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Abstract

Several molecular pathways are currently being targeted in attempts to develop disease-modifying therapies to
slow down neurodegeneration in Parkinson’s disease. Failure of cellular energy metabolism has long been
implicated in sporadic Parkinson’s disease and recent research on rare inherited forms of Parkinson’s disease have
added further weight to the importance of energy metabolism in the disease pathogenesis. There exists a new
class of anti-diabetic insulin sensitizers in development that inhibit the mitochondrial pyruvate carrier (MPC), a
protein which mediates the import of pyruvate across the inner membrane of mitochondria. Pharmacological
inhibition of the MPC was recently found to be strongly neuroprotective in multiple neurotoxin-based and genetic
models of neurodegeneration which are relevant to Parkinson’s disease. In this review, we summarize the
neuroprotective effects of MPC inhibition and discuss the potential putative underlying mechanisms. These
mechanisms involve augmentation of autophagy via attenuation of the activity of the mammalian target of
rapamycin (mTOR) in neurons, as well as the inhibition of neuroinflammation, which is at least partly mediated by
direct inhibition of MPC in glia cells. We conclude that MPC is a novel and potentially powerful therapeutic target
that warrants further study in attempts to slow Parkinson’s disease progression.
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Background
Parkinson’s disease (PD) is traditionally classified as a
movement disorder due to the signature motor deficits
(rigidity, hypokinesia, tremor and postural instability)
resulting from the functional decline and loss of mid-
brain dopaminergic neurons. Importantly, non-motor
deficits including autonomic features (e.g. constipation
and urinary bladder dysfunction), hyposmia, REM sleep
behavior disorder, depression, anxiety and cognitive
deficits are also salient features of the disease [1, 2].
Some of these symptoms and signs even precede the on-
set of motor deficits, often by several years.
The etiopathogenesis of sporadic PD remains enigmatic.

It has been suggested that up to 30% of the collective PD

risk emanates from genetic risk, i.e. genetic polymor-
phisms in over 40 loci, several of which have been sug-
gested to be associated with genes involved in lysosomal
and immune functions [3]. The remaining risk for PD is
suggested to be environmental (e.g. pesticides, dietary
habits, have been implicated) and age related. In fact, age-
ing appears to be the most significant contributor, with
more than 90% of patients being diagnosed at age 60 or
above [4]. Whereas most cases of PD are sporadic, there
are a number of identified dominant and recessive muta-
tions which are associated with parkinsonism that play a
causative role in 5–10% of all PD cases [5, 6]. Rare
mutations are found in the α-synuclein (αSyn) gene, which
encodes the major protein component of Lewy bodies, a
signature neuropathological feature of PD. Other
PD-associated genes are in molecular pathways involved
in vesicular trafficking, lysosomal activity and protein
clearance (e.g. VPS35, GBA and possibly also LRRK2)
[6, 7]. Some PD-associated gene mutations (such as
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PINK1, Parkin and DJ-1) have been linked to mitochon-
drial dysfunction. Specifically, these mutations have been
suggested to increase the generation of cellular reactive
oxygen species [7, 8] and the selective degradation of dys-
functional mitochondria known as “mitophagy” [9, 10].
These discoveries resulted in multiple drug discovery
programs directed at these specific pathways in attempts
to find a disease-modifying therapy [11–14]. Interestingly,
there are parallel drug discovery efforts to find
disease-modifying treatments for Alzheimer’s disease and
other major neurodegenerative diseases [15].
In recent years, there has been a growing appreciation

of commonalities in metabolic impairments between type
2 diabetes and PD. Common metabolic abnormalities, in-
cluding insulin resistance and mitochondrial dysfunction
have been shown to be a part of these apparently disparate
diseases [16–19]. While some studies have suggested an
overlap in the incidence of type 2 diabetes and PD,
possible effects of anti-diabetic drugs on PD progression
remain understudied and controversial.
Nevertheless, the potential links between pathogenic

mechanisms in PD and type 2 diabetes have stimulated
clinical trials in PD using drugs approved for treatment
of diabetes. For instance, Aviles-Olmos and colleagues
demonstrated in a single-blinded trial (evaluation of
most motor symptoms on a video, by a blinded neurolo-
gist) that treatment of moderately advanced PD with the
once-weekly glucagon-like peptide 1 (GLP1)-agonist exe-
natide for 12 months led to better motor and cognitive
scores in the 20 treated patients than in the 24 controls
[20]. Specifically, exenatide-treated patients exhibited
less motor deficits on the Movement Disorders Society
Unified Parkinson’s Disease rating scale (MDS-UPDRS,
part III) at two months after a” washout” of the treat-
ment, which was the predefined primary endpoint [20].
Furthermore, exenatide-treated patients showed less
cognitive decline as assessed by the Mattis dementia
rating scale. Notably, when all the participants of the ori-
ginal cohort were followed for an additional ten months,
i.e. 12 months after cessation of exenatide treatment, the
significant difference between exenatide-treated and
control groups still persisted [21]. In a second study,
patients were injected once weekly with a slow release
form of exenatide (Bydureon) for 48 weeks [22]. Similar
improvements were recorded on MDS-UPDRS (part
III)-defined primary endpoints (but not in Mattis de-
mentia rating scale), with the beneficial effects persisting
for at least 12 weeks after the removal of drug treatment
[22]. In a follow-up analysis of secondary endpoints in
the same study, significant positive effects of exenatide
were noted on several observer and patient-led scales
assessing mood, and these effects were not correlated to
the motor improvement, suggesting that exenatide acts
on multiple brain circuitries [23]. However, neither of

