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Dear Colleagues:

At year’s end and my presiden-
cy’s halfway point, I want to let you 
know about The Endocrine Society’s 
active involvement in the National 
Institutes of Health’s (NIH) evalu-
ation of its grant application peer 
review process. The NIH has under-
taken to comprehensively examine 
its system of peer review and explore avenues to improve 
its already highly respected process. The Society has 
represented endocrinologists and their work throughout 
the year by participating in several of the NIH’s activities 
in this effort. Here I describe two Society initiatives in 
which I was personally involved.

Center for Scientifi c Review
Responsible for the initial review of all grant ap-

plications received by the NIH, the Center for Scientifi c 
Review (CSR) plays an integral part in orchestrating the 
process of assigning grants to review groups with the 
appropriate expertise to provide fair consideration to the 
applications. CSR works within a framework of Integrated 
Review Groups, each comprising several study sections 
with specifi c scientifi c foci, to accomplish this complex 
task. Throughout 2007, CSR 
held a series of “Open House” 
workshops to examine the cur-
rent study section structure and 
determine what changes might 
enhance that structure in the 
changing face of science today. 

You will recall that CSR exam-
ined the structure several years 
ago, resulting in the realignment 
of several study sections, which 
was implemented incrementally 
beginning in October 2003 and ending in February 2005. At 
that time, CSR pledged ongoing surveillance, and the 2007 
Open Houses were part of the fi rst re-examination since 
those changes were put into place.

The Endocrine Society has participated in several of 
these meetings, and the Society’s representatives were 
the voice not only for their own concerns, but also for 
those of all Society members. Prior to participating in 
the meetings, the Society solicited comments from its 
researcher members. These formed the basis of the re-
sponses and statements made by the Society’s represen-
tatives. By this process, the Society offered the oppor-
tunity for all affected members to make their concerns 
heard by CSR. 

The workshops were organized into breakout groups to 
discuss two specifi c questions posed by CSR:

1. What will be the most important questions and/or 
enabling technologies you see forthcoming within 
the science of your discipline in the next 10 years?

2. Is the science of your discipline, in its present 
state, appropriately evaluated within the current 
study section alignment? 

I facilitated a breakout session at the August 24 Open 
House and was impressed with the dialogue that un-
folded there. My belief that the Society needs to remain 
engaged in these activities was solidifi ed as I witnessed 
and participated in the exchange of ideas. These meet-
ings were an opportunity to communicate directly with 
offi cials at CSR and voice our concerns about what is not 
working in the system. CSR has already begun to make 
changes based on things it learned in the early work-
shops, and I am confi dent that it will consider the input 
of the scientifi c community as it moves ahead in its plan-
ning and assessment. 

Peer Review Working Groups
In addition to efforts by CSR, the NIH has also ap-

proached improving peer review from the perspective 
of intramural and extramural 
scientists who are engaged in 
the process from the other side. 
To this end, the NIH has formed 
two working groups—one 
comprising only intramural NIH 
scientists and administrators 
and the other with almost all 
its members from the extramu-
ral scientifi c community. The 
extramural group reports to the 
Advisory Committee of the NIH 

Director and has actively engaged the scientifi c commu-
nity in discussions about peer review at the NIH. 

The group called its fi rst meeting—a consultation 
with professional societies—on July 29. I represented 
the Society at this meeting, and by voicing the concerns 
and ideas of our members learned that they are shared by 
much of the scientifi c community. Some points that I and 
others made included:

• Continuity in the review process is critical to the success 
of resubmitted grants and is the only fair approach for 
those applicants who are not funded on fi rst submission.

• Fair and expert review requires that the best scientists 
participate in the process. The NIH must tie serving on 

Margaret Shupnik, Ph.D.
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study sections to receiving grant 
funding, perhaps by providing 
additional funding or extended 
grants to those grantees who serve.

• Endocrinology (and perhaps other 
specialties) must have a study sec-
tion to review exclusively applica-
tions for clinical studies.

• We need a system to eliminate at 
the very early stages grants that 
have no chance of being funded, 
thereby saving time for both ap-
plicants and reviewers.

Taking Action
As in the case of the Open Houses, 

CSR has already begun to implement 
some of the ideas put forth in this 
meeting. For example, the NIH is 
piloting a two-tiered, or “editorial 
board,” approach to reviews. This was 
raised during the July 29 meeting and 
is intended to improve the quality of 
review for grants that are crosscutting 
or translational in design. 

After participating in 
these efforts, I am especially 
pleased that The Endocrine Soci-
ety is an active voice in the debates. 
It is critical that the Society continue 
its activism in this way, and I am 
committed to making sure endocri-
nology is represented during future 
discussions of peer review at the NIH. 
The NIH is reaching out to us to help 
improve its service to science and 
scientists. We must remain engaged in 
the process so that our voice and our 
concerns will not be lost.  ■

Sincerely,

Margaret Shupnik, Ph.D.
President, The Endocrine Society

Dear Readers,

With this issue of Endocrine News, 
we wrap up another year of monthly 
magazines, each with exciting articles 
about endocrinology breakthroughs. 
This wide fi eld of research and clinical 
practice brims over with discoveries that 
are making signifi cant improvements 
in people’s health worldwide. This year, 
the magazine has carried in-depth fea-
tures on topics ranging from the latest 
osteoporosis treatments to news of a 
new thyroid genetic defect to bariatric 
surgery’s effectiveness against obesity 
and diabetes. We’ve also brought you 
smaller articles on hundreds of news-
worthy research papers and listed career 
and award information about endocri-
nologists around the world. 

