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The American Society of Clinical
Investigation (ASCI) presents the Stan-
ley J. Korsmeyer Award to one or two
scientists who have made substantial
contributions to our understanding of
disease and to mentoring the next gen-
eration of physician-scientists each year.
Originally named the ASCI Award, it
was renamed in 2006 to honor the first
recipient of the prize, Dr. Stanley J. Kors-
meyer (Figure 1), a physician-scientist
respected widely for both his impactful
science and his own remarkable legacy
of mentorship. To recognize the 25th
Anniversary of the Korsmeyer Award,
the Journal of Clinical Investigation is
featuring a series of Review and View-
point articles from past Korsmeyer
Award winners (Table 1), which will be
published over the course of 2023.

Stan Korsmeyer's personal
story

Growing up on a farm in central Illinois,
Korsmeyer originally wanted to become
aveterinarian. He was the youngest con-
testant in the history of the Illinois State
Fair to show a grand champion pair of
Hampshire hogs, at age 14 (1). While an
undergraduate at the University of Illi-
nois Urbana-Champaign, an early men-
tor and local veterinarian named Rob-
ert Goodin suggested that he pursue a
career in medicine instead of veterinary
science. Korsmeyer took this wise advice
and enrolled at the University of Illinois
College of Medicine in Chicago, grad-
uating with his MD in 1976, after pub-
lishing a first-author manuscript in the
New England Journal of Medicine on auto-
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Figure 1. Stanley ). Korsmeyer.

antibodies in Crohn’s disease as a medi-
cal student (2).

Following training in internal med-
icine at the University of California at
San Francisco, Korsmeyer moved to the
National Cancer Institute in Bethes-
da as a fellow in molecular oncology in
the laboratories of Thomas Waldmann
and Philip Leder. This training led to
an interest in highly recurrent chromo-
somal translocations in patients with
hematologic malignancies. In the 1980s,
Korsmeyer and others defined a trans-
location between chromosomes 14 and
18 that placed the regulatory elements
for the heavy-chain immunoglobulin
locus upstream of an uncharacterized
gene called BCL2, which itself was not
altered and whose function was unknown
(3-5). This translocation was found in
most follicular lymphomas. Korsmey-
er moved his laboratory to Washington
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University School of Medicine in 1986,
after which his group and others showed
that BCL2 caused cancer not by driving
cell proliferation, but rather by prevent-
ing programmed cell death, or apoptosis
(6-8). This observation was paradigm
shifting, because cancer had previously
been thought to be a disease of increased
cell proliferation — not dysregulated
cell death. He continued to work at the
forefront of apoptosis research and dis-
covered many other BCL2 family mem-
bers, including the prodeath gene BAX (in
contrast with the anti-cell death BCL2),
BID, and BAD. These advances ultimate-
ly also led to the development of a BCL2
inhibitor, Venetoclax, that is now used to
treat many hematologic malignancies (9).

Although he was a nonsmoker, Kors-
meyer developed lung cancer and ulti-
mately died from it in 2005, at the age
of 54. Korsmeyer’s brilliance was recog-
nized during his lifetime. He was elected
to the National Academy of Sciences at
age 45 as well as to the Institute of Medi-
cine, the American Academy of Arts and
Sciences, and the American Philosophi-
cal Society. He received the Bristol-My-
ers Squibb Award, the Stratton Medal
from the American Society of Hematol-
ogy, and the International Award for
Cancer Research from the Pezcoller
Foundation and the American Associa-
tion for Cancer Research, among many
others. Korsmeyer was recruited to the
Dana-Farber Cancer Institute in 1998,
where he continued his scientific work,
his mentoring, and institutional leader-
ship until his untimely death.

Korsmeyer’'s enduring legacy

Korsmeyer is remembered equally for his
personal attributes, especially his gener-
osity of spirit, and his passion for men-
torship. Tim Ley, Korsmeyer’s friend and
colleague at Washington University has
written, “When a graduate student told
Stan that he was struggling, Stan smiled
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Table 1. Past winners of the ASCl/Stanley ). Korsmeyer Award

Year Award recipient
1998 Stanley ). Korsmeyer, MD
1999 Richard D. Klausner, MD
2000 Christine Edry Seidman, MD
2001 Laurie H. Glimcher, MD
2002 Ronald A. DePinho, MD
2003 Craig B. Thompson, MD
2004 David Ginsburg, MD
2005 Francis S. Collins, MD, PhD
Shaun Robert Coughlin,
Ale MD, PhD :
2007 D. Gary Gilliland, MD, PhD
2008 Gerald |. Shulman, MD, PhD
2009 Mitchell A. Lazar, MD, PhD
2010 Andrew R. Marks, MD