these trials was designed to definitively determine if exe-
natide has a disease-modifying effect in PD, but these
promising proof-of-concept results clearly suggest that a
large multicenter trial is warranted.
Beside the studies on exenatide, several studies have

explored whether the use of other anti-diabetic agents
affect the risk of developing PD. Compared to other an-
ti-diabetic drugs the use of insulin sensitizers, specifically
thiazolidinediones (TZDs) also known as glitazones, were
found to be associated with a reduced risk of developing
PD by almost 30% in two reports [24, 25], although a dif-
ferent study did not replicate these findings [26]. There is
considerable evidence that the first-generation insulin
sensitizer compound pioglitazone, a TZD, is neuroprotec-
tive in cellular and animal models [27, 28]. The only pro-
spective evaluation of this compound in subjects with PD
revealed a trend towards less worsening on MDS-UPDRS
(part III) primary outcome parameters over 44 weeks, al-
though this was not significant [29]. However, there were
several caveats to this particular pioglitazone clinical trial.
For instance, the treatment duration was only 44 weeks,
which is relatively short for detecting disease progression
on the MDS-UPDRS scale, even in a well-powered study.
The treatment duration is especially crucial since pioglita-
zone like other TZDs such as rosiglitazone is primarily an
agonist of the nuclear transcription factor peroxisome
proliferator-activated receptor gamma (PPARγ) and struc-
tural changes in synapses or dendritic spines, which might
take long to develop, have been suggested as potential tar-
get effects of this drug in the brain.
Importantly, a new generation of insulin sensitizers di-

rected against a novel mitochondrial target, rather than
PPARγ are actively being investigated [30]. The newly
identified mitochondrial target of these new compounds
is the mitochondrial pyruvate carrier protein (MPC)
[26–28]. The therapeutic potential of one of these new
insulin sensitizers has been demonstrated in both in
vitro and in vivo models of PD and the data support the
concept that PD-relevant pharmacology is achieved
through partial inhibition of the MPC and attenuation of
pyruvate entry into the mitochondria. Targeting the MPC
potentially causes disease-modifying effects [31]. In this
manuscript, we will briefly discuss the MPC, the concept
behind the development of new insulin sensitizers that
target the MPC, and data supporting the clinical testing of
the MPC targeting compound MSDC-0160 in PD.

The mitochondrial pyruvate carrier: An essential player in
cellular metabolism
Tight regulation of cellular metabolism is required for
maintaining cellular homeostasis and cell survival. Glu-
cose, amino acid and fatty acid metabolism are crucial
cellular metabolic processes with pyruvate being a major
metabolic component in these pathways. The breakdown
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of glucose in the cytosol via glycolysis is an important
means by which the 3-carbon product pyruvate is
generated. Under aerobic conditions, pyruvate can be
converted into acetyl-coenzyme A (acetyl-CoA), an
important molecule that enters the citric acid cycle for
the generation of ATP and other high energy reducing
molecules that power the electron transport system and
maintain cellular energy homeostasis [32, 33]. The con-
version of pyruvate into acetyl-CoA occurs in the mito-
chondrial matrix. Hence, to gain entry into the matrix,
pyruvate requires transport across the outer membrane,
intermembrane and the inner membrane of the mito-
chondria. While pyruvate gets across the outer mito-
chondrial membrane (via porins or non-selective
channels) and intermembrane space with relatively less
burden, the passage across the inner membrane for entry
into the matrix is restricted. Like other metabolites,
pyruvate needs a specific transporter to ferry it across
the inner membrane into the matrix. Evidence from
two labs demonstrate that two mitochondrial inner
membrane proteins are responsible for transporting
pyruvate into the mitochondrial matrix [34, 35].
These proteins have now been named the mitochon-
drial pyruvate carrier proteins 1 (MPC1) and 2
(MPC2), previously known as BRP44L and BRP44,
respectively (for review, see [32, 33]).
Deletion of MPC1 in yeast and mammalian models

leads to defective mitochondrial pyruvate uptake and
oxidation, culminating in cellular pyruvate accumulation
[31, 35]. In contrast to the effect on pyruvate accumula-
tion, knockout of MPC1 or MPC2 causes reductions in
acetyl-CoA and citric acid intermediates in some cell
models [35]. Constitutive knockout of MPC2 leads to
embryonic lethality, but tissue-specific knockouts are be-
ing used to evaluate the importance of MPC in various
tissues [36]. The data from these genetic models there-
fore support the notion that MPC1 and MPC2 are es-
sential for pyruvate transport and metabolism and that
changes in the expression or activity of these proteins
affect mitochondrial metabolism. Structural studies sup-
port this concept and have shown that MPC1 and
MPC2 form a complex that is required for transporting
pyruvate across the mitochondrial inner membrane into
the matrix [37, 38]. The advances made on MPC genet-
ics have revealed what happens when this protein is lost
or is aberrant in humans. Of note, mutations in the
MPC1 gene have been found in some individuals with
defective mitochondrial pyruvate oxidation, hyperpyru-
vatemia and lactic acidosis [35, 39]. These findings dem-
onstrate the clinical relevance of MPC and pyruvate
transport. In addition, although MPC, to the best of our
knowledge, has not been linked to PD and other neuro-
degenerative diseases, abnormalities in MPC activity and
pyruvate transport have been strongly linked to cellular

mechanisms involved in the proliferation of cancer cells
(in the so-called Warburg effect) [37, 40].
Due to the importance of MPC to multiple metabolic

processes, pharmacological inhibitors were pursued, ini-
tially for use in controlling cell proliferation in cancer
models [32, 38]. Given the recent discovery that MPC is
also the target of “insulin sensitizers” thiazolidinediones
(TZDs) [26, 28], selective TZDs are now being evaluated
in metabolic diseases such as type 2 diabetes and
non-alcoholic liver disease [30, 41, 42].

