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Tashjian A H, Yasumura Y, Levine L, Sato G H & Parker M L. Establishment of clonal
strains of rat pituitary tumor cells that secrete growth hormone. Endocrinology 82:342-52,
1968; and Tashjian A H, Barowsky N J & Jensen D K. Thyrotropin releasing hormone:
direct evidence for stimulation of prolactin production by pituitary cells in culture.
Biochem. Biophys. Res. Commun. 43:516-23, 1971.

[Depts. Pharmacol., Harvard Sch. Dental Med. and Harvard Med. Sch., Boston; Grad. Dept. Biochem.,
Brandeis Univ., Waltham, MA; and Dept. Med., Washington Univ., St. Louis, MO]

The first paper describes the methods for establishing
and characterizing growth hormone-producing clonal
cell strains from a functional, transplantable rat pitu-
itary tumor. Subsequently, two of these strains were
shown to synthesize and secrete prolactin. The sec-
ond paper describes the surprising discovery that the
first-characterized hypothalamic neuropeptide, thyro-
tropin-releasing hormone, acted not only on thyrotro-
pic cells but also on lactotrophs. [The SCI ® indicates
that these papers have been cited in more than 460
and 475 publications, respectively.]
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In the early 1960s, | decided to leave dlinical
medicine for a career in the laboratory as an
endocrine cell biologist. My postdoctoral men-
tor at Harvard, Paul Munson, encouraged me to
learn imm with L. Levine and cell biol-
ogy with G.H. Sato, both at Brandeis University.
Studies on the immunochemical specificity of
primate growth hormones (GH) with Levine,
and the lack of human GH for clinical usage, led
Y. Yasumura, -Sato, and me to try to establish
human GH-producing cells in continuous
culture.

Because of slow progress, we turned to func-
tional animal tumor cells as a model system
using the novel enrichment culture techniques
pioneered in the Sato lab.! These methods were
successful and focused initially on GH-produc-
ing rat pituitary tumors, and several novel clonal
cell strains were established as described in the
first paper. Several clones produced prolactin
(PRL) as well as GH.2

Because GH3 cells had a high constitutive rate
of PRL secretion, | reasoned that they could be
used as a bioassay to identify the then-known,
but unidentified, hypothalamic PRL-inhibiting

factor. To rise, the first experiments re-
veddﬂnmhnﬁtemm not inhibit
PRL secretion by GH; cells but markedly en-
hanced its production. This unexpected observa-
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tropin-releasing hormone (TRH)

ttr’a‘ecs o7 This

(the 1971 paper). This was a surprising result
because it was then generally considered that
each ic regulatory peptide was se-
lective and specific for stimulation or inhibition
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The frequent citation of these two re-
flects the subsequent wide use of mgepe;t’able
functional cell strains for the isolation of the GH

, for molecular studies on the regulation of
SH and PRL gene expression,3 for extensive
electrophysiological studies as a paradigm for
electrically excitable nonneuronal secretory
cells,* for biochemical studies on the receptors
and transduction nisms for vasoactive in-
testinal ide (a potent PRL-releasing factor),
somatostatin (the global secretion inhibitor),
bombesin, and TRH. Indeed, the TRH or
in these cells has proven to be prototypic of the
class of membrane receptors that transduces an
extracellular hormonal message via the intracel-
lular signals of inositol polyphosphates, cyto-
plasmic Ca2+, and protein kinase activation.56

Some investigators object to the use of neo-
plastic cells in culture as models for normal
physiological events, but the universal availabil-
ity of these cells to cell biologists, molecular
biologists, neuroscientists, and endocrinologists
worldwide, and an extensive list of normal p
iological processes and mechanisms either J:-
covered or elucidated in these cells, validate
their utility as a highly informative model
system.

For contributions to neuroendocrinology, pep-
tide hormone action, and regulation of calcium
metabolism, in 1977 | received the Harry B. Van
Dyke Memorial Award and Lectureship from Co-
lumbia University and the Edwin B. Astwood
Lectureship and Award from The Endocrine
Society.
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