Brian ). Druker, MD,

201 and Charles L. Sawyers, MD

2012 William G. Kaelin )r., MD,
and Gregg L. Semenza, MD, PhD

2013 Bruce Beutler, MD

2014 Beth Levine, MD

2015 Louis J. Ptacek, MD

Jean-Laurent Casanova,

2076 MD, PhD

2017 James E. Crowe Jr,, MD

2018 Joseph Heitman, MD, PhD

2019 Michael S. Diamond, MD, PhD

2020 Judith A. James, MD, PhD

2021 Benjamin L. Ebert, MD, PhD

2022 Peter Tontonoz, MD, PhD

Recognized scientific contribution
Genetic mechanisms that govern cell death and survival
Mechanisms that regulate metal metabolism and intracellular trafficking
Molecular genetic approaches to define the etiology of inherited human disorders
Transcriptional regulation of lymphocyte subset differentiation
Fundamental discoveries in cancer research, aging, and chronic degenerative disease
The role of costimulatory receptors in regulating immune responses
The molecular basis of physiologic and pathologic thrombosis and hemostasis
Pioneering efforts in the development of the entire field of human genome research

Signal transduction via thrombin receptors

The genetic basis of human hematological malignancies
Mechanisms underlying the pathogenesis of type 2 diabetes.
Transcriptional regulation of metabolism

Rapamycin inhibition of coronary artery stent restenosis and the role of leaky ryanodine receptor/calcium
release channels

Novel therapeutics in the treatment of leukemia and other forms of cancer

Cellular oxygen sensing and cellular adaptation to hypoxia

Contributions to the field of innate immunity
Fundamental contributions to our understanding of autophagy
lon channel defects, known commonly as channelopathies

Single-gene inborn errors of immunity underlying life-threatening infectious diseases in otherwise
healthy individuals

Development of innovative technologies for studying antiviral antibodies and advancing the fields of virology
and immunology

How eukaryotic microbial pathogens evolve, cause disease, and develop drug resistance and discovery of TOR
and FKBP12 as targets of rapamycin.

Molecular basis of disease caused by globally emerging RNA viruses
Mechanisms of systemic autoimmune diseases
Genetics, biology, and treatment of myeloid malignancies
Regulatory pathways of lipid metabolism and their effect on normal physiology and metabolic disease

and replied, ‘Okay, let’s struggle togeth-
er, and he meant it” (10). Ben Ebert, the
2021 Korsmeyer Award winner, has said
of Korsmeyer that “...he is legendary at
the Dana-Farber, as a mentor and as a
scientist. He had such a profound influ-
ence on the entire institution through
his leadership, and his former mentees
are among the current leaders at the
Dana-Farber. For many, he has been the
premier role model of a physician-scien-
tist and mentor” (11).

The prestige of the Korsmeyer Award
is reflected by the gratitude expressed by
prior recipients. Peter Tontonoz, MD, the
2022 Korsmeyer Award awardee, wrote,
“If you had asked me, ‘What’s one recog-
nition that would mean a lot to you, other
than the Nobel Prize?’ I would have men-

tioned the Korsmeyer Award” (12). Bill
Kaelin, MD, Nobel Laureate, and win-
ner of the 2012 Korsmeyer Award with
Gregg Semenza, wrote, “If there was ever
a resounding counterexample to ‘nice
guys finish last,” it was Stanley Korsmey-
er. Anyone who ever had the privilege of
knowing Stan knows that he was one of
the nicest people you could ever meet in
addition to being an absolutely brilliant
scientist. He was (and remains) one of my
heroes, and for that reason, I could not be
more proud to win this award” (13).
Korsmeyer’s legacy lives on in the
form of his highly successful trainees and
through the Korsmeyer Award itself. The
Korsmeyer Award winners exemplify
core values of the ASCI — physician-sci-
entists making exceptional scientific

contributions and making a resounding
commitment to mentoring the next gen-
eration. The ASCI and Journal of Clinical
Investigation are proud to commemorate
the 25th anniversary of the Korsmeyer
Award with a collection of articles con-
tributed by past winners.
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