From first generation TZDs to new insulin sensitizers that
target the mitochondrial pyruvate carrier
TZDs belong to a family of heterocyclic compounds
with a five membered C3NS ring introduced in the early
1990s for the treatment of type 2 diabetes [41]. As part
of the key pharmacological effects, TZDs reduce insulin
resistance, which is a primary contributor to the devel-
opment of type 2 diabetes. In people with insulin resist-
ance, the cells fail to produce a normal response to
insulin. Insulin is produced in the body when glucose is
released into the bloodstream following digestion of
carbohydrates. Under normal conditions, the insulin
produced triggers a feedback response in which cells
take up glucose to be broken down into pyruvate that
subsequently enters the citric acid cycle for ATP gener-
ation [43]. This ATP generation prevents the cells from
breaking down fat for ATP production and also reduces
circulating blood glucose to the normal range. In con-
trast, under insulin resistant conditions cells fail to take
up glucose from the circulation, therefore blood glucose
reaches abnormally high levels. The situation is further
worsened when pancreatic beta cells initially increase in-
sulin production and eventually fail, leading to type 2
diabetes. Damaged and dysfunctional mitochondria have
been implicated in insulin resistance. Mitochondrial
abnormalities often lead to build-up of reactive oxygen
species (ROS), which further contributes to insulin re-
sistance [43, 44]. Also autophagy and insulin sensitivity
have been linked, with enhanced autophagy leading to
improved insulin sensitivity in some mouse models [44].
First generation TZDs (“insulin sensitizers”) were

introduced to improve insulin sensitivity in type 2
diabetes. Initially, TZDs were thought to act only by
directly activating the nuclear transcription factor
PPARγ [42, 43]. Once activated, PPARγ stimulates the
transcription of some “metabolism-associated” genes
while repressing others. Clinical studies demonstrated
that TZDs improve whole-body insulin sensitivity in
type 2 diabetes patients, and therefore they were ap-
proved for the treatment of diabetes [44, 45]. However,
troglitazone, the first TZD to be introduced in 1997, was
subsequently found to be uniquely associated with idio-
syncratic hepatotoxicity and was withdrawn from the
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market [45]. The TZDs rosiglitazone and pioglitazone
had no known hepatic side effects but were linked to
edema, bone loss, plasma volume expansion that can
worsen congestive heart failure and weight gain [42,
46, 47]. These side effects, which arise as a result of
the direct activation of PPARγ, have substantially lim-
ited the clinical use of these TZDs.
Over 20 years of clinical research has revealed that

pioglitazone, the weaker of the two PPARγ-activating
TZDs used clinically [48] has a better clinical profile
than rosiglitazone [49, 50]. Although TZD use has been
limited over questions of cardiovascular safety, long term
treatment has been suggested to reduce the risks of
heart attack, stroke [51] and dementia [52]. When
PPARγ was implicated in the side effects of TZDs, re-
search was launched into the precise mechanism of ac-
tion of TZDs and new generations of TZDs that might
bypass PPARγ but still retaining the clinical benefit, were
developed. Chen and colleagues demonstrated that TZD
analogues that do not bind or directly activate PPARγ
can still exhibit similar insulin sensitizing pharmacology
as rosiglitazone and pioglitazone. Moreover, these new
TZD analogues still exerted the same effects on the ex-
pression of metabolic enzymes in hepatocytes derived
from liver-specific PPARγ knockout mice [53]. This find-
ing was important as it suggested that direct activation
of PPARγ, thought to be the primary target of the
first-generation TZDs [48, 54], was not be required to
achieve the well-known pharmacological actions of
TZDs [53]. Thus, other mechanisms could be involved
in the insulin-sensitizing effects of TZDs, an insight that
provided a new route for the development of novel
anti-diabetic drugs [41].
As previously hinted, it eventually emerged that the

primary target for TZDs is MPC [34, 35, 47]. It is now
known that while TZDs vary dramatically in their ability
to directly activate PPARγ they can all attenuate the
transport of pyruvate through MPC [55, 56]. The proto-
ype MPC-targeting drug MSDC-0160 not only improves
insulin-sensitivity, but has also is beneficial is several cell
and animal models of PD (discussed below).

Novel targets of the mitochondrial pyruvate carrier: The
insulin-sensitizing MSDC-0160
Development, clinical effects and safety profile in disease
models and individuals with metabolic disorders
The adverse effects associated with PPARγ activation and
the discovery that the beneficial effects of TZDs do not re-
quire PPARγ prompted the development of novel drugs
with little affinity for PPARγ. Two such drugs are
MSDC-0602 and MSDC-0160. Several studies have shown
that MSDC-0160 is an excellent insulin-sensitizer, despite
the drug and its major hydroxymetabolite having ex-
tremely low affinities for PPARγ (over 250- and

