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L PRESIDENT’S VIEWPOINT
=

2018: A Year of
Accomplishments & Milestones

would like to dedicate this last communication of the year to highlight some,
Ibut not all (due to space constraints) of the innovative and essential work

that is being done by our committees. It has been a busy year and I want to
thank our hardworking members and staff for their commitment and time.

Our Advocacy and Public Outreach Core Committee (APOCC) continues to
‘ ‘ provide insightful review and feedback on both policy letters and guidance
on legislation endorsement. In the spring and the fall, Society members went
T h i S is j u st a to Capitol Hill to focus on advocacy for biomedical research funding, insulin
pricing, and diabetes self-management training. The committee has also
SNna ps h Ot Of th e participated in five online advocacy campaigns and I encourage our members

to respond to our advocacy emails soliciting your support to contact your

tre men d ous congressional leaders — it’s just a few clicks!

a m 0 u nt Of The Clinical Affairs Core Committee (CACC) has been involved in reviewing
the Society’s new insulin affordability position statement. The CACC conducted
wo rk th at our a Clinician Hill Day in early October to advocate for increased access to diabetes
mem b ers an d self-management training services and to provide education on the impact from
rising insulin costs. The committee held a Congressional Briefing on diabetes for
st a ff h ave b een Congressional staff which was so well attended that it was standing room only.
d 0 i n g gver The Research Affairs Core Committee (RACC) continues to provide innovative
initiatives for our Society to support the research community and to increase
th e p a st ye a r. opportunities for researcher engagement. This fall, the RACC organized
meetings with the directors and/or senior staff of several NIH Institutes. These
, , meetings strengthened our relationships with key institutes that fund endocrine

research and we identified opportunities to share information about institute
priorities and funding opportunities with endocrine scientists. The committee
has provided insight and guidance on several important NIH policy changes.

In the educational meetings area, the Annual Meeting Steering Committee
(AMSC) is adding its final touches to a stellar program for ENDO 2019 in New
Orleans. The Committee has developed a robust and diverse program of high
quality and cutting-edge science, as well as the latest updates in clinical care.
This will be a must-attend meeting and I hope to see you all in New Orleans!

The Clinical Endocrinology Update Steering Committee (CEU) added a second
program this year — CEU East in Miami and CEU West in Anaheim. Both
meetings were very well attended with a total combined attendance of 780,
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a record attendance. The committee is already discussing
plans for next year’s East and West meetings. As always, the
quality of presentations was stellar and the program attracted
international attendees.

The Clinical Endocrine Education Committee (CEEC)
continues its oversight of several programs and activities. The
Fellows Training Series, which develops online modules on
specific endocrine topics to enhance education, is working
on a rare endocrine diseases online module. The In Training
Exam (ITE) Steering Group is conducting a final review of its
exam content, to be available in early January. Over 95% of
all U.S. fellowship programs register their fellows to take the
ITE. The Endocrine Educators Group is planning sessions for
ENDO 2019 targeted to optimizing the education skills of our
members.

The Trainee & Career Development Core Committee
(TCDCC) continues working on planning ENDO
programming around career and professional development. At
ENDO 2019, they will continue to hold the Early Career Day
and the very popular Career Development Workshops. This
year they are introducing a half-day professional workshop

on bioinformatics pathways, interactions, and resources.

They are also creating a podcast series on career guidance. In
collaboration with the Committee on Diversity and Inclusion
(CODI), the TCDCC will be supporting the development

of the Endocrine Society Speakers Bureau, where junior
faculty can post short videos to showcase their research and
presentation abilities, allowing for dissemination to and review
by our members who are planning future programs.

CODI will celebrate the Society’s 25th anniversary of
designation and promotion of programs to enhance diversity
in all aspects of the Society’s work; we will celebrate our
accomplishments through an online recognition campaign,
Endocrine News articles, and events at ENDO 2019. CODI also
continues to work on its yearly ENDO programming. New
activities planned next year at ENDO include an Unconscious
Bias in Healthcare and Research symposium and LGBT

and Allies Reception. In its seventh year, the Future Leaders
Advancing Research in Endocrinology (FLARE) program is
expanding to include trainees and junior faculty. They are also
developing an Online FLARE community and considering
other activities to enhance the engagement of FLARE
participants and alumni.

The Hormone Health Network (HHN) continues to
positively impact the health and well-being of communities
by translating the science of endocrinology for patients and
the public. At ENDO 2019, HHN will feature a new web-
optimized version of its website hormone.org. As part of this
overhaul, the committee members have spent countless hours
over the past year reviewing, updating, and re-cataloging
content to make it more user-friendly and easier to navigate.

This is just a snapshot of the tremendous amount of work
that our members and staff have been doing over the past
year. I would like to thank all the other committees, working
groups, and task forces that I did not mention but who are
working very hard on numerous projects and initiatives to
improve endocrinology worldwide. From the bottom of my
heart, thank you. &

— Susan J. Mandel, MD, MPH, President, Endocrine Society

CLAIM MOC POINTS

As a board-certified physician, you need to earn 100
MOC points every five years. The end of 2018 marks
the first five-year deadline since the implementation of
ABIM’s continuous MOC program. Claim your points
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Society educational activities you participated in.

STILL NEED POINTS? VIEW OUR MOC ACTIVITIES.
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FROM THE EDITOR

2018 Highlights of
Endocrine Research &
Treatments

or the fourth consecutive year, we are running “Eureka! The Year’s

Biggest Discoveries in Endocrine Science.” This topic has proved to

be so popular in the past that we decided to make this an annual
feature (p. 20). This year’s roundup is put together by Kelly Horvath who
spoke with several editors from the Endocrine Society’s scientific journals
for their input on new breakthroughs that could easily affect the future of
endocrine science for years to come.

Among the new research included in this year’s wrap-up are:

o  Four cardiovascular studies recommended by JCEM associate editor,
Robert H. Eckel, MD, that covered everything from low-density-
lipoprotein cholesterol and mortality to CVD risk factors in diabetes;

o A paper that links our gut to our brain, recommended by Endocrine
Reviews editor-in-chief Daniel J. Drucker, MD;

o Astudythat detailed the effects of diabetes on patients with tuberculosis
was praised by Journal of the Endocrine Society (JES) associate editor
Takashi Kadowaki, MD, PhD;

«  Research that gives credence to the notion that tissues communicate
via signaling proteins in extracellular vesicles, was lauded by Gregory
R. Steinberg, PhD, an associate editor of Endocrine Reviews; and

o JES associate editor Ana Claudia Latronico, MD, PhD, recommended
an article from that journal that highlighted the cardiovascular health
of transgender individuals which exposed an urgent need for additional
research on how best to support this growing population as well as the
effects of hormone therapy on cardiovascular health.

