore,
the use of the vaccine does not prevent the
super-infection of field strains in vaccinated
birds. Vaccination results in a viremia,
rather than an immunity, hence a cosmetic
and economically pragmatic vaccine.

“The importance of immune response in
herpesvirus infections cannot be overem-
phasized. The infection may be immunosup-
pressive and an immunologic response may
surveil tumor development or may contrib-
ute to the cellular mass of lymphoid tumors.

“Both humoral and cell-mediated immu-
nity are important in protecting birds
against both virus infection and tumor de-
velopment. Immunity to herpesvirus tumors
may be directed toward viral-associated or
tumor-associated antigens or both. Current-
ly under development in this laboratory is
the use of an attenuated non-producing lym-
phoid cell line that contains both.® Prelimi-
nary vaccination trials using these cells or
the supernate from same are protective at
both the virus level as well as the tumor-cell
level without producing a viremia or
tumors.”
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