50-fold lower, respectively) compared to rosiglitazone
(Table 1) [30], making it a ‘PPARγ-sparing’ drug. In-
stead MSDC-0160 enhances insulin sensitivity by inhi-
biting the MPC complex. In a Drosophila model of
insulin resistance, treatment with MSDC-0160 signifi-
cantly enhanced insulin sensitivity [47]. This beneficial
effect of the drug was suggested to be mediated by
the MPC complex, as deletion of the Mpc1 ortholo-
gue resulted in a loss of the drug effect in the Dros-
ophila model [47]. Further evaluations indicated that
the drug’s action was, at least in part, related to the
alterations in pyruvate, a key substrate in the citric
acid cycle. These findings place insulin sensitizers
such as MSDC-0160 at the heart of the metabolism
of carbohydrates, amino acids and fatty acids [47].
Notably, dysfunctions of such cellular metabolic path-
ways are implicated in the pathophysiology of insulin
resistance [57, 58].
Based on the attractive pharmacological profile of

MSDC-0160 in preclinical models, it was entered into
clinical trials. A double-blind, randomized phase II b
clinical trial over three months in individuals with type 2
diabetes explored three exposures of MSDC-0160 as
compared to pioglitazone. In this trial, MSDC-0160
reduced plasma glucose and elicited similar beneficial
effects as pioglitazone, but without the undesirable side
effects [52]. Importantly, the trial with MSDC-0160 also
demonstrated that the drug can be dosed to a 50%
higher circulating exposure. The highest MSDC-0160
dose explored produced an area under the curve (AUC)
of 90,000 ng.hr/ml as compared to 60,000 ng.hr/ml for
45 mg pioglitazone (parent and active metabolites).
Table 1 compares the IC50 for the effects of the com-
pounds on binding to PPARγ versus MPC, along with
the Cmax. Based on these data, a phase II a clinical trial
was conducted in subjects with Alzheimer’s disease.
A phase IIa study in non-diabetic subjects with mild

to moderate Alzheimer’s disease demonstrated that
treatment with 150 mg/day MSDC-0160 for three
months resulted in significant changes in the pattern of
18F-2deoxyglucose uptake on positron emission tomog-
raphy (PET) scans as compared to the placebo-treated
subjects [59]. Analysis of these PET scans suggested
increased glucose uptake in brain regions known to be
affected in Alzheimer’s disease suggesting that oral treat-
ment was having central (possibly neuroprotective)

Table 1 Comparison of the half-life and PPARγ binding affinities
of MSDC-0160 and commonly used TZDs

Drug PPARγ binding IC50(μM) MPC binding (μM) Cmax/half life

Rosiglitazone 0.112 1.1 1 µM/3–4 h

Pioglitazone 1.535 1.2 4 µM/5–8 h

MSDC-0160 31.648 1.2 12 µM/12 h
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effects. Attention was then turned to the study of
MSDC-0160 in models of PD where the mechanisms
involved could be probed in more detail [60].

Neuroprotective effects of MSDC-0160 in cell and animal
models of Parkinson’s disease
Recently, we demonstrated that MSDC-0160 attenuated
neurodegeneration in multiple cell and animal models of
PD by a process that includes autophagy augmentation
and inflammation reduction [60]. These effects occurred
both in genetic and neurotoxin-based PD models. These
actions of MSDC-0160 involved effects on both neurons
and glial cells (Fig. 1) [60].
Specifically, the effect of MSDC-0160 was evaluated in

models induced by 1-methyl-4-phenyl-1,2,3,6-tetrahy-
dropyridine/1-methyl-4-phenylpyridinium (MPTP/ MPP+)
and in genetic models with hemizygous loss of Engrailed 1
(En1) in mice or neuronal overexpression of α-synuclein in
Caenorhabditis elegans (C. elegans) [60]. MSDC-0160
treatment protected against MPTP-induced loss of tyrosine
hydroxylase (TH)-immunoreactive neurons, both in those
derived from Lund human mesencephalic (LUHMES) cells
and in TH-immunoreactive mouse primary mesencephalic
neurons. In addition to protecting dopamine neurons in
cell culture, the drug also reduced MPP+ induced dopa-
minergic neuron loss in vivo in C. elegans. Further, the ef-
fect of the drug was evaluated in mammalian models. In
this regard, MPTP was utilized to induce PD-like features
in mice including loss of nigral dopaminergic neurons and
dopaminergic terminals in the striatum. When evaluated
using multiple methods (e.g. cell counts, western blotting
and neurochemistry), the toxic effects of MPTP were sig-
nificantly reduced through pretreatment with MSDC-0160.
A similar protective effect of the drug was observed even
when it was delivered 2 days after MPTP toxicity had been
induced in mice. Behaviorally, MPTP injections caused the
expected impairments in locomotion (reductions in dis-
tance traveled, speed, mobility time in an open field and
time spent on a rotating rod), akin to the hypokinetic syn-
drome of PD. MSDC-0160 treatment mitigated these be-
havioral impairments. Experiments in En1 hemizygous null
mice, that normally exhibit a protracted 40% loss of nigral
dopamine neurons, showed that MSDC-0160 could signifi-
cantly reduce nigrostriatal degeneration and attenuate the
development of motor deficits [60]. Similar to the protect-
ive effect of MPC inhibition using MSDC-0160 on dopa-
minergic neurons, other studies have shown that MPC
inhibition using UK-5099 protects cortical neurons against
excitotoxic injury by modulating glutamate abundance and
release [31, 61]. Given that MSDC-0160 attenuated MPC
in both neurons and microglia in the PD models, it is still
not clear whether the neuroprotective effect of the drug
was due primarily to its action on MPC in either one of
these two cell types or both. The individual far-reaching

effects of MPC modulation in microglia and neurons are
depicted in Fig. 1.

