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This commentary highlights some of the most important discoveries in the field of nuclear
receptor control of metabolism that occurred over the past year (2009 to 2010). As might be
expected in a field that encompasses several hundred active laboratories, the task of providing
a balanced look at these discoveries was daunting. Thus, to help make the selection of these
discoveries, a small panel of colleagues was recruited to help. After selecting the top candi-
date discoveries from a Google search and a PubMed search, the panel was asked to rank
them. These final selections were presented at “The Year In Basic Science Session” of the
Annual Meeting of the Endocrine Society, ENDO 2010, the highlights of which are reproduced
in this article. (Molecular Endocrinology 24: 2075–2080, 2010)

In mammals there are 48 nuclear receptor genes, and
they constitute the largest single family of transcription

factors in vertebrates. Most of these receptors are ligand
regulated. Nuclear receptors are commonly divided into
three categories: the endocrine, adopted orphan, and true
orphan receptors. The topics of all the articles highlighted
this year focus on either adopted orphans or true orphans
and include discoveries within the past year that address
five groups of nuclear receptors.

The first group is the peroxisome proliferator-acti-
vated receptors (PPARs). In mammals, there are three
types: PPAR�, PPAR�, and PPAR�. The articles high-
lighting these receptors focused on PPAR� and PPAR�,
whose endogenous ligands are fatty acids. PPAR� also
binds to the fibrate class of drugs while PPAR� binds to
the antidiabetic drugs, thiazolidinediones. The two recep-
tors not only play important therapeutic roles in regulat-
ing metabolism, but they also act as physiologic regula-
tors of starvation, fasting, and refeeding.

The second group of receptors we will discuss is the liver
X receptors (LXRs), which bind oxysterols and are sensors
for cholesterol. They have two primary actions. One is to
regulate cholesterol homeostasis, and the other is to regulate

inflammation. Two of the highlighted articles discuss novel
results related to the roles of LXRs in cholesterol homeosta-
sis and as antiinflammatory modulators.

The third group includes the orphan receptors Rev-
erb� and Rev-erb�. The articles highlighted here specifi-
cally discuss work with Rev-erb�. Rev-erb� is a recently
adopted member of the nuclear receptor superfamily that
is regulated by heme. In this presentation I will discuss a
novel discovery about the role of Rev-erb� in the metab-
olism of heme.

The fourth group of receptors to be discussed is repre-
sented by the liver receptor homolog-1 (LRH-1), a true
orphan receptor. Although phospholipids have been
shown to bind LRH-1, it is not yet clear whether LRH-1
activity is regulated by phospholipids as ligands. LRH-1 is
rather unique in that it has multiple roles, depending on
where and when it is expressed during development and
in adult animals. LRH-1 plays a role in the liver governing
both metabolism and inflammation and it also plays a
unique role during development.

The fifth group of receptors includes the estrogen re-
ceptor-related (ERR) receptors, and here I will focus on
ERR� in particular. Several years ago it was demon-
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strated that the ERRs can bind to synthetic steroids al-
though their endogenous ligands have not been identified.
ERR� is a key regulator of energy metabolism.

PPAR�-inducted hepatokine FGF21 mediates
adaptation to ketosis and starvation through
the coactivator PGC-1�

This discovery was published in two articles (1, 2). The
first was a joint effort from the University of Texas South-
western, from the laboratories of Shawn Burgess and
Steve Kliewer/David Mangelsdorf. This first article is en-
titled “FGF21 Induces PGC-1� and Regulates Carbohy-
drate and Fatty Acid Metabolism during the Adaptive
Starvation Response.” The second article is from Terry
Maratos-Flier’s laboratory at Harvard Medical School
and it is entitled “Fibroblast Growth Factor 21-Deficient
Mice Demonstrate Impaired Adaptation to Ketosis.”

Previous work from both the Maratos-Flier laboratory
and the groups at UT Southwestern had shown that fi-
broblast growth factor (FGF) 21 is a hormone secreted
from the liver in response to starvation, a ketogenic diet,
and fibrate drugs. Fibrate drugs work through PPAR�.
Work from the two laboratories had also shown that
FGF21 is a direct target of PPAR� and is responsible for
many of the downstream effects that permit the body to
adapt to fasting and starvation and to a ketogenic diet.
These effects include increasing lipolysis from adipose
stores. That lipid returns to the liver, where it is oxidized
and used for ketogenesis and gluconeogenesis. FGF21
also plays a prominent role in energy conservation by
decreasing physical activity and body temperature.