In the year ahead, Endocrine 
News will bring you even more unique 

features as we expand our editorial con-
tent. Read about precocious puberty, 
renal complications of diabetes, and en-
docrinologists’ salaries. We will continue 
to offer policy news and to report on ac-
tions that The Endocrine Society—the 
world’s largest endocrine professional 
organization—is taking to promote 
policies that support continued strong 
development of endocrinology. 

From the Endocrine News staff, 
best wishes for a very good 2008!  ■

Sincerely,

Cathy Kristiansen 
Editor
Endocrine News

 FROM THE EDITOR
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Orphan Receptor 
TLX’s Role in 
Developing Brain
➤  TLX is an orphan nu-
clear receptor important in 
vertebrate brain function. 
Mouse mutants lacking TLX 
are pathologically aggres-
sive, and there is evidence 
that TLX deletion might 
have similar behavioral 
effects in humans.

Yanhong Shi, Ph.D., 

at the Beckman Research 
Institute of City of Hope 
National Medical Center in 
Duarte, Calif., and her 
team, earlier showed that 
TLX regulates neural stem 
cell maintenance and self-
renewal in adult mouse 
brains. Because TLX is 
transiently expressed in 
embryonic brains as well 
as at high levels in adult 
brains, the researchers 
hypothesized that it also 

has a role in brain develop-
ment. The results of their 
mechanistic study of TLX’s 
infl uence on embryonic 
neural development in mice 
will appear soon in Molec-
ular Endocrinology.*

The researchers found 
that embryonic brains 
express TLX specifi cally 
in periventricular neural 
stem cells. At embryonic 
day 14.5, 6 days after TLX 
expression begins in wild-
type embryos, TLX-null 
embryos had thinner 
neocortexes with reduced 
nestin labeling and cell 
proliferation in the germi-
nal zone.

Cell cycles were pro-
longed and cell cycle exit 
was increased in TLX-null 
embryonic brains. In-
creased cyclin-dependent 
kinase inhibitor p21 ex-
pression and decreased cy-
clin D1 expression caused 
the reduction in cell cycle 

progression.
However, in TLX-null 

embryonic brains, cell 
proliferation did not 
completely cease, unlike 
in adult brains, suggesting 
that a mechanism exists to 
partially compensate for 
TLX loss during devel-
opment. Transient TLX 
knockdown in wild-type 
embryos to minimize 
compensatory effects led 
to premature cell cycle 
exit and neural stem cell 
differentiation followed by 
outward migration.

The researchers con-
cluded that “TLX plays an 
important role in neural 
development by regulating 
cell cycle progression and 
exit of neural stem cells in 
the developing brain.”  ■

*  Wenwu L, Guoqiang S, Su Y, 

et al., Nuclear receptor TLX 

regulates cell cycle progression in 

neural stem cells of the developing 

brain. Mol Endocrinol, in press.

Infl ammation and 
Obesity in Adolescents
➤ Numerous studies have 
shown that subclinical, 
chronic immune system 
activation precedes type 2 
diabetes mellitus in adults, 
but no comparable data 
are available in young 
people—in whom the role 
of low-grade infl amma-
tion is not confounded 
by cardiovascular disease, 
arthritis, bronchitis, or 
other chronic infl ammatory 
conditions. Scientists at the 
German Diabetes Center in 
Düsseldorf, led by Christian 
Herder, Ph.D., investigated 
the association between 
low-grade infl ammation and 
obesity and glucose me-

tabolism, and whether this 
association is independent 
of obesity. Their results are 
forthcoming in The Journal 
of Clinical Endocrinology 
& Metabolism.*

The team used data and 
serum samples from 519 
adolescents (mean age 15.5 
± 0.8 years), obtained from 
a routine medical check-up 
of schoolchildren. These 
included body mass index 
(BMI), waist circumference 
(WC), fasting glucose, insu-
lin, and homeostasis model 
assessment of basal insulin 
resistance (HOMA-IR), and 
as immunological variables, 
serum concentrations of 
tumor necrosis factor α, 
interleukin (IL)-6, IL-8, 

IL-18, monocyte chemoat-
tractant protein 1, inter-
feron-inducible protein 10, 
and adiponectin.

Obesity was associated 
with up-regulation of pro-
infl ammatory cytokines and 
chemokines and down-
regulation of the anti-
infl ammatory adipokine 
adiponectin. HOMA-IR was 
associated with the same 
pattern of immune activa-
tion as BMI and WC. Asso-
ciations between systemic 
concentrations of immune 
mediators and insulin 
resistance were strongly 
confounded by BMI and 
WC, and to a lesser extent 
by lipid levels. Obesity 
appeared to mediate most 

of the association between 
infl ammation markers and 
insulin resistance. 

The researchers conclude 
that high BMI and large 
WC “are associated with a 
specifi c pattern of low-
grade immune activation in 
adolescents,” the same as 
“seen in insulin-resistant 
boys and girls.” Prospec-
tive studies will clarify how 
subclinical infl ammation 
raises type 2 diabetes risk 
in youth, they say.  ■

*  Herder C, Schneitler S, Rathmann 

W, et al. Low-grade infl ammation, 

obesity and insulin resistance in 

adolescents. J Clin Endocrinol Metab, 

in press.
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