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Daniel Porte Jr passed away peacefully at the age of 91,
remaining until the very end interested in science and par-
ticularly the work of his former trainees. He was a gifted
scientist, outstanding mentor and consummate human being.

Born in New York, the son of a cardiologist, his future in
medicine may have been pre-ordained, but the trajectory it
would take was beyond the imagination of most. Dan com-
pleted his undergraduate education at Brown University in
Providence, Rhode Island; this was followed by medical
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school at the University of Chicago, where he graduated
with his MD in 1957. He then moved to the west coast of the
USA to undertake his internal medicine training at the Uni-
versity of California, San Francisco, and while there spent
a block of time performing research in the institution’s Car-
diovascular Research Institute.

In 1963 he was recruited by Robert H. Williams to join
the Division of Endocrinology at the medical school at
the University of Washington in Seattle. Here he rapidly
established himself as an outstanding physician-scientist
and was promoted from an Assistant Professor, his ini-
tial faculty appointment, to Professor of Medicine in just
8 years. During his 34 years on the faculty, he also made
major contributions to leadership at the University of Wash-
ington and its affiliated hospitals, including as Chief of the
Division of Endocrinology and Metabolism and as Direc-
tor of Research and Development at the Veterans Affairs
Medical Center in Seattle. In 1977 he became Director of
the National Institute of Diabetes, Digestive and Kidney Dis-
eases (NIDDK)-funded Diabetes Endocrinology Research
Center at the University of Washington and for 19 years
guided its growth to become one of the preeminent diabetes
research institutions in the country. In 1999, he retired from
the University of Washington and relocated with his wife
Eunice to San Diego, California, where he was appointed as
Professor of Medicine at the University of California, San
Diego, and continued to provide patient care at the VA San
Diego Health Care System.

His research in Seattle evolved over many years, but a
consistent theme was the brain—islet axis. In the early days
he studied the role of the sympathetic nervous system in the
control of islet function, and particularly insulin secretion.
He showed in humans that the well-recognised increase in
plasma glucose with adrenaline (epinephrine) was the result
of decreased, rather than increased, insulin release as a result
of activation of the alpha-adrenergic receptor [1, 2]. Then,
he demonstrated that the neurotransmitter noradrenaline
(norepinephrine) also inhibited insulin secretion in humans
[3]. Based on oral glucose tolerance testing, he and his col-
leagues were subsequently the first to show that obesity is
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associated with enhanced insulin responses and that, in peo-
ple with type 2 diabetes, such responses are diminished [4].
The concept that an early impairment in beta cell function
is crucial to the pathogenesis of this disease proved to be
correct but, like so many of his early findings, took a long
time to be accepted, because many at the time viewed insu-
lin resistance as the primary defect. The recognition of the
critical role of the beta cell ultimately arose in part from
work he participated in that established the importance of
considering the prevailing insulin sensitivity when interpret-
ing insulin responses [5]. Dan and his co-workers’ studies
of the beta cell also highlighted that the secretory capacity
of the cell is reduced [6] and, using a ‘home-grown’ insulin
antibody, that proinsulin processing is impaired [7] in people
with type 2 diabetes.

While working on the beta cell, he also commenced stud-
ies on the role of insulin in body weight regulation. Given
the finding of hyperinsulinaemia in obesity, he and Steve
Woods developed the hypothesis that circulating insulin
functions as an ‘adiposity signal’ that relays information to
the brain regarding the status of body fat stores; the brain
then uses this information to adjust food intake so as to pro-
mote homeostasis. Early support for this hypothesis was
provided by Dan and his colleagues, who demonstrated in
a primate model a dramatic reduction in food intake and
body weight during an intracerebroventricular infusion of
insulin [8]. Just as beta cell dysfunction in type 2 diabetes
was originally seen as a heresy, the concept of insulin as
an important neural signal was originally met with scepti-
cism. Not to be deterred, he and his colleagues proceeded
to make a series of seminal findings, including that insulin
is transported across the blood-brain barrier via an active,
receptor-mediated process [9], and that insulin inhibits a key
subset of neurons in the hypothalamic arcuate nucleus that
express both neuropeptide Y and agouti-related peptide [10].
Given the key role played by these neurons in the control
of food intake, these findings helped set the stage for the
ground-breaking identification of leptin as an adipose tis-
sue hormone that acts on many of the same brain circuits to
promote energy homeostasis.

For his scientific achievements he received numerous
awards, including the two highest awards of the American
Diabetes Association (ADA). In 1971 he was the recipient of
the Eli Lilly Award for Outstanding Scientific Achievement,
which in those days required the recipient to be under the age
of 40. This was followed 19 years later by the Banting Medal
for Scientific Achievement, a fitting tribute for all his scien-
tific contributions. It is noteworthy that, in his 1990 Banting
lecture, he gave tremendous credit to those he had trained
and with whom he had collaborated, clearly recognising
and honouring the importance of science as a team effort.
The high regard in which his scientific contributions were
held was also exemplified by his receiving in 1996 the US
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Department of Veterans Affairs Middleton Award for out-
standing research accomplishments, an annual recognition
conferred on a single investigator selected from across all
medical disciplines throughout the Veterans Affairs system.