The two new articles from these laboratories were the
first to report the phenotype of the FGF21-knockout
mouse. All previous work in the FGF21 field has been
done using gain-of-function studies. The new work dem-
onstrated the physiological importance of these earlier
effects. In addition, this work showed that the energy
homeostatic coactivator, PGC-1� (peroxisome prolifera-
tor-activated receptor � coactivator-1�), mediates many
of the downstream hepatic effects of FGF21.

The UT Southwestern researchers worked with
FGF21-knockout mice that had been fed or fasted. They
used nuclear magnetic resonance (NMR) isotopomer
analysis from perfused livers—that is, an ex vivo study
from the livers of these mice. This analysis allowed them
to directly measure and quantify a number of biological
metabolic processes, including �-oxidation, ketogenesis,
and gluconeogenesis. When wild-type animals were
fasted, the researchers saw a robust activation of the three
processes. What is remarkable about the FGF21-knock-
out mice is that they were completely refractory to this
starvation or fasting response.

This study went on to show that FGF21 induces
PGC-1� as a means to drive many of these activities.
During fasting, FGF21 stimulates the expression of PGC-
1�, which then regulates a number of target genes in-
volved in gluconeogenesis and in fatty acid oxidation.

This regulation is absent in mice lacking FGF21. The
Maratos-Flier researchers also demonstrated that PGC-1�

was no longer regulated in their FGF21-knockout animals.
Furthermore, in mice lacking PGC-1�, the UT Southwestern
researchers showed that PGC-1� was required for many of
the effects of FGF21.

Data from the Maratos-Flier study also showed the
importance of FGF21 in mediating the metabolic effects
of a ketogenetic diet. The most profound effect of such a
diet should be weight loss, but this did not happen in the
FGF21-knockout mice. Instead, they ate more and gained
weight, and they developed severe hepatic-steatosis due to
an inability to appropriately metabolize hepatic lipids.

PPAR� ligands mediate osteoclastogenesis and
bone loss through the coactivator PGC-1�

This discovery comes from the laboratory of Yihong
Wong, an investigator at UT Southwestern. It is entitled
“PGC-1� Mediates PPAR� Activation of Osteoclasto-
genesis and Rosiglitazone-Induced Bone Loss” (3).

The focus of this work was on the mechanism of action
of rosiglitazone, a synthetic PPAR� ligand that is widely
used as an antidiabetic drug. One of this drug’s side effects
is that it induces bone loss. That occurs because rosigli-
tazone enhances osteoclastogenesis and inhibits oste-
oclast-mediated bone formation.

In this study, the researchers identified the mechanism
by which rosiglitazone enhances osteoclastogenesis and
bone resorption. This occurs through a transcriptional
network of three players: PPAR�, PGC-1�, and ERR�.
PPAR� activation induces PGC-1� expression indirectly
by down-regulating �-catenin and c-jun, which leads to
an increase in PGC-1�. PGC-1� then carries out two
functions. The first is to act as a coactivator for PPAR�,
when activated by thiazolidinediones (TZDs), to drive
c-fos induction. This leads to an increase in osteoclast
differentiation. The second function of PGC-1� is to act
as a coregulator of ERR�, which is also induced by TZDs.
This drives the fatty acid oxidation/oxphos pathway and
mitochondrial biogenesis and activation, which are nec-
essary for osteoclast activity. The convergence of these
pathways ultimately enhances osteoclast function.

The researchers identified both PGC-1� and ERR� as
being important in this pathway, using both loss- and
gain-of-function studies. Their data show that, when
given TZDs, there was robust trabecular bone loss in
wild-type mice but that this loss was essentially absent
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in knockout mice. Quantitation by histomorphometry
showed that wild-type animals had an increase in both
osteoclast number and the surface area where bone re-
sorption occurs. Animals that are lacking either PGC-1�

or ERR� were refractory to this activity. This discovery
may have important implications for the design of new
PPAR� agonists that might avoid these side effects.