On page 38, Eric Seaborg delves into the details of the Endocrine Society’s
clinical practice guideline on treating adult survivors of childhood
cancers in “Staying Alive” The new guideline, “Hypothalamic-Pituitary
and Growth Disorders in Survivors of Childhood Cancer: An Endocrine
Society Clinical Practice Guideline,” is a great summary and practical
document for endocrine providers, according to Sogol Mostoufi-Moab,
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MD, MSCE, assistant professor of pediatrics in the divisions
of endocrinology and oncology at the Children’s Hospital
of Philadelphia, who reviewed the guideline as it was being
prepared. “It is also a helpful document for endocrinologists

66

The goal of this new program is to
present information from members
about how the Endocrine
Society can better support basic
scientists, early career members,
and trainees in reaching their
career goals in the field of
endocrinology.

2

assuming care for adult survivors of childhood cancer to
continue the long-term surveillance of various endocrine
organ systems impacted by cancer therapy, as most of these
patients will continue to experience endocrine-related
abnormalities well into adulthood,” Mostoufi-Moab tells
Seaborg.

On page 32, Jessica Harris writes about the debut of the
Endocrine Society’s roadshow that traversed the Lone Star
State in “Road Warriors” The goal of this new program
is to present information from members about how the
Endocrine Society can better support basic scientists, early
career members, and trainees in reaching their career goals
in the field of endocrinology. Judging from the photos at the
events in Houston and Dallas, this debut was a freshman
success story, and future roadshows are planned...maybe in
your state. Stay tuned! @

— Mark A. Newman, Editor, Endocrine News
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y father lives with diabetes. There is a strong

history of the disease in my family, with many

family members being diagnosed with (and
some even dying young from complications of) the disease.
Our family is a pretty typical one in South Texas, where
diabetes, obesity, and cardiovascular diseases are prevalent.
As such, I became familiar with endocrinological health
outcomes well before I truly understood how the various
endocrine organs and hormones throughout the body make
it possible to live a long, healthy life.

My academic interest in endocrinology, on the other
hand, began when I was an undergraduate at St. Mary’s
University in San Antonio, Texas, where I participated
in the Maximizing Access to Research Careers (MARC)
Undergraduate Student Training in Academic Research
(U*STAR) program. Through this program, I conducted
summer research in prostate cancer with Dr. Jamboor
K. Vishwanatha and in reproductive biology with Dr. O.
David Sherwood. Both of these experiences sparked my
enthusiasm for endocrinology and convinced me that I
should attempt to pursue a career in biomedical research.
Early career research experiences seem to be common
among the many successful scientists that I know, and I am
glad that the Endocrine Society supports such opportunities
through their Summer Research Fellowships.

Later, as a graduate student at Cornell University, my love for
endocrinology continued to blossom. I joined the laboratory
of Dr. Patricia A. Johnson and participated in research

WHY ENDOCRINOLOGY?

“ENDO Be All”

BY LINDSEY S. TREVINO, PHD, ASSISTANT PROFESSOR, Division of Health Equities,
Department of Population Sciences, City of Hope, Duarte, Calif.

focused on investigating the role of steroid hormones in the
development and/or progression of ovarian cancer in the
hen, an animal model that develops ovarian cancer with
a high spontaneous incidence. As I learned more about
the role of hormones in human reproductive biology and
disease, I came to the realization that endocrinology is the
“ENDO be all” (paraphrased from an ENDO t-shirt). In
truth, where would any of us be without hormones?

The more I learned about the effects of hormones, the more
I wanted to know about their operation. I therefore chose
to pursue a postdoc at Baylor College of Medicine (BCM),
a mecca for studying the mechanism of hormone action.
At BCM, I joined the laboratories of Drs. Nancy L. Weigel
and Dean P. Edwards and we investigated the regulation
of progesterone receptor (PR) activity by cell signaling
pathways in breast cancer cells. Dr. Weigel and Dr. Edwards
are both active members of the Endocrine Society, and they
encouraged me to join the Society and attend ENDO.

My involvement with the Endocrine Society has been
transformational for my career and has cemented my love
for all things endocrine. In 2013, I was selected for the
inaugural class of the Future Leaders Advancing Research
in Endocrinology (FLARE) program. FLARE was a game-
changer for me, providing me with opportunities to serve
as a mentor to junior scientists, as a committee/task
force member, and as an advocate on Capitol Hill. These
experiences have greatly expanded my professional network
to include renowned endocrine scientists across disciplines

If you would like to share your story with our readers around the world, contact Editor Mark A. Newman at mnewman@endocrine.org.
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(such as my FLARE mentor Dr. Teresa Woodruff) who
continue to educate me about all of the wondrous facets of
endocrinology.

One such facet is the rapidly expanding field of endocrine
disruptor research. My interest in endocrine disruptors had
been piqued early on in my training, but it was not until
I joined Dr. Cheryl Walker’s laboratory at Texas A&M
Health Science Center (now at BCM) that I began work

66

Ultimately, | hope that my
laboratory’s research will
contribute to a reduction in health
inequities due to environmental
exposures and will provide
potential therapeutic targets for
precision medicine approaches
to treat endocrine disease in
high-risk populations.

2

in this field in earnest. Our work focused on determining
the mechanisms underlying epigenetic dysregulation by
environmental exposures. These studies provided the
foundation for my interest in developing my independent
research program at City of Hope focused on investigating
endocrine disruptors and epigenetics in the context of
diseases with known disparities, including cancer, obesity,
and diabetes. Ultimately, I hope that my laboratory’s
research will contribute to a reduction in health inequities

EDITOR’S NOTE: The opinions and views of the author do not
necessarily represent those of Endocrine News or the Endocrine Society.

due to environmental exposures and will provide potential
therapeutic targets for precision medicine approaches to
treat endocrine disease in high-risk populations.

Throughout my training, I have learned that the life of
an academic scientist can be tough (failed experiments,
rejected manuscripts, unfunded grants, etc.). However,
I have also learned that if you love what you do, you can
overcome challenges that come your way. I love endocrine
science, and this love has helped propel me forward,
through success as well as through setbacks. Along the way,
I have also been supported by my mentors (those previously
mentioned, as well as Dr. Mark Roberson and Dr. Andrea
Gore) and inspired by their contributions to our field. As I
embark on the next chapter of my career, I hope to share my
passion with the next generation of endocrine scientists and
support them through their own paths of discovery as we
collectively advance the field of endocrinology. &
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INTOUCH

EndoCares: DC Reached Over 400 People at
Mexican & Peruvian Gonsulates

- -_ On Saturday November 17, the Endocrine

Society held its second iteration of
EndoCares: DC, its global outreach
program for healthcare providers, patients, and the

general public.

This year, EndoCares followed a health fair format
focused on diabetes awareness, and it was held
simultaneously at the Mexican and Peruvian
consulates, a first for the program and the consulates
themselves. EndoCares: DC is part of a larger
outreach effort, linking the work the Society does
abroad to the ex-pat community in the U.S.