Dan always indicated that his scientific success was some-
thing constructed in large part from the interactions he had
with others, be they junior or senior faculty, inside or outside
his home institution, well recognised or less well known.
But his true love was the opportunity to mentor so many
young minds and witness them flourish in numerous ways,
whether as scientists or clinicians. He also had a remarkable
ability to recognise and pursue opportunities to assist oth-
ers as they endeavoured to bring their ideas to the fore. This
quality enabled many individuals to make contributions to
the field of glucose metabolism who otherwise may never
have had the opportunity to do so. Some of these aptitudes
were taught and fostered by those who mentored him, and
Dan spoke of how his approach had been moulded in part
by the sabbatical he spent working with Albert Renold at
the University of Geneva in Switzerland. It was therefore
fitting that in 1995 he received the Albert Renold Award for
outstanding mentorship from the ADA in recognition of his
remarkable training legacy.

Outside his scientific contributions, Dan was an active
citizen of our community. He served on a number of
National Institutes of Health (NIH) committees, includ-
ing the NIDDK Advisory Council, NIDDK’s congression-
ally mandated Diabetes Research Working Group, and the
Advisory Committee of the National Heart, Lung and Blood
Institute (NHLBI) Program on the Etiology of Excess Car-
diovascular Disease in Diabetes, and was a special advisor
to the Director of NIH for Annual Scientific Review. At a
difficult time for the ADA, he was called on to be part of its
leadership and ultimately as President from 1986 to 1987. In
those days the connection between the European Association
for the Study of Diabetes (EASD) and the ADA was not as
it is today, in part because communication and travel were
so much more difficult. In fact, it was only during his tenure
as President of the ADA that the fax machine become a fea-
ture in offices. Given his cooperative nature, which included
in 1987 chairing the Joint Liaison Committee of the ADA
and Endocrine Society, one is left to imagine what links
he would have forged between the ADA and the EASD if
his presidency had occurred sometime later. It was for his
major scientific contributions along with his leadership that,
in 2019, the membership of the EASD bestowed on him one
of their highest honours: lifetime Honorary Membership.

Daniel Porte Jr left this world in the manner he wanted,
at peace and surrounded by family. His legacy lives strong,
not only through his science, but also through the scientists
who he trained and the generations of their trainees. He will
be sorely missed, but his spirit will live on through all of
us forever.



Diabetologia (2023) 66:1759-1761

1761

References

Porte D Jr, Graber AL, Kuzuya T, Williams RH (1966) The effect
of epinephrine on immunoreactive insulin levels in man. J Clin
Invest 45(2):228-236. https://doi.org/10.1172/ICI1105335

Porte D Jr (1967) A receptor mechanism for the inhibition of
insulin release by epinephrine in man. J Clin Invest 46(1):86-94.
https://doi.org/10.1172/jci105514

Porte D Jr, Williams RH (1966) Inhibition of insulin release by
norepinephrine in man. Science 152(3726):1248-1250. https://
doi.org/10.1126/science.152.3726.1248

Bagdade JD, Bierman EL, Porte D Jr (1967) The significance
of basal insulin levels in the evaluation of the insulin response
to glucose in diabetic and nondiabetic subjects. J Clin Invest
46(10):1549-1557. https://doi.org/10.1172/JC1105646

Kahn SE, Prigeon RL, McCulloch DK et al (1993) Quantification
of the relationship between insulin sensitivity and p-cell function
in human subjects. Evidence for a hyperbolic function. Diabetes
42:1663-1672. https://doi.org/10.2337/diab.42.11.1663

Ward WK, Bolgiano DC, McKnight B, Halter JB, Porte D Jr
(1984) Diminished B cell secretory capacity in patients with

10.

noninsulin-dependent diabetes mellitus. J Clin Invest 74:1318-
1328. https://doi.org/10.1172/JC1111542

Ward WK, LaCava EC, Paquette TL, Beard JC, Wallum BJ, Porte
D Jr (1987) Disproportionate elevation of immunoreactive pro-
insulin in type 2 (non-insulin-dependent) diabetes mellitus and
in experimental insulin resistance. Diabetologia 30(9):698-702.
https://doi.org/10.1007/BF00296991

Woods SC, Lotter EC, McKay LD, Porte D Jr (1979) Chronic
intracerebroventricular infusion of insulin reduces food intake and
body weight of baboons. Nature 282(5738):503-505. https://doi.
org/10.1038/282503a0

Schwartz MW, Sipols A, Kahn SE et al (1990) Kinetics and specificity
of insulin uptake from plasma into cerebrospinal fluid. Am J Physiol
259:E378-E383. https://doi.org/10.1152/ajpendo.1990.259.3.E378
Schwartz MW, Figlewicz DP, Baskin DG, Woods SC, Porte D
Jr (1992) Insulin in the brain: a hormonal regulator of energy
balance. Endocr Rev 13(3):387—-414. https://doi.org/10.1210/
edrv-13-3-387

Publisher's note Springer Nature remains neutral with regard to
jurisdictional claims in published maps and institutional affiliations.

@ Springer


https://doi.org/10.1172/JCI105335
https://doi.org/10.1172/jci105514
https://doi.org/10.1126/science.152.3726.1248
https://doi.org/10.1126/science.152.3726.1248
https://doi.org/10.1172/JCI105646
https://doi.org/10.2337/diab.42.11.1663
https://doi.org/10.1172/JCI111542
https://doi.org/10.1007/BF00296991
https://doi.org/10.1038/282503a0
https://doi.org/10.1038/282503a0
https://doi.org/10.1152/ajpendo.1990.259.3.E378
https://doi.org/10.1210/edrv-13-3-387
https://doi.org/10.1210/edrv-13-3-387

	Daniel Porte Jr, 13 August 1931–13 May 2023
	References