PPAR� ligands mediate their antidiabetic effects
by blocking cdk5-induced phosphorylation
of PPAR�

This discovery was made by Bruce Spiegelman’s labo-
ratory at the Dana Farber Cancer Institute at Harvard
Medical School. The article reporting the discovery is en-
titled “Antidiabetic Drugs Inhibit Obesity-Linked Phos-
phorylation of PPAR� by Cdk5” (4).

Adipocytes and PPAR� are at the center of the insulin-
resistance/metabolic syndrome. PPAR� is required to
store fat in adipose tissue. Activation by the TZD class of
drugs not only leads to an increase in the storage of fat in
adipocytes but also affects adipokine secretion. In partic-
ular, it up-regulates adiponectin and down-regulates an-
tiinflammatory adipokines. That produces a number of
actions in peripheral tissues. It decreases glucose output in
the liver, increases glucose uptake in muscle, and de-
creases the infiltration of inflammatory macrophages
into fat.

There are three paradoxes regarding PPAR� and insu-
lin resistance. First, partial loss of function mutations in
PPAR� in humans unambiguously cause severe insulin
resistance. Second, PPAR� agonists improve insulin-resis-
tance in diabetes, even though most PPAR� target genes
are already fully “on” in obesity. Third, some PPAR�

ligands with poor agonist activity still have marked an-
tidiabetic actions. These findings have led to a conun-
drum about how these agonists might actually work. The
answer to these puzzling observations may come from
this discovery by Spiegelman’s laboratory.

Normally in the adipocyte, when PPAR� is on, it drives
the expression of the genes that lead to insulin sensitiza-
tion. When high-fat or obese individuals get type 2 dia-
betes, inflammatory cytokines, lipids, and fatty acids sig-
nal to the adipocyte. That causes the activation of cdk5,
which is a kinase that phosphorylates PPAR� at a unique
site in its ligand-binding domain. The consequence of
phosphorylating PPAR� is that doing so represses its ac-
tivity in activating these genes. That leads to insulin resis-
tance and ectopic lipid deposition. The researchers
showed that the antidiabetic agonists may work by pre-
venting PPAR� phosphorylation at that site. This action
results in derepression of key target genes, leading to in-
sulin sensitivity and decreased serum glucose output.

The importance of the phosphorylation status of
PPAR� was further highlighted in a study in humans in
which eight newly diagnosed type 2 diabetics were treated
for six months with 4 mg/d rosiglitazone. The patients
were subjected to glucose clamp studies before and after
treatment, as well as biopsies of their sc fat depots, where
phosphorylation of PPAR� was measured. In seven of the
eight patients, the researchers were able to show a change
in phosphorylation status after treatment. That status
correlated almost perfectly with increased glucose utiliza-
tion and sensitivity in those patients. Taken together, this
work provided the potential explanation for the disparate
effects of PPAR� ligands, and it provides a new avenue for
designing improved PPAR� drugs that might have fewer
side effects and better efficacy.

Nuclear oxysterol receptor LXR regulates
cholesterol uptake by degrading the LDL receptor

This discovery was made by Peter Tononoz’s labora-
tory at the University of California at Los Angeles, and is
entitled “LXR Regulates Cholesterol Uptake through
Idol-Dependent Ubiquitination of the LDL Receptor” (5).

The cell has two main transcriptional mechanisms by
which it senses and regulates cholesterol. The first is un-
der low cellular cholesterol concentrations. In this situa-
tion, the cell is able to up-regulate the import of cholesterol
and increase cellular cholesterol synthesis. This response is
regulated by the transcription factor SREBP-2 (sterol-re-
sponsive element-binding protein-2), which senses low cho-
lesterol levels and then activates cholesterol biosynthesis and
increases the synthesis of low-density lipoprotein (LDL) re-
ceptor (LDLR) to bring cholesterol into the cell. Under
high cholesterol concentrations, another sensing mecha-
nism comes into effect. That mechanism is governed by
LXR, which is activated by oxysterols in response to the
high cholesterol load.