The two consulates hosted more than 400 Mexican
and Peruvian citizens from all age groups, from
babies to senior citizens, including a 94-year-old
Peruvian ex-pat. More than 30 volunteers — medical
students, health policy students, physical therapists,

~ and nurses - from the George Washington

University School of Medicine & Health Sciences,

Endocrine Society as well as three Society members, offered attendees the opportunity to learn how to measure their Alc

CEO Barbara Byrd levels, their blood pressure, and their body mass index. Through partnerships with other organizations,

Keenan, FASAE, CAE, attendees were also offered free flu shots, HIV testing, endometriosis guidance, eye exams, domestic
with Rafael Laveaga, violence counseling, and information on affordable health insurance options.

Consul General of

Mexico, and Lissette “EndoCares in the U.S. is a bit different to what we do abroad, because by approaching the general

Nalvarte, Consul public we focus on awareness and education,” says Lucia Tejada, PhD, the Endocrine Society’s director

General of Peru. of development & strategic partnerships, who spearheaded this initiative. “Therefore, we try to fight

diabetes by flagging signs and suggesting behavioral modifications. Through Alc testing we also find a
few cases of prediabetes, and those people get immediate guidance from our very own members on-site””

Besides the Mexican and Peruvian consulates, other partners included DC Healthlink, Novo Nordisk,
Abbott Nutrition, Walgreens, Emerson Diversity Health Foundation, La Clinica del Pueblo, Ventanilla
de Salud, Latina Endometriosis, and the U.S.

From here, Mexico and Peru will help coordinate regional educational efforts in the Latin American
region, including outreach and support to the national endocrine organizations. “[November 17] was
a landmark in our EndoCares initiative,” says Endocrine Society chief executive officer Barbara Byrd
Keenan, FASAE, CAE. “Rafael Laveaga, Consul General of Mexico and Lissette Nalvarte, Consul General
of Peru, agreed to build upon the EndoCares program held in their respective consulates for future U.S.-
based efforts and to support our efforts in their countries and the Latin American region.” - Derek Bagley
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EndoBrldge 2018 Celehrates Slx Years of
Bridging the World of Hormones
he sixth annual meeting of EndoBridge® co-hosted o _' = 4| \q

by the Society of Endocrinology and Metabolism of
Turkey, Endocrine Society, and European Society of endo br' d :
Endocrinology, took place in Antalya, Turkey October 25-28, 2018. l 9 6

The meeting was held in English with simultaneous translation

) . ) . ) Bridging the World of €Endocrinology
into Russian, Arabic, and Turkish. Accredited by the European

Council, the three-day scientific program included 24 state-
of-the-art lectures, 16 interactive case discussion sessions, and
poster case presentations providing a comprehensive update
across hormonal disorders.

“We have reached the highest number of international delegates,
countries, and cases this year;” says Bulent Yildiz, MD, a faculty
member at Hacettepe University School of Medicine in Ankara
and the founder and president of EndoBridge. “EndoBridge
2018 brought together 578 physicians and scientists from
41 countries and over 90 cases were presented. As usual,
participants had a great opportunity to interact and participate

in discussions with global leaders of endocrinology and share
their experience and expertise.”

From left to right: Fusun Saygili, MD, executive committee

member, The Society of Endocrinology and Metabolism of
The seventh annual EndoBridge® will take place in Antalya,

Turkey, October 24-27, 2019. Further information can be found
at www.endobridge.org.

Turkey; Susan Mandel, MD, president, Endocrine Society; Bulent
Yildiz, MD, founder and president, EndoBridge; and AJ van der
Lely, MD, president, European Society of Endocrinology.
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Society Members Named to NCCC

hree Endocrine Society members have been appointed to the National Clinical Care

Commission. The Commission will evaluate and provide recommendations on federal

programs related to complex metabolic or autoimmune diseases that result from insulin-
related issues, such as diabetes.

The Society and its fellow Diabetes Advocacy Alliance members have supported the effort to establish
the Commission, which will help the country undertake more proactive and innovative approaches to
diabetes and its disease complications.

Society members serving on the Commission are:

o William Herman, MD, MPH, was elected to be the Commissions chairman at its initial meeting
Oct. 31. Herman, who was jointly nominated by the Society and the American Diabetes
Association, is director of the Michigan Center for Diabetes Translational Research at the
University of Michigan in Ann Arbor, Mich.

«  Ayotunde Dokun, MD, PhD, FACE, is chief of endocrine service, Division of Endocrinology,
Diabetes, and Metabolism at Regional One Health System in Memphis, Tenn. Dokun runs a
translational research laboratory that studies the molecular mechanisms of vascular complications
in diabetes.

o M. Carol Greenlee, MD, FACP, FACE, is faculty co-chair of the Center for Medicare and Medicaid
Innovation Transforming Clinical Practice Initiative in Grand Junction, Colo. A clinician with
more than 30 years' experience in private practice, she co-chaired the American College of
Physicians (ACP) Medical Neighbor workgroup and was a lead author of the ACP position paper
“The Patient-Centered Medical Home Neighbor.” She also serves on the Endocrine News Editorial
Advisory Board.

The Commission consists of 23 voting members, including 11 heads of federal agencies. U.S.
Department of Health and Human Services Sec. Alex Azar appointed 12 non-federal experts in
prevention, care, and epidemiology of complex metabolic or autoimmune diseases that result from
insulin-related issues.

The Office of Disease Prevention and Health Promotion (ODPHP) will provide management and
support services for the Commission’s activities. @
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A functioning
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may be required
to maintain GC
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in metabolic,
hemodynamic, and
cognitive function
observed under
conditions linked to
irregular
light exposure
including shift work,
jet lag, and light at
night.
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Adrenal Clock May Help Maintain
Circadian Rhythms During Chronic
Aberrant Light Exposure

recent animal model shows that the adrenal

clock may help stabilize the circadian

Glucocorticoid rhythm in response to
chronic exposure to aberrant light cycles, according
to a study recently published in Endocrinology.

Researchers led by William C. Engeland, PhD, of
the Department of Neuroscience at the University
of Minnesota in Minneapolis, point out that the
misalignment of circadian rhythms that occurs
chronically in shift work and jet lag contributes to
adverse health effects and that the superchiasmatic
nucleus (SCN) had been shown in previous work to
be sufficient to maintain these rhythms.

However, the SCN clock may only help to maintain
circadian rhythms during a normal 24-hour light
cycle. “Whether the adrenal clock is important
for maintaining GC rhythmicity during chronic
exposure to an aberrant LD cycle is unknown,” the
authors write. “To address this possibility, we have
generated a novel adrenal cortex-specific Bmall
knockout (KO) mouse and examined the hypothesis
that the adrenal clock is required to maintain
the circadian GC rhythm during aberrant light
exposure produced by an ultradian 3.5:3.5h (T7)
LD cycle” Endocrine News caught up with Engeland
and his team to talk about this new study and what
it could mean for people who work shifts or suffer

from chronic insomnia or jetlag.

Endocrine News: First off, what was the impetus of this
study? What made you want to look at the adrenal

clocK’s role in maintaining circadian rhythms?