Effects of MSDC-0160 on autophagy in PD models
To understand the mechanism by which MSDC-0160
protects against neurodegeneration, we turned to the
C. elegans PD model [60]. In this worm model, modula-
tion of the function of the MPC1 orthologue rescued
dopaminergic neurons overexpressing A53T α-synuclein
(a mutation that causes autosomal dominant PD in
humans). Downstream of MPC activity and crucial for au-
tophagy is the mammalian target of rapamycin (mTOR)
and its signaling pathway. Thus, we knocked down key
players in the MPC and mTOR pathways using RNA
interference in these worm models and then evaluated if
the effect of MSDC-0160 was maintained. Using this
approach, knockdown of the MPC1 orthologue, and the
mTOR orthologue or its regulators such as AKT-1 and
RHEB-1 prevented the neuroprotection induced by
MSDC-0160, implicating the mTOR pathway as a medi-
ator of MSDC-0160 effects. These effects were similar to
what was previously published in flies, where knockdown
of MPC1 or its modulation with MSDC-0160 altered
AKT phosphorylation status [47]. In contrast, knockdown
of the orthologue of the cellular energy sensor AMPK
(AMP-activated protein kinase which is an upstream regu-
lator of mTOR-mediated autophagy following changes in
cellular energy state) did not prevent the neuroprotection
induced by MSDC-0160 [60].
Complete pharmacological inhibition of MPC using

UK-5099 has been shown not to affect cell viability or
oxygen consumption significantly and maintains a de-
gree of ‘metabolic flexibility’ in healthy cortical neurons
and astrocytes [61]. To define the effects of MPC
inhibition on oxygen consumption in a setting potentially
more relevant to PD, we measured the effects of
MSDC-0160 on oxygen consumption in cultured dopa-
minergic neurons exposed to the mitochondrial complex
inhibitor MPP+. Under these stressful conditions, the drug
normalized oxygen consumption in cells exposed to
MPP+, indicating a direct metabolic effect of MSDC-0160
on mitochondrial respiration, upstream of the mTOR
pathway. Importantly, we also established the effects of
MSDC-0160 on autophagy in vivo. In our in vivo studies
using the MPTP and En1 models, there were abnormal-
ities in mTOR signaling and autophagy, reflected by in-
creases in ratios of p-mTOR/mTOR ratio and the
downstream substrate pS6/S6, as well as changes in DNA
damage responses (REDD1)/β-actin ratios. The abnor-
mally high mTOR activation in these two mouse PD
models were inhibited by MSDC-0160. Most interestingly,
in no case did the treatment with MSDC-0160 reduce the
activity of mTOR under control additions. In other words,
rather than inhibiting mTOR activation, treatment
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Fig. 1 Attenuation of mitochondrial pyruvate transport by MSDC-0160 restores metabolic pathways in neurons and glial cells. a) MSDC-0160
slows the uptake of pyruvate into mitochondria by modulating the mitochondrial pyruvate carrier complex. This lowers the direct usage of
pyruvate as a substrate for the tricyclic carboxylic acid cycle (TCA) and perhaps lowers the production of harmful reactive oxygen species (ROS);
b) Different insults (MPP+, En1−/+ and ɑ-synuclein overexpression) producing Parkinson-related pathophysiology in animal models result in
neurodegenerative changes in neurons and induce reactive microglial cells. These responses involve relative activation of mTOR activity and
changes in AKT activation. In sensitive neurons, this is associated with reduced autophagy and increased cell death. Similar changes in mTOR and
AKT are observed in microglial cells correlating with increased inflammation including increases in inducible nitric oxide synthase and cytokine
release. During the process of neurodegeneration, pathogen-associated and damage-associated pattern molecules (PAMPS and DAMPS) activate
microglial cells resulting in the release of pro-inflammatory molecules; c) Attenuation of pyruvate uptake by MSDC-0160 has direct effects on
both neurons and microglia counteracting the effects of the environmental and genetic insults. The attenuation of pyruvate uptake by
mitochondria in multiple cell types changes the metabolic balance signals in a way that attenuates the activation of mTOR, while activating the
autophagic pathway. The overall protection and recovery from the Parkinson-related pathophysiology involved direct effects on both neuronal
and glial cells. The direct effects of MSDC-0160 on glial cells may also indirectly affect other cell types due to the release of pro-inflammatory
cytokines. Inhibiting the mitochondrial pyruvate carrier complex via MSDC-0160 restores oxidative consumption in glial cells leading to
downstream alterations in the mTOR signaling pathway and a consequent reduction of pro-inflammatory molecules. This metabolic rewiring
alters the activation state of microglial cells which is beneficial for limiting the neurodegenerative process. The study of interactions between
neuronal and glial cells, as well as cells within the central and peripheral nervous system may aid in understanding the impact of metabolic
modulators on these processes and help in the design of clinical trials and novel drugs
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prevented the over-activation of mTOR caused by the
various manipulations. In addition, the En1 mouse PD
model exhibited abnormally low ratios of the autophagy
markers LC3b/β-actin and p62/β-actin, which was cor-
rected by MSDC-0160 [60]. Together, our study revealed
that MPC inhibition by MSDC-0160 leads to
normalization of oxygen consumption in compromised
cells and it protects against neuronal loss by inhibiting
mTOR and enhancing autophagy. Notably, the onset of
the aforementioned effects on mitochondrial respiration
was within a few minutes of exposure to MSDC-0160,
while changes in autophagy pathways took more than
24 h to be apparent. Thus, it remains to be established
precisely how mTOR inhibition is achieved following
MPC inhibition, and the metabolic events that follow the
immediate effects on mitochondrial respiration and that
precede changes in the mTOR pathway still need to be
elucidated. A greater understanding of these changes will
solidify the MPC as a therapeutic target in PD and might
reveal new molecular targets for intervention.