One of LXR’s major target genes, which is expressed in
response to high cellular cholesterol, encodes ABCA1 (a
member of the ATP-binding cassette A transporters).
ABCA1 transports cholesterol out of the cell. LXR also
regulates a second pathway, which is the subject of this
article. That pathway prevents cholesterol uptake into
cells by decreasing LDLR concentrations. Tontonoz and
his colleagues showed that LXR activity induces another
direct target gene that encodes a protein called Idol (in-
ducible degrader of LDLR). This article also showed that
Idol is a specific E3 ubiquitin ligase that targets and de-
grades LDLR and other family members, which occurs in
a variety of peripheral tissues. Interestingly, Idol does not
appear to be regulated by LXR in the liver, which makes
sense considering the liver is the major organ responsible
for removing cholesterol from the body.
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Finally, the researchers showed in a gain-of-function
study that if Idol is overexpressed in the liver using an
adenovirus, it leads to degradation of LDLR. The authors
went on to demonstrate that Idol is an LDLR family–
specific E3 ligase. Together, this work established the im-
portance of the LXR pathway in maintaining cellular cho-
lesterol homeostasis. It also identified Idol as a potential
new player and therapeutic target.

Orphan receptor LRH-1 can replace Oct4 for
programming induced pluripotent stem cells

The next article comes from the laboratory of Huck
Hui Ng at the National University of Singapore, Depart-
ment of Biochemistry, in the Stem Cell Biology Institute,
and it is entitled “The Nuclear Receptor Nr5a2 Can Re-
place Oct4 in the Reprogramming of Murine Somatic
Cells to Pluripotent Cells” (6).

Nr5a2 is the gene code for LRH-1. LRH-1 plays a
major role in metabolism in the liver, but it also has an
interesting role in stem cell biology, as this article demon-
strates. The researchers screened for nuclear receptors
that can enhance the reprogramming of fibroblasts,
using the four Yamanaka factors. Only four factors are
required—Oct4, Sox2, Klf4, and Myc—to reprogram
fibroblasts into pluripotent stem cells. The researchers
showed that two nuclear receptors were able to en-
hance this activity: LRH-1 and the pregnane X recep-
tor. The data showed that a number of nuclear recep-
tors also can dramatically repress reprogramming of
the activity of these receptors.

In the experiment reported in this article, the research-
ers showed that LRH-1 can replace Oct4 but not Sox2 or
Klf4, as one of the factors required for reprogramming.
Austin Cooney’s laboratory had previously shown that
LRH-1 activates Oct4 expression. In this article, the re-
searchers demonstrated that other targets are also acti-
vated and, together with the three known factors, cause
the reprogramming event that makes pluripotent stem
cells. This is the first identification of a transcription fac-
tor that can replace Oct4 for reprogramming. This work
also has another unique aspect. It shows that nuclear re-
ceptors have an interesting function in reprogramming.
Finally, it suggests that there may be multiple ways of
generating pluripotent stem cells.

SUMOylation of LRH-1 and LXR� mediates their
antiinflammatory actions during the hepatic acute
phase response (APR)

The next article comes from Eckardt Treuter’s labora-
tory at the Karolinska Institut in Stockholm. It is entitled
“GPS2-Dependent Corepressor/SUMO Pathways Gov-
ern Anti-inflammatory Actions of LRH-1 and LXR� in
the Hepatic Acute Phase Response (7).

LRH-1 and the LXRs are known not only for their
lipid metabolizing functions but also for their effects on
inflammation. The work reported in this article shows that
treatment with synthetic LXR or LRH-1 agonists induces
specific SUMOylation (post-translational modifications of
Small Ubiquitin-like Modifiers) of both LRH-1 and LXR�.
The SUMOylation of these two proteins leads them to a
transrepression pathway, which is mediated by recruiting
the corepressor integrator protein GPS2. This protein allows
these nuclear receptors, when they are SUMOylated, to as-
sociate with the N-CoR corepressor complex. When they
are associated with the corepressor complex, the complex is
stabilized and that leads to enhanced repression of inflam-
matory gene expression. During inflammation, one of the
actions of the APR is to cause degradation of this corepres-
sor complex. This in turn activates inflammatory gene ex-
pression by preventing the N–CoR complex from binding to
and inhibiting inflammatory gene promoters (e.g., NF-�B).
LRH-1 and LXR� prevent degradation of the N-CoR com-
plex, and this is one of the reasons why these receptors are
able to repress inflammation.