William C. Engeland: The circadian glucocorticoid
(GC) rhythm is thought to be dependent on a
molecular clock in the suprachiasmatic nucleus
(SCN) and a peripheral clock in the adrenal cortex
that is synchronized by SCN-dependent signals.
However, adrenal cortex-selective clock disruption
does not alter circadian GC rhythms, suggesting
that the central SCN clock is solely responsible for
light entrainment of glucocorticoid rhythms under
normal environmental day-night cycles. We were
interested in determining if the adrenal clock was
important for maintaining the circadian GC rhythm
during chronic exposure to aberrant light cycles.

EN: Tt seems the adrenal clock is not necessary to
maintain normal circadian rhythm during a normal
light-dark cycle, but according to your results, it may
be necessary during chronic exposure to aberrant
light. Can you speak more to that?

WCE: Based on the premise that the SCN clock
and the adrenal clock require synchronization to
maintain timing of GC rhythms, we exposed mice
to aberrant light produced by an ultradian T7 light
cycle (alternating 3.5-hour periods of light and
dark) in an attempt to desynchronize the SCN and
adrenal clock. Our results showed that circadian
(~24 hour) GC rhythms were still maintained under
T7 LD, suggesting that the SCN and adrenal clock
remain synchronized under aberrant light exposure.
In contrast, circadian GC rhythms were lost in mice
in which the core clock gene, Bmall, was selectively
deleted in the adrenal cortex. These findings led to

our conclusion that the adrenal clock is necessary
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Additional
work is required
to determine
whether
dysregulation of adrenal
Bmall contributes
to forms of
hyperadrenocorticoidism
observed clinically.
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to prevent desynchronization of the circadian GC
rhythm under aberrant light exposure.

EN: Can you tell us about the process of producing
these Bmall knock-out mice, and what these new
animal models could mean for future studies of the
circadian clock?

WCE: We generated a novel adrenal cortex-selective
Bmall null mouse using a Cre-LoxP strategy in
collaboration with David Breault and colleagues
at Harvard Medical School. By intercrossing mice
expressing aldosterone synthase-Cre recombinase
(ASCre/+) with floxed Bmall mice, we obtained
adrenal cortex-selective Bmall deletion in adulthood
by taking advantage of the capability of the rodent
adrenal to undergo postnatal transdifferentiation.
Future work using these mice can examine whether
a functioning adrenal clock is required for rhythms
in adrenocortical responses to stress and to ACTH.

EN: 1t appears the adrenal clock acts to maintain

normal circadian rhythms and protect against
increases in corticosterone responses. What
implications do these findings have in the clinical
setting?

WCE: Our work highlights the importance of the
adrenal clock in rodents to maintain the circadian
GC rhythm during aberrant light exposure. A
functioning adrenal clock may be required to
maintain GC rhythms in humans, reducing
alterations in metabolic, hemodynamic, and
cognitive function observed under conditions
linked to irregular light exposure including shift
work, jet lag, and light at night. Additionally,
our study indicates that Bmall may act in part
by repressing GC responses to ACTH. We have
identified dysregulated adrenals genes in Bmall
null mice exposed to aberrant light that may
be responsible for increasing steroidogenesis.
Additional work is required to determine whether
dysregulation of adrenal Bmall contributes to forms
of hyperadrenocorticoidism observed clinically.
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Most Frequent Pathogenic Mutation in RET
Carries Very Low Lifetime Risk of Medullary

Thyroid Cancer

he most frequent pathogenic mutation in

the rearranged during transfection (RET)

mutation — p.Val804Met — carries with
it a very low lifetime risk of medullary thyroid
cancer (MTC), which could mean the American
Thyroid Association’s (ATA) recommendation of
prophylactic thyroidectomy as standard for all
RET mutation carriers is inappropriate, according
to a study recently published in The Journal of
Clinical Endocrinology & Metabolism.

Researchers led by Clare Turnbull, MD, PhD, of The
Institute of Cancer Research in Sutton, UK., write
that in 1993 the RET protooncogene was definitively
identified as the gene underlying multiple endocrine
neoplasia type 2 (MEN2) and that germline
mutations have subsequently been detected in nearly
all families with MEN2A, MEN2B, and familial
medullary thyroid cancer (FMTC), with emergence
of a distinct pattern of genotype-phenotype
correlation. “More recently, the American Thyroid
Association (ATA) categorized RET mutations based
on age-related penetrance of MTC, the authors
write. “The 2009 ATA guidance adopted classes A
through D (with D as the most severe); in the 2015
revisions, they were updated to ‘moderate; ‘high, and
‘highest’ risk of MTC, with accordant guidance on
timing of prophylactic thyroidectomy for unaffected
RET mutation carriers”

The researchers wanted to estimate penetrance
figures, unbiased by ascertainment, for MTC, so
they analyzed 61 RET mutations that the ATA
has deemed disease-causing in population whole-
exome sequencing data. They used the analyses
of the observed allele frequencies in about
51,000 individuals from the Exome Aggregation
Consortium (ExAC) database that were not
contributed via The Cancer Genome Atlas (TCGA;
non-TCGA ExAC), assuming lifetime penetrance
for MTC of 90%, 50%, and unbounded. The group
calculated the maximum number of mutant alleles
that they would expect to observe in non-TCGA

READ THIS AND OTHER ENDOCRINE SOCIETY JOURNAL ARTICLES AT

HTTPS://ACADEMIC.OUP.COM/ENDOCRINESOCIETY

ExAC data for a pathogenic RET mutation. “In
brief,” the authors write, “this method leverages
the logic that a fully penetrant allele cannot be

more common than the disease it causes.”

Fifty of the 61 disease-causing mutations were not
detected in this cohort, and of the 11 mutations
present, nine were in the moderate risk category
and two were in the high-risk category. p.Val804Met
shows a frequency greater than fivefold higher than
that of any other pathogenic RET mutation, the
researchers found. “For all other pathogenic RET
mutations, the observed frequency is consistent
with alifetime penetrance of MTC of >90%, whereas
for RET p.Val804Met, the observed frequency is not
even consistent with a lifetime penetrance of 50%,
the authors write. “We go on to demonstrate that
the observed frequency of p.Val804Met in non-
TCGA ExAC supports a lifetime penetrance of
MTC for p.Val804Met of 4%.”

The authors go on to point out that even with an
unrealistically high estimate of lifetime risk of MTC
in combination with implausible estimates of allelic
heterogeneity (45%) and genetic heterogeneity
(40%) the observed frequency of p.Val804Met still
only equates to a penetrance for MTC of 46%.

The ATA currently recommends prophylactic
thyroidectomy for all RET mutation carriers,
but based on the results of this study, that
recommendation should be clarified, Turnbull and
her group write.

Findings: “Inevitable prophylactic surgery
may be a reasonable presumptive model for
the carriers of most RET mutations who have
close relatives affected by disease,” they write.
“However, for individuals with RET p.Val804Met,
ascertained through population-based testing
[i.e., with no (or an only distant) family history of
disease], truly prophylactic thyroidectomy is likely
inappropriate.”

