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This paper reported the discovery and isolation of the
peptide we later called “vasoactive intestinal peptide’”
or “VIP."” A 28-residue peptide chemically related to
secretin and glucagon, it could increase organ blood
flow, lower blood pressure, and augment cardiac out-
put. [The SC/® indicates that this paper has been cited
in over 695 publications.]
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In the late 1960s my associates and I found
that extracts of mammalian lungs were strong-
ly vasoactive, causing systemic vasodilation
and hypotension upon injection into other ani-
mals. We determined that this vasoactivity
could not be explained solely by the histamine
and prostaglandin content of lung tissue, and
we concluded that we were dealing with one
or more vasoactive peptides. A physician and
physiologist by training, 1 decided to seek ex-
pert help with the isolation of these peptides.

On the advice of Sune Bergstrom, then rec-
tor of the Karolinska Institute, Stockholm, |
went to Viktor Mutt’s laboratory and was ac-
cepted for a sabbatical year. Together, we ex-
tracted and partially purified a vasodilator pep-
tide from porcine lung. On the premise that
the same tide might occur in other or-
gans—including, we hoped, the intestine—we
then turned our search to intestinal extracts,
which were more readily available to us. Usi
the same bioassay that had guided our wo
on the lung (measuring the increase in periph-
eral bl flow and the fall in arterial blood
pressure of ), performed at the Thoracic
Clinic Research Laboratory, we soon discov-
ered that peptide fractions from porcine duo-
denum indeed contained a vasodilator com-
ponent. (The presence of a vasodepressor prin-
ciple in intestinal extracts had actually been
noted by W.M. Bayliss and E.H. Starling almost

70 years earlier, during their experiments
leading to the discovery of secretin.) We iso-
lated a highly vasoactive peptide and named
it vasoactive intestinal polypeptide (VIP).

This name was not included in the Science
report, which accounts for its absence from
a computer printout on this peptide! Two sub-
sequent papers, describing the purification
procedure and the amino-acid sequence, were
published in the European journal of
Biochemistry on condition that we used the
more proper-sounding term, “‘octacosapep-
tide’?t2 o

A few years after its isolation from the gut,
VIP was rediscovered in the brain and in pe-
ry)heral nerves.34 Its new and correct
identity as a neuropeptide quickly replaced its
earlier label as a candidate hormone of the gas-
trointestinal tract. Since then, interest in VIP
has continued to grow, owing to its wide-
spread occurrence in the human body as well
as in the animal kingdom, its potent and varied
biologic activities, and its potential importance
as a neurotransmitter or neuromodulator in
many organ systems.5.6

Today VIP is widely viewed as a physiologi-
cal regulator of major functions, includ-
ing brain metabolism and blood flow, gastro-
intestinal motility and secretion, cardiovascu-
lar and respiratory function, neuroendocrine
secretion, immune responses, and sexual ac-
tivity and reproduction, H retion of VIP
by certain tumors results in a distinct clinical
entity, and VIP has been linked to several other
diseases, including bronchial asthma, cystic fi-
brosis, and the acquired immunodeficiency
syndrome (AIDS).

The imract of the discovery of VIP is not yet
fully realized, but it has already had an im-
mense influence on my own career. The work
leading up to this paper, and the continuing
research since then, has introduced me to sev-
eral exciting disciplines previously alien to me:
peptide biochemistry and pharmacology, en-
docrinology, gastroenterol , neuroscience,
and, most recently, molecular biology. With
that came valued new acquaintances and
friendships with colleagues around the world.
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