Specifically, the researchers treated hepatocytes with
inflammatory cytokines. This caused increased expres-
sion of the inflammatory marker, haptoglobin. Treat-
ment with an LRH-1 or LXR agonist completely sup-
pressed inflammatory cytokine induction of haptoglobin
gene expression. This transrepression required SUMO-1
for the LRH-1–dependent activity and SUMO-2 and
SUMO-3 for the LXR�-dependent activity. Knocking
down expression of the SUMO proteins with siRNAs
abolished the response to the two receptors’ agonists. The
dependence on SUMOylation of LRH-1 and LXR� for
this activity was shown biochemically in a chromatin im-
munoprecipitation experiment. In this experiment, re-
cruitment of LRH-1 or LXR� to the haptoglobin pro-
moter was compromised when LRH-1 or LXR� were
mutated at their SUMOylation sites. In summary, this
work further strengthened the role of ligand-dependent
transrepression as an important mechanism for nuclear
receptor action and it identified novel roles for both of
these receptors in blocking the hepatic metabolic shut-
down that occurs during the acute phase response.

Orphan receptor Rev-erb� feedback regulates
heme biosynthesis

The next discovery comes from the laboratory of
Mitchell Lazar at the University of Pennsylvania School of
Medicine. The article reporting this discovery is entitled
“Negative Feedback Maintenance of Heme Homeostasis
by Its Receptor, Rev-erb�” (8).

Rev-erb� was first identified as a transcriptional re-
pressor that mediates the negative limb of the circadian
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clock. It binds to genes that are activated by the RAR-
related orphan receptors (ROR) � and �, which are the
positive regulators of the circadian clock. In 2005, Henry
Krause’s laboratory at the University of Toronto demon-
strated that the Drosophila homolog of Rev-erb�, a gene
called E75, was a heme-binding receptor. In 2007, two
independent groups, one from the laboratory of Mitchell
Lazar and one from the laboratory of Tom Burris and
Fraydoon Rastinejad, showed that Rev-erb�, the human
homolog, also binds heme. Those findings provided
strong evidence that heme functions as a Rev-erb� ligand,
which in turn enhances the repression activity of Rev-
erb� by recruiting the co-repressor N-CoR.

Their recent article showed that overexpression of
Rev-erb� causes a decrease in total cellular heme levels,
whereas knocking out Rev-erb� expression causes an in-
crease in heme levels. The principal components of this
feedback loop for the receptor regulating its own ligand
include both Rev-erb� and PGC-1�. When the demand
for energy is high, PGC-1� is active and this coordinately
induces expression of metabolic genes and components of
the circadian clock. Together this activity regulates ex-
pression of ALAS1, which is the rate-limiting enzyme in
the production of heme. Heme is an important cofactor
for oxidative mitochondrial enzymes that are also in-
duced by the PGC-1� pathway. As heme levels rise, they
also bind to Rev-erb�, which, in a coordinated feedback
loop, represses the circadian clock, represses metabolic
gene expression, and represses PGC-1�. This feedback
loop in turn attenuates ALAS1 expression and lowers
heme levels. The biological consequence of this feedback
circuit is that it provides a way to maintain heme levels
within a physiologic range that fluctuates according to
nutrient status—and when more or less energy is needed.

Drosophila orphan receptor DHR96 binds
cholesterol and regulates cholesterol metabolism

This discovery comes from Carl Thummel’s laboratory
at the University of Utah in collaboration with Henry
Krause at the University of Toronto and is entitled “The
Drosophila DHR96 Nuclear Receptor Binds Cholesterol
and Regulates Cholesterol Homeostasis” (9).

An interesting aspect of nuclear receptor phylogenetics
is the variable number of receptors present in different
species. In humans there are 48, half of which are ligands
and half of which are orphans. Drosophila has 21 recep-
tors; two of these have ligands, the rest are orphans.

The discovery by Thummel’s group presents the case
for a third liganded Drosophila orphan receptor, one that
binds cholesterol—making this receptor pathway strik-
ingly similar to the LXR pathway in humans. The authors
purified the Drosophila orphan receptor DHR96 and

showed that it copurifies with a peak that has identical
mass to cholesterol. Furthermore, when the lipid fraction
was extracted from the purified receptor protein and sub-
jected to gas chromatography–mass spectrometry and an
electron ionization spectrum, they discovered one major
peak that comigrated perfectly with the mass of choles-
terol and had its same spectral properties. There were also
some minor peaks, and they were all sterols. These data
strongly suggested that DHR96 can bind cholesterol.
Though it is not yet clear whether cholesterol serves as a
reversible ligand that can regulate DHR96 transcriptional
activity similar to other nuclear receptors like LXR, this
finding prompted the authors to explore the idea that this
receptor may play a role in cholesterol homeostasis.