JCEM:E-
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also note
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interventions
have limited
success in early
pregnancy to
prevent GDM,
because the
processes
leading to GDM
begin before
pregnancy.
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Biomarker Risk Score May Identify Women at
Risk for Gestational Diabetes

he predictive ability of a biomarker risk

score beyond established risk factors may

help identify women at risk of developing
gestational diabetes (GDM) before conception
and help with tailoring targeted prevention
strategies, according to a study recently published
in the Journal of the Endocrine Society.

Researchers led by Sylvia E. Badon, PhD, of
the Division of Research at Kaiser Permanente
Northern California in Oakland, point out
that GDM is a common complication during
pregnancy, occurring in 5% to 9% of pregnancies,
and that GDM carries with it a number of
long- and short-term consequences for mother
and child, including increased risk of diabetes
and cardiovascular disease in the mother and

increased risk of diabetes in the child.

The authors write that several biomarkers
measure before pregnancy have been individually
associated with the risk of GDM, but “previous
studies have not examined the ability of multiple
preconception biomarkers considered together,
beyond established risk factors, to improve
prediction of GDM. To the best of our knowledge,
a preconception biomarker risk score has not yet
been developed and assessed.” Therefore, the
researchers aimed to develop a preconception
biomarker risk score and test it to see how well it
predicted GDM.

From 1984 to 1996, female Kaiser Permanente
Northern California members were invited to
complete a comprehensive health examination
[multiphasic health checkup (MHC)] upon
enrollment. The researchers conducted a nested
case-control study within the larger cohort
of women who participated in the MHC. “Of
the 27,743 women, 15- to 45-year-olds who
participated in the MHC from 1984 to 1996, 4,098
subsequently became pregnant and gave birth
before 31 December 2010; had questionnaire

and clinical data, including serum samples,
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available; and were free of recognized diabetes,”
the authors write. “Women diagnosed with GDM
were considered cases. Two controls were selected
for each case from among women who did not
meet the GDM case definition during the study
period.” For this study, 256 confirmed cases of
GDM with valid biomarker measurements were
included.

High-risk levels of sex hormone-binding globulin
(SHBG; <44.2 nM), glucose (>90 mg/dL), total
adiponectin (<7.2 pg/mL), and homeostasis
model assessment-estimated insulin resistance
(HOMA-IR) (>3.9) were independently associated
greater odds of GDM. “For each unit increase in
the biomarker risk score, odds of GDM were 1.94
times greater (95% CI: 1.59, 2.36),” the authors
write. “A biomarker risk score including only
SHBG and glucose was sufficient to improve
prediction beyond established risk factors (age,
race/ethnicity, body mass index, family history of
diabetes, previous GDM; area under the curve =
0.73 vs 0.67, P = 0.002).”

Based on these results, the authors conclude that
a preconception biomarker risk score, including
SHBG, glucose, adiponectin, and HOMA-IR
— measured, on average, seven years before
pregnancy — was associated with future GDM
risk; however, a biomarker score, including
only SHBG and glucose, may be sufficient to
improve substantially the predictive ability for
GDM beyond established GDM risk factors. The
authors also note that lifestyle interventions have
limited success in early pregnancy to prevent
GDM, because the processes leading to GDM
begin before pregnancy, as this study shows.

Findings: “Identification of women at high risk
for future GDM before pregnancy would allow for
preconception interventions to attempt to alter the
modifiable pathophysiologic pathways underlying the
altered biomarker levels that we identified here,” the
authors write.

READ THIS AND OTHER ENDOCRINE SOCIETY JOURNAL ARTICLES AT
HTTPS://ACADEMIC.OUP.COM/ENDOCRINESOCIETY
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Analysis Estimates the Positive Impact of
Empagliflozin on Life Expectancy in Adults
with Type 2 Diabetes and Established CVD

reatment with empagliflozin may

positively  impact life expectancy

in adults with type 2 diabetes and
established cardiovascular disease, according to
results from the EMPA-REG OUTCOME trial
recently published in Circulation. Using actuarial
methods and assuming that the demonstrated
beneficial effects of empagliflozin remain
consistent with long-term use, empagliflozin
was estimated to extend life expectancy by one
to 4.5 years on average, depending on age, when
compared with placebo. This analysis suggests
that treatment with empagliflozin could add years
of life. Boehringer Ingelheim and Eli Lilly and
Company are marketing the drug as Jardiance.

Researchers led by Brian Claggett, PhD, of the
Division of Cardiovascular Medicine at Brigham

and Women's Hospital in Boston, conducted
an analysis of data from 7,020 people
included in the EMPA-REG OUTCOME
trial that showed estimated life expectancy
increased across all ages when adults were
treated with empagliflozin as compared
to those treated with placebo. Specifically,
estimated mean survival in people aged
45 years was 32.1 years with empagliflozin
versus 27.6 years with placebo, resulting in
a mean survival difference of 4.5 years. In
people aged 50, 60, 70, and 80 years old, the
mean survival difference with empagliflozin
compared to placebo was an additional
3.1 years, 2.5 years, 2 years, and 1 year,
respectively.

“Fora60-year-oldliving with type 2 diabetes,
who has already had a cardiovascular
event, previous studies estimate that life
expectancy could be reduced by up to 12
years compared with someone of the same age
without these conditions,” Claggett says. “This
latest analysis estimates that empagliflozin could
prolong such a person’s life span by, on average,
2.5 years.”

Findings: The primary EMPA-REG OUTCOME
trial results, published in the New England Journal
of Medicine in September 2015, demonstrated
a 38% relative risk reduction in cardiovascular
death and a 32% relative risk reduction in all-cause
mortality with empagliflozin in people with type 2
diabetes and established cardiovascular disease,
compared with placebo, over a period of 3.1 years.
Modeling based on the EMPA-REG OUTCOME trial
data was used to quantify the potential benefit of
empagliflozin on residual life span. (N
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ENDS019

New Orleans, Louisana
March 23 - 26, 2019

ENDOCRINE ITINERARY

With over 7,000 attendees, nearly 2,000
abstracts,

and over 200 other sessions,

ENDO 2019 is the leading global meeting

KEY DATES

LATE BREAKING
ABSTRACTS

January 16 - February 13,
2109

HOUSING DEADLINE
February 22, 2109

55th Clinical Diabetes and
Endocrinology Institute Annual
CME Conference

Snowmass, Colorado, January 15 —
19, 2019

The 55th Clinical Diabetes and Endocrinology
Institute Annual CME Conference will address
gender-affirming hormone therapy, gestational
diabetes, precision medicine for thyroid
tumors, Cushing’s disease, neuroendocrine
diseases, obesity therapies, the new ADA/EASD
guidelines for type 2 diabetes management,
menopause, diabetes technologies, and much
more.
www.njhealth.org/diabetes-conference
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for endocrinology
care. Join us for the most well attended
valued
meeting in the world. Bringing together
leading experts, researchers, and the most
respected clinicians in the field, ENDO