Anti-inflammatory effects of MSDC-0160 in the PD models
Neuroinflammation is considered to play a major role in
the pathophysiology of PD [62, 63]. Therefore, we
further assessed the effect of MSDC-0160 on neuroin-
flammatory markers in different PD models [60]. In both
mouse models (MPTP and En1+/−), MSDC-0160
reduced the microglial marker ionized calcium-binding
adapter molecule 1 (Iba-1), the astrocyte marker glial
fibrillary acidic protein (GFAP), and the expression of
the inducible nitric oxide synthase (iNOS) in the mid-
brain, indicative of reductions in microgliosis and astro-
gliosis. Further experiments using a microglial cell line
(BV2 cell line) and mouse primary microglial cells re-
vealed that MSDC-0160 prevented lipopolysaccharide
(LPS)-induced nitrite production and iNOS expression.
Moreover, while phosphorylated p65 were found to
accumulate in the nucleus of BV2 cells exposed to LPS,
MSDC-0160 prevented this nuclear accumulation, per-
haps as a result of the inhibition of NFκB (a transcrip-
tion factor involved in inflammatory responses). As
expected from the decreases in inflammatory markers,
there were also reductions in the release of proinflam-
matory cytokines from LPS-stimulated BV2 cells that
were exposed to MSDC-0160. Specifically, MSDC-0160
reduced LPS-induced release of the cytokines IL-1β,
TNF-α and IL-6, consistent with an inhibition of neuro-
inflammation (Fig. 1b-c).
From a mechanistic point of view, it is clear that glial

cells and neurons communicate in vivo, and it is possible
that MSDC-0160 could have influenced either neuronal
survival or glial activation states indirectly. However, in
vitro experiments where neurons and glia are cultured
separately, like those discussed above, indicate that

MSDC-0160 has direct effects on both cell types. In
addition, application of MSDC-0160 to LPS-treated BV2
cells also restored mitochondrial oxygen consumption
back to normal levels within minutes of the drug being
added to the culture [60]. Notably, in the absence of cell
stressors or genetic changes we observed no measurable
effects of MSDC-0160 on the different markers we mon-
itored in either neurons or BV2 cells, or in the mouse
models in vivo. This strongly suggest that modulation of
the activity of MPC, a pharmacology that also improves
insulin sensitivity [53], directly impacts the pathophysi-
ology relevant to PD in both glial cells and neurons
without significantly altering their normal biology.
Therefore, MPC appears to be a particularly attractive
molecular target for disease modification in PD.

General cellular mechanisms associated with mitochondrial
pyruvate carrier modulation and MSDC-0160 action
As discussed above, the mitochondrial pyruvate complex
subunits, MPC1 and MPC2, are well conserved such
that the human proteins can completely substitute for
the yeast proteins in yeast knockouts [34, 35]. A growing
body of literature is defining the function of this protein
complex and several reviews of the current understand-
ing are available [33, 64]. One can imagine that since
these proteins are so well conserved, it is likely that the
complex, as a major entry point of carbohydrate metab-
olism into the mitochondrion, may have evolved to con-
trol multiple inputs for the coordination of cellular
respiration and metabolic processes. Thus far, it is un-
known whether any human mutations or abnormalities
in the MPC are associated with clinical PD or other neu-
rodegenerative disorders. Interestingly, constitutive
knockout experiments in mice have shown that Mpc2
gene disruption results in the death of these animals
between embryonic days 11 and 14 [36]. In contrast,
selective knockdown of these proteins in cultured cells
does not appear to have any major adverse effects on cell
viability [31]. Despite the tolerance of MPC loss in cul-
tured cells in both knockdown studies and experiments
with the irreversible MPC inhibitor UK-5099, there is
evidence indicating that inhibition of pyruvate entry at
this site results in changes in the metabolism of amino
acids that supply alternative sources of carbon to the
mitochondrial metabolic pathway [31, 65]. This suggest
that some sort of metabolic rewiring takes place to
compensate for the loss of pyruvate entry into the mito-
chondria via the MPC complex and that mitochondrial
metabolism can be reprogrammed to use alternative
carbon sources for respiration.
A number of compensatory mechanisms have so far

been suggested (see Figs 1 and 2). For instance: (a) MPC
inhibition using UK-5099 has been shown to increase
the utilization of glutamine and glutamate [66], which may
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serve as alternative carbon sources, to compensate for the
limited pyruvate oxidation. Mitochondrial malic enzyme
may also facilitate the conversion of glutamine-derived
malate to pyruvate, thus supplying a local pyruvate pool for
cellular respiration. Interestingly, Divakaruni and col-
leagues have shown that by increasing glutamate oxidation,
UK-5099 protects against excitotoxic neuronal death [61].
This effect occurred in isolated neuronal cells, but it is
likely there would be similar effects in glia and this could
contribute to the effects of the drug in vivo; (b) reduction
of MPC also increases the cellular accumulation of other
amino acids such as aspartate and lactate, while decreasing
citrate and alanine levels [31, 66] and these changes may
play various roles in maintaining cellular respiration. The
pyruvate-alanine shuttle, for example, is considered to be a
particularly important compensatory mechanism [67, 68],
since the enzyme alanine aminotransferase can facilitate
the conversion of cytosolic pyruvate into alanine, which
could then enter the mitochondrial matrix where it can be
transaminated back to pyruvate to feed the citric acid cycle;
(c) Finally, limiting MPC-mediated uptake of pyruvate in-
creases the oxidation of some fatty acids [31], a cellular
event that generates a different source of acetyl-CoA for
cellular respiration. Overall, following MPC inhibition,