To that end, the researchers were able to show that
flies, which unlike mammals are auxotrophs for choles-
terol—meaning that they need to acquire cholesterol from
their diet—required DHR96 to respond normally when
fed a high-cholesterol diet. In DHR96 mutant flies a net-
work of gene expression up- or down-regulated by cho-
lesterol was dysregulated. In addition, DHR96-mutant
flies were no longer able to take up cholesterol. Because
these flies cannot repress excess cholesterol uptake, they
accumulated lethal amounts of cholesterol.

The authors went on to show that one of the major reg-
ulators of this pathway is the protein NPC1B, which is the
homolog of the mammalian protein NPC1L1, a target of the
drug ezetimibe and an essential mediator of cholesterol ab-
sorption. When cholesterol concentrations are low, this pro-
tein is highly expressed to permit cholesterol uptake into the
fly. When cholesterol accumulates in flies, expression of
NPC1B is decreased to limit further uptake. This process is
mediated by DHR96, and npc1b expression is dysregulated
in DHR96-null flies. Under low cholesterol concentrations,
DHR96 is permissive, allowing npc1b to be expressed and
promoting cholesterol absorption; when cholesterol concen-
trations are high, DHR96 responds to cholesterol and in
some way that is not yet clear represses NPC1B function,
and this decreases cholesterol absorption. The authors went
on to show that they can rescue the DHR96 null phenotype
by suppressing the expression of npc1b.

C. elegans orphan receptor NHR-49
mediates adaptation to starvation and
reproductive diapause

This work was done in the laboratory of Marc Van Gilst
at the Fred Hutchinson Cancer Research Institute in Seattle.
It is entitled “Starvation Protects Germline Stem Cells and
Extends Reproductive Longevity in C. elegans” (10).

Returning to the number of nuclear receptors in vari-
ous species, the real winner is the nematode, C. elegans
with 284 receptors. Only one of these receptors is known
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to have a ligand, although several of the others have been
shown to have roles in regulating various metabolic pro-
cesses. The discovery in this article characterizes the role
of one of these orphan receptors as a metabolic regulator
during fasting.

The receptor the authors investigated was NHR-49, the
human homolog of HNF4�, a receptor known to be impor-
tant in mammals in nutrient sensing, carbohydrate, and lipid
metabolism. Previous work with Keith Yamamoto and
Marc Van Gilst had suggested NHR-49 might have a similar
role in regulating the fasted state.

In this article, NHR-49 targets were assessed by micro-
array analysis in both fed and fast states, and genes in the
categories of fat and lipid metabolism were found to be
targets, implicating a role in fat expenditure and lipid
partitioning. In addition, the authors performed a two
hybrid screen, and identified three other orphan nuclear
receptors, NHR-80, NHR-13, and NHR-66, which evi-
dently heterodimerize with NHR-49 to promote up-reg-
ulation of lipid synthesis and a repression of sphingolipid
metabolism. These are key events required to survive a
starvation response.

The authors went on to demonstrate that NHR-49 was
required for worms to go into what is called adult repro-
ductive diapause, which is essentially a starvation survival
pathway. In response to three days of starvation, wild-
type worms are able to survive while the NHR-49 mu-
tants do not. The reason they survive is because they can
arrest reproductive development, which is a very energy-
demanding process. The NHR-49 null animals are not
able to arrest reproductive development, and as a conse-
quence they rapidly deplete their energy reserves and die
of starvation.

When the nematodes make the transition from a larval
4 stage to an adult and are ramping up the process of
reproductive metabolism, they require a lot of energy that
comes from their diet. During starvation, when that en-
ergy source is gone, NHR-49 responds by arresting repro-
ductive development and activating a process of autoph-
agy and phagocytosis that allows worms to use their own
body as an energy source to survive starvation. When the
animals start feeding again, the NHR-49 pathway turns
off and the entire reproductive process restarts. A similar
fasting and refeeding switch occurs in mammals, and it is
regulated in part by HNF4, which is the mammalian ho-
molog of NHR-49.
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