2019 represents a convergence of science

and

research and clinical

translational endocrinology

MEN 2019: 16th International
Workshop on Multiple Endocrine
Neoplasia

Houston, Texas, March 26 - 29, 2019
In keeping with the spirit of the original MEN
workshop, MEN2019 will focus on emerging
topics in the genesis and therapy of malignant
endocrine tumors associated with multiple
endocrine neoplasia. The goal of the workshop
will be to provide an outline for basic and
clinical research focused on these malignant
manifestations. The meeting will bring together
local and international experts on multiple
endocrine neoplasia to focus on these subjects. A
significant portion of the meeting will be spent in
workshops centered on emerging topics and the
development of an international roadmap

and practice that highlights and facilitates
breakthrough discoveries in the field of
endocrinology. Spend time connecting with
peers and colleagues, exchanging ideas
and information, and getting out in front
of the latest trends and advancements in
hormone health. The meeting also hosts
other satellite and pre-conference events.

www.endocrine.org/endo2019

for future research and clinical trials, and the
remainder of the meeting will be composed of
large group didactic sessions.
https://www.mdanderson.org/conference

Endocrine Fellows Series: Type 1
Diabetes Care and Management
New Orleans, Louisiana

March 19-21, 2019,

This comprehensive conference is for adult and
pediatric endocrine fellows interested in type

1 diabetes. The unique and highly sought-after
program is an opportunity to learn from leaders
in the field through interactive sessions. The
curriculum is specially designed to support early
career endocrinologists by enhancing skills with
comprehensive education not typically taught in




fellowships and providing the opportunity to connect
with thought-leaders and peers.
https://www.endocrine.org/T1Dfellows

International Pituitary Congress

New Orleans, Louisiana

March 20 — 22, 2019,

The Sixteenth International Pituitary Congress will
present an exciting group of member and guest
international experts in pituitary problems. It will include
distinguished clinicians and clinical researchers, fellows
in training, and experts in basic science. There will

be cutting-edge in-depth topics that will permit each
attendee to become familiar with the latest trends in
pituitary endocrinology. The format of the meeting is
intended to facilitate maximum interaction and free
exchange of ideas among the participants and speakers.
http://pituitarysociety.org

2019 Clinical Endocrinology
Update

Seattle, Washington

September 17 — 19, 2019

Each year CEU brings together hundreds
of endocrine clinicians for a unique
learning experience and opportunities

to network with expert faculty and
colleagues. Attend the 71st CEU to receive
the most trusted and clinically relevant
information about recent advances in the
field of endocrinology. The educational

all levels of practice, as well as fellows and

www.endocrine.org/ceu

Photo: Shutterstock.com

programming at CEU appeals to clinicians at

other members of the clinical practice team.

ENDOCRINE ITINERARY

INTERNATIONAL ITINERARY

1st BES-Mayo Course in Advanced Endocrinology 2019
Dhaka, Dhaka, Bangladesh, January 24 - 25, 2019

The Advanced Course in Endocrinology is a collaboration between the Bangladesh
Endocrine Society (BES) and the Mayo Clinic, Rochester, Minn. It is a two-

day intensive and interactive learning course covering all aspects of clinical
endocrinology.

http://www.bes-mayo.com

Keystone Symposia on Functional Neurocircuitry of Feeding
and Feeding Disorders

February 10—14, 2019, Alberta, Canada

The goal of this conference is to gather international leaders in the neural control
of feeding and energy homeostasis, along with leaders in the pathophysiology of
feeding and energy homeostasis. The conference will broaden the field by covering
fundamental advances in the neural circuitry underlying feeding, while including
entire sessions devoted to anorexia nervosa, disease cachexia, and feeding disorders
across the lifespan. Additionally, while past Keystone Symposia conferences on the
neuronal control of appetite have been heavily focused on the hypothalamic control
of homeostatic feeding, this symposium will feature entire sessions devoted to
brainstem and telencephalic control of feeding.
http://www.keystonesymposia.org/19J8

ATTD 2019

Berlin, Germany, February 20 — 23, 2019

The 12th International Conference on Advanced Technologies and Treatments

for Diabetes (ATTD 2019) focuses on technology in diabetes and how healthcare
professionals and patients can use those technologies for the best outcomes in
treatment. International experts will discuss breakthroughs in diabetes treatments,
technological innovations, and showcase the latest developments in new insulin
analogues, delivery systems, pumps, glucose sensors, closed-loop systems,

and much more. Featuring the International Fair of New Technologies, this
conference will highlight start-ups and emerging companies displaying cutting-edge
technologies.

https://attd.kenes.com/2019#.W9CXKIWnHbg

World Peptide Congress

April 17—-18, 2019, Tokyo, Japan

The World Peptide Congress will bring together world-class biochemists, scientists,
professors, and scholars to concentrate on “Accelerating Current Innovations

in Peptide Research.” Peptides play important roles in living body systems by
controlling, directing, and coordinating inter- and intra-cellular communications and
cellular function and this conference will focus on the latest stimulating patterns and
advancements in the field of peptide science.
https://www.meetingsint.com/conferences/peptide

ENDOCRINE NEWS | DECEMBER 2018 | 17



DASHBOARD

‘ ‘ Cancer survivors can experience the entire gamut of endocrine
disorders, affecting all endocrine organs, so it was not feasible to address

the full spectrum of adverse outcomes in a single guideline. Therefore, we decided to
focus on disorders of growth and anterior pituitary function in this initial guideline as

they are among the most common endocrine disorders seen.”

— CHARLES A. SKLAR, MD, Memorial Sloan Kettering Cancer Center, New York, who chaired the guideline committee that wrote

“Hypothalamic-Pituitary and Growth Disorders in Survivors of Childhood Cancer: An Endocrine Society Clinical Practice Guideline” in "Staying Alive" on page 38.
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PRESIDENTIAL ARCHIVES

Rosalyn
Sussman Yalow

1978-1979 Endocrine Society President

Rosalyn S. Yalow, PhD
(1921 - 2011) was

a medical physicist

who co-developed the
radioimmunoassay (RIA)
technique for measuring
hormones and other
biological substances
and became the second
woman to win the Nobel
Prize in Physiology or Medicine (together

with Roger Guillemin and Andrew Schally.)
RIA ushered in a new era in the field of
endocrinology, making possible major
advances in diagnosing and treating hormonal
problems related to diabetes, growth, thyroid
function, and fertility. Five years after she
received the Nobel, Yalow spoke to a group
of schoolchildren about the challenges and
opportunities of a science career. “Initially,
new ideas are rejected,” she told them.
“Later they become dogma, if you're right.
And if you're really lucky you can publish your
rejections as part of your Nobel presentation!”

The number of people with
diabetes that will be left without
insulin by 2030. By 2030, 79
million adults with type 2 diabetes
are expected to need insulin to
manage their condition and if
current levels of access remain,
only half of them will be able to be

able to get an adequate supply.
—SOURCE: LANCET DIABETES AND ENDOCRINOLOGY “Cut down on the ho ho ho's.”