several alternative pathways exist for ensuring the mainten-
ance of mitochondrial respiration. It is unknown, however,
which of these pathways are most significant as alternative
carbon sources for respiration in neuronal cells and ensur-
ing neuronal cell survival.
Of particular interest to neuronal cell survival is the

ability of MSDC-0160 to reduce the activation state of
mTOR in PD models and the consequent enhancement
of autophagy [60]. Autophagy ensures the removal of
damaged or unwanted cellular components, a process
mediated by the lysosome. Indeed, mTOR signaling and
autophagy are known to be intimately linked, and have
been strongly associated with PD together with lysosomal
dysfunction [6]. Several genes related to lysosomal traf-
ficking, lysosomal function and hence autophagy [e.g.
LRRK2, GBA, ATP13A2, RAB7L1, etc.] have been impli-
cated in PD [6] and genome-wide association studies sug-
gest that polymorphisms in loci close to genes controlling
proteins in the lysosomal-autophagy pathway influence
the risk for sporadic PD [69]. Chemical compounds such
as the mTOR inhibitor rapamycin induce autophagy by
boosting lysosomal biogenesis and protect against dopa-
minergic neurodegeneration in animal models of PD [70].
Importantly, removal of aggregated α-synuclein, a major

Fig. 2 Mechanisms potentially underlying the beneficial effects of MSDC-0160. The drug’s action in Parkinson’s disease may include metabolic
rewiring following inhibition of pyruvate uptake and downstream effects on mTOR and its associated pathways. We propose two hypotheses
(mechanism A, left column and mechanism B, right column) to explain the observed effects of MSDC-0160. Mechanism A: (a) Activated mTORC1
inhibits insulin receptor substrate (IRS1) through a phosphorylation of serine residues. This inhibition of IRS1 results in dampened autophagy and
enhanced inflammatory mechanisms; (b) Inhibition of mTORC1 (by MSDC-0160) may allow IRS1 signaling which may culminate in enhanced
autophagy and cytoprotection. As an alternative mechanism (Mechanism B): (a) Activated mTORC1 is known to promote anabolic processes while
inhibiting catabolic processes like autophagy; (b) Conceivably, MSDC-0160 treatment may also inhibit mTORC1 through AMPK activity, which
could promote autophagic mechanisms while also minimizing inflammation
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player in PD or blocking the prion-like spread of aggre-
gated α-synuclein, are considered to be some of the most
promising strategies that could positively alter disease pro-
gression [71]. Indeed, autophagy induction by mTOR in-
hibition and restoration of lysosomal activity may be
valuable approaches to restore protein homeostasis and
protect against neuronal cell death.
The exact relationship between autophagy induction

and the upstream mitochondrial metabolic changes in-
duced after MPC inhibition with MSDC-0160 are not fully
known. Interestingly, the cellular energy sensor AMPK is
known to function as an adaptor molecule ensuring cellu-
lar energy homeostasis, stimulation of glycolysis, induc-
tion of fatty acid oxidation and autophagy activation
(Fig. 2, Mechanism B) [72]. It remains to be assessed
whether AMPK plays a role in linking the cellular energy
state with autophagy, following MPC inhibition using
MSDC-0160 in in vitro and rodent models. In any event,
activated mTORC1 is known to inhibit insulin receptor
substrate (IRS1) signaling, which may also decrease au-
tophagy. Therefore, it is possible that preventing
over-activation of mTORC1 (by MSDC-0160) promotes
IRS1 signaling, and that this results in enhanced autoph-
agy and cellular protection (Fig. 2, Mechanism A) [73, 74].
Another interesting line of evidence suggests that specific
changes in phosphatidylinositol metabolism can selectively
repress mTORC1 activity [75], and this may provide a link
between cellular metabolic state and autophagy induction
via mTOR. Further investigations are needed to define the
exact mechanisms underlying the protective effects of
MPC inhibition. Importantly, growing evidence also asso-
ciates PD with epigenetic changes [76], and these epigen-
etic changes are likely under metabolic control. A way to
shed more light on this would be to examine the impact
of MPC inhibition-induced epigenetic changes on lyso-
somal function [6]. If MPC inhibition (e.g. using
MSDC-0160 or UK-5099) causes robust epigenetic
changes, they might be used as biomarkers of target en-
gagement in future clinical trials.
MPC inhibition using UK-5099 transiently inhibits

ATP generation in cultured neurons [61], which is pre-
dicted to increase mitophagy, along with other autopha-
gic processes. Notably, dysfunction in mitochondrial
quality control mechanisms including mitophagy is impli-
cated in some genetic forms of PD. Specifically, PINK1
and Parkin, which are mutated in some autosomal reces-
sive forms of PD, are believed to work together to pro-
mote autophagy/mitophagy, and participate in the
removal of damaged mitochondria [77, 78]. Chemicals
that uncouple or stress mitochondria and limit ATP pro-
duction can activate PINK1/Parkin-dependent mitophagy
[77, 78]. However, whether or not enhancing mitophagy
by this mechanism would have beneficial effects is uncer-
tain and requires further study.