1 MILLION

The number of babies born in the U.S. between 1987
and 2015 through the use of IVF or other assisted
reproductive technologies.

— SOURCE: U.S. SOCIETY OF ASSISTED REPRODUCTIVE TECHNOLOGY

The gap hetween the life expectancy of the richest and poorest
sectors of society in England, according to new research. The
life expectancy of women in the most deprived communities
was 78.8 years compared to 86.7 years in the most affluent
group. For men, the life expectancy was 74.0 years among the
poorest compared to 83.8 years among the richest.

— SOURCE: LANCET PUBLIC HEALTH
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CLAIM MOC POINTS

As a board-certified physician, you need to earn 100 MOC points
every five years. The end of 2018 marks the first five-year deadline
since the implementation of ABIM’s continuous MOC program. Claim
your points by December 31, 2018, from any 2018 Endocrine Society
educational activities you participated in.

STILL NEED POINTS? VIEW OUR MOC ACTIVITIES.
LEARN MORE AT ENDOCRINE.ORG/CME
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For the fourth year running, Endocrine News talks to

editors from Endocrine Society publications to get the

scoop on the top endocrine discoveries of 2018.

rogress, as they say, is slow, an axiom perhaps

nowhere truer than in the field of medicine.

Achieving major breakthroughs can take

decades of research and scientific effort. But

when that “Eureka!” moment does come, it
should be duly recognized. This article compiles highlights
from what stood out to eight editors from The Journal of
Clinical Endocrinology & Metabolism (JCEM), Endocrine
Reviews, and Journal of the Endocrine Society (JES) as the
most important endocrinology studies of 2018.

Although remaking the field in a single swoop is not likely to
happen, it is hard to overstate the enormous leaps forward that
endocrinologists made this year, publishing vital research that
will ultimately improve peoples’ lives. From developing new
clinical tools, to unmasking health threats, to elucidating new
intracellular communication pathways, to clarifying disease
mechanisms, taken together, these important breakthroughs
provide a snapshot of this year’s unalloyed endocrinology gold.

Testosterone Therapy Explained

As reported in Endocrine News 2017 “Eureka!” article,
Alvin M. Matsumoto, MD, professor at the University of
Washington, associate director of the VA Puget Sound
Geriatric Research, Education and Clinical Center and an
associate editor for JCEM, cited several male reproductive
endocrinology papers from The Testosterone Trials as
well as one reporting on a harmonized reference range for
testosterone levels as landmark achievements. This year, he
highlights new guidelines that provided important clinical
implications of those collective findings.

“The revised Endocrine Society guideline on testosterone
treatment of men with hypogonadism is an important
ongoing clinical contribution to the field,” Matsumoto says.
“Testosterone Therapy in Men with Hypogonadism: An
Endocrine Society Clinical Practice Guideline,” by Bhasin,
S., et al. (an Endocrine Society-appointed task force of
10 medical content experts including Matsumoto and a
clinical practice guideline methodologist) and published
in JCEM in March, updates 2010 guidelines with graded,
evidence-based differences regarding how hypogonadism
is diagnosed and managed. In short, the diagnosis is
made in men who demonstrate signs and symptoms of
testosterone deficiency as well as “unequivocally and
consistently low serum testosterone concentrations.”
Relatedly, using accurate assays for measuring testosterone
and repeating those measurements is essential, which is
now possible in part owing to “Harmonized Reference
Ranges for Circulating Testosterone Levels in Men of
Four Cohort Studies in the United States and Europe,” by
Travison, T.G., et al,, one of the studies Matsumoto cited
for last year’s wrap-up.

In men meeting the criteria, testosterone therapy is
recommended, particularly in men with diseases of the
hypothalamic-pituitary-testicular ~ system;  however,
in men planning fertility or with certain cancers or
other enumerated conditions, testosterone therapy is
not recommended. Additionally, for men ages 65 years
and older, testosterone therapy should not be routinely
prescribed; rather, its appropriateness should be gauged on
a case-by-case basis after explanation of the uncertainties of

the long-term risks and benefits of treatment.
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In “Effects of Aspirin for
Primary Prevention in Persons
with Diabetes Mellitus,” by the

ASCEND Study Collaborative
Group, 15,480 adults with
diabetes but without CVD were
randomized to receive 100 mg
of aspirin daily or matching
placebo. Over the course of
about seven years, those in

the aspirin group experienced
significantly fewer vascular
events, including MI, stroke or
transient ischemic attack, or
death from any vascular cause
than those in the placebo group;
however, they experienced
significantly more major bleeding
events, such as intracranial
hemorrhage, sight-threatening
bleeding event in the eye,
gastrointestinal bleeding, or
other serious bleeding.

One of the most significant aspects of the new guideline is its emphasis on patient education and
shared decision making between patient and provider. In “Ungraded Good Practice Statements,”
the task force underscores the importance of explaining potential risks and benefits of therapy
and any associated concerns to the patient in order to keep these fundamental good practices
front-of-mind for clinicians. “Like most areas of medicine, hypogonadism and testosterone
treatment is an area where evidence is incomplete,” Matsumoto says. “The Endocrine Society
clinical practice guideline provides an ongoing, up-to-date summary of evidence and the quality
of evidence that clinicians can use to inform their practice. Guidelines are not cookbooks; they
can only supplement, not be a substitute for, good clinical judgment.”

Three More Reasons to Stay Heart Healthy
(and a Cautionary Tale on Aspirin)

Also an associate editor for JCEM as well as professor at the University of Colorado Anschutz
Medical Campus in Aurora, Robert H. Eckel, MD, selected four cardiovascular papers, two
published in JAMA, and two from the New England Journal of Medicine as the studies he found

most impactful in endocrinology this year.

From the April issue of JAMA, “Association Between Baseline LDL-C Level and Total and
Cardiovascular Mortality After LDL-C-lowering: A Systematic Review and Meta-analysis,”
by Navarese, E.P., et al., showed that lowering low-density-lipoprotein cholesterol (LDL-C)
in patients with higher baseline LDL-C levels reduced mortality from cardiovascular events
as well as of total mortality. Nearly 300,000 patients from 34 trials were treated with either
intensive or less-intensive LDL-C-lowering therapy consisting of statin only (less intensive) or
some combination of higher-dose statins, ezetimibe, and proprotein convertase subtilisin-kexin
type 9 (PCSK9)-inhibiting monoclonal antibodies (intensive). Meta-regression showed that the
intensive LDL-C-lowering therapy reduced mortality as well as the secondary end points of
myocardial infarction (MI), cerebrovascular events, revascularization procedures, and major
cardiovascular events.

“All-cause mortality reduction is what we all want,” Eckel says. “LDL-C being higher before
lowering is the best predictor.”
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‘ ‘ Like most areas of medicine, hypogonadism
and testosterone treatment is an area where evidence
is incomplete. The Endocrine Society clinical
practice guideline provides an ongoing, up-to-date
summary of evidence and the quality of evidence that
clinicians can use to inform their practice. Guidelines
are not cookbooks; they can only supplement,
not be a substitute for, good clinical judgment.”

— ALVIN M. MATSUMOTO, MD, PROFESSOR, UNIVERSITY OF WASHINGTON; ASSOCIATE DIRECTOR,
VA PUGET SOUND GERIATRIC RESEARCH, EDUCATION AND CLINICAL CENTER, SEATTLE; ASSOCIATE EDITOR, JCEM

“Association of Cardiovascular Health Level in Older Age with
Cognitive Decline and Incident Dementia,” from the August
issue of JAMA, by Samieri, C., et al., definitively answered the
question many have long wanted to know: Does the suspected

association really exist?

In a French cohort study, 6,626 individuals ages 65 years or older
without history of cardiovascular disease (CVD) or dementia at
baseline in 1999 had systematic in-person neuropsychological
testing through 2016. Using the American Heart Association’s
“My Life’s Simple 7” tool, researchers scored participants with
a total derived from values assigned to each of the tool’s seven
metrics. Optimally, these are being a nonsmoker; having a body
mass index <25; regularly engaging in physical activity; eating
fish twice a week or more and fruits and vegetables at least
three times a day; and maintaining cholesterol <200 mg/dL,
fasting glucose <100 mg/dL, and blood pressure <120/80 mm
Hg. Participants were also given a global cardiovascular health
score. The more optimal cardiovascular health metrics a person
exhibited correlated with lower risk of cognitive decline.

“CVD risk factor control is among the best things we can do to
stave off what we all do not want — loss of memory as we age,”
Eckel says. “Also stay active and use your brain.”

The two studies from NEJM, published in August and October,
respectively, concern type 2 diabetes and cardiovascular health.
In “Effects of Aspirin for Primary Prevention in Persons with
Diabetes Mellitus,” by the ASCEND Study Collaborative Group,
15,480 adults with diabetes but without CVD were randomized
to receive 100 mg of aspirin daily or matching placebo. Over

the course of about seven years, those in the aspirin group

experienced significantly fewer vascular events, including
M1, stroke or transient ischemic attack, or death from any
vascular cause than those in the placebo group; however, they
experienced significantly more major bleeding events, such as
intracranial hemorrhage, sight-threatening bleeding event in
the eye, gastrointestinal bleeding, or other serious bleeding.

The upshot, according to Eckel is: “Aspirin may work in reducing
CVD events in high-risk patients with diabetes without known
CVD disease, but not without more risk of serious bleeding; so,
in general, don’t go there.”

“Risk Factors, Mortality, and Cardiovascular Outcomes
in Patients with Type 2 Diabetes,” by Rawshani, A, et al,
investigated whether reducing type 2 diabetes patients’
high risk of death and cardiovascular events is possible. The
researchers matched up 271,174 Swedish patients with type
2 diabetes with 1,355,870 controls according to age, sex, and
county. They then assessed the type 2 diabetes group for the
presence of five risk factors — elevated glycated hemoglobin
and LDL-C levels, albuminuria, smoking, and high blood
pressure — and followed-up for about five years to quantify
the risk for adverse outcomes including death, MI, stroke,
and hospitalization for heart failure) as well as to explore how
each of the five risk factors is linked with those outcomes.
They found that a high glycated hemoglobin level was the
strongest predictor of stroke and MI, and smoking was the
strongest predictor of death in patients with type 2 diabetes.
On the upside, patients with type 2 diabetes whose five risk-
factor variables were within target ranges demonstrated the
same degree of risk of death, MI, and stroke as that of the
control group.
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“No surprise,” Eckel says, “but fewer CVD risk factors with
diabetes leads to better outcomes than more risk factors.”

What Does Your Gut Say?

Endocrine Reviews editor-in-chief Daniel J. Drucker, MD, and
senior scientist at the Lunenfeld Tanenbaum Research Institute
of the Mt. Sinai Hospital in Toronto, Ontario, points to a paper
that establishes a direct connection between our guts and our
brains. “A Neural Circuit for Gut-Induced Reward,” by Han,
W., et al, and published in Cell in September showed that
optogenetic stimulation of vagal sensory neurons that innervate
the gut induced dopamine release in mice and motivated them
to sustain the resulting reward sensations.

“Gut enteroendocrine cells (EECs) have been classically viewed
as sensors of the local nutritional and microbial environment
that communicate information via the synthesis and release
of circulating peptide hormones,” Drucker says. “The current
study expands the versatility of EECs to encompass direct and
rapid communication with the enteric, peripheral, and central
nervous systems via synthesis and release of neurotransmitters
and highlights how EECs serve as central cellular relays for
transmission of information from the external environment
to convey information about nutrient availability, mucosal
integrity, and luminal inflammation to distal organs and the
peripheral and central nervous systems.”

Exercise Tissue Talk

Also from Endocrine Reviews, associate editor Gregory R.
Steinberg, PhD, and professor of medicine at McMaster
University in Hamilton, Ontario gives “Extracellular Vesicles
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Provide a Means for Tissue Crosstalk during Exercise” top
billing. By Whitham, M., et al., and published in Cell Metabolism
in January, this study lends further credence to the notion
that tissues communicate via signaling proteins circulating in

extracellular vesicles (EVs).

“It is now well established that exercise elicits beneficial
effects across the entire body, but how a contracting muscle
communicated directly with other organs to exert these
effects was not understood,” Steinberg says. In the current
study, Whitham and colleagues used high-performance liquid
chromatography tandem mass spectrometry to identify muscle-
derived cytokines (myokines) that are packaged within EVs and
released from contracting muscles during cycling.

They found that more than 300 proteins were increased with
cycling and that the EVs tend to cluster in the liver. More
research to identify their function is planned. In the meantime,
the existence of an exercise-induced EV proteome suggests that
inter-tissue communication during exercise stimulates essential
biologic processes at the cellular level. “These may be important
for mediating the beneficial effects of exercise across the body,”
Steinberg says.

High Plasma Leptin and Frailty
in Older Adults

Four associate editors for the Journal of the Endocrine Society
weighed in with their selections, each taken from JES.

Takashi Kadowaki, MD, PhD, and principal investigator at the
Kadowaki Lab at the University of Tokyo Hospital in Japan chose
two articles. In “Plasma Leptin Concentration and Sympathetic
Nervous Activity in Older Adults with Physical Dysfunction,” by
Shibasaki, et al., published in September, researchers examined
the relationship between plasma leptin concentration, physical
function, and sympathetic nervous system activity in 69 frail
Japanese adults 75 years old and older. They found that a higher
plasma leptin level is significantly negatively associated with
physical function, independent of age, sex, and body mass index.
No correlation was found, however, between plasma leptin
levels and the sympathetic nervous system, possibly due to the
participants’ older ages.

Furthermore, leptin concen