Clinical implications and future perspectives
Mitochondrial function is not limited to ATP gener-
ation, as they also contribute with dynamic signals
that respond to changes in the surrounding environ-
ment. Inhibiting pyruvate entry into the mitochondria
may rewire cellular homeostasis by changing metabol-
ism of amino acids that supply alternative sources of
carbon to the mitochondrial metabolic pathway. In
particular, pyruvate entry inhibition may cause
changes in glutamine and glutamate utilization,
pyruvate-alanine shuttle and fatty acid oxidation,
which could in turn trigger downstream changes in
mTOR activation, autophagy and inflammatory path-
ways in neuronal and glial cells. Evidence from studies
using MPC inhibitors such as the first generation TZDs,
MSDC-0160 and UK-5099 indicate that MPC inhibition
indeed causes significant changes in mitochondrial metab-
olism and cellular homeostasis [31, 60, 61]. The metabolic
and cellular changes may restore abnormalities in circulat-
ing glucose levels and insulin sensitivity in individuals with
type 2 diabetes that receive the first generation TZDs or
MSDC-0160.
While MSDC-0160 protects against neuronal cell

death in multiple PD models, through a variety of
attractive mechanisms, a number of critical questions
remain to be addressed before clinical trials start:

(a). MSDC-0160 has been shown to slow the entry of
pyruvate into the mitochondria with consequential
effects on limitation of mTOR activation and the
restoration of autophagy. The mechanism also
includes the inhibition of inflammatory cytokine
release [60]. But how does the inhibition of
pyruvate entry into the mitochondria rewire
mitochondrial metabolism? And what precise
mechanisms link the metabolic effects of the drug
with its downstream autophagic and anti-
inflammatory effects? Determining the full scope of
metabolic events and signaling pathways that
change in response to MPC inhibition, might shed
further light on the mechanism(s) by which the
MPC inhibition protects neurons in PD models.

(b).Does MPC inhibition protect against α-synuclein
accumulation and its toxic effects? Do the positive
downstream effects of MPC inhibition on autoph-
agy counteract α-synuclein aggregation or slow
down the prion-like spread of α-synuclein, as
this might be a predicted consequence of mTOR in-
hibition [69, 70]? Several studies have shown that
improving autophagy can reduce α-synuclein bur-
den [79]. Therefore, preventing over-activation of
mTOR through of MPC inhibition might protect
against
α-synuclein accumulation.
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(c). Is the MPC inhibitor MSDC-0160 effective in
reducing non-motor effects of PD? Recent research
has implicated neuroinflammation as a contributor
to the many non-motor signs and symptoms seen
in PD [80, 81]. Therefore, the anti-inflammatory
effects of MSDC-0160 in the brain might reduce
these manifestations of PD.

(d).Are the potentially beneficial effects of MPC
inhibition in the brain primarily mediated via direct
actions on neurons or glia, or do they both respond
favorably to MPC inhibition under conditions of
cell stress?

(e). Are possible neuroprotective effects of MSDC-0160
secondary to metabolic effects in the periphery?
While the effects on the central nervous system
might result from a direct action of the drug in the
brain, it might also be secondary to changes in the
metabolic milieu induced by peripheral actions.

(f ). Does MPC inhibition cause epigenetic changes? It
would be interesting to define any potential MPC
inhibition-induced epigenetic changes in PD
models. As mentioned earlier, such epigenetic
changes could constitute biomarkers of target
engagement in clinical trials.

(g).Will MPC inhibition by MSDC-0160 have synergis-
tic effects with other anti-diabetic drugs in PD? It is
possible that combinations of drugs with metabolic
actions could be additive or even synergistic. As
already mentioned, the GLP1 agonist exenatide was
recently suggested to modify progression of motor
symptoms in PD [22]. Interestingly, treatment of
diabetes with exenatide is known to work well
together with the pioglitazone and delays the need
for insulin replacement [82]. This raises the import-
ant question of whether MPC inhibitor MSDC-like
0160 might synergize with the effects of GLP1
agonists in the nervous system.

Conclusion
In summary, modulating cellular metabolism appears to
be a promising approach to slow PD progression. This
realization comes from a convergence of information
which includes understanding that there is a metabolic
component to PD pathophysiology; promising clinical
trials on GLP-1R agonists in PD and the realization that
MPC is a novel target of new insulin sensitizers that can
be targeted with clinically safe drugs that show promis-
ing effects in laboratory models of PD. We suggest that
clinical studies should be initiated to determine the po-
tential of MSDC-0160 as a disease-modifying therapy in
PD. In parallel, mechanism of action studies addressing
the questions outlined above may “connect the dots”
and explain how modulating metabolism by MPC inhib-
ition might promote neuroprotection. Such studies could

also lead to the development of biomarkers which can be
used in clinical trials and could provide insights into
whether combination therapies with other anti-diabetic
drugs are warranted.

Abbreviations
Acetyl-CoA: acetyl-coenzyme A; AUC: Area under the curve; En1: Engrailed 1;
GLP-1: Glucagon-like peptide 1; LUHMES: Lund human mesencephalic; MDS-
UPDRS: Movement disorders society unified Parkinson’s disease rating scale;
MPC: Mitochondrial pyruvate carrier; MPTP/ MPP+: 1-methyl-4-phenyl-1,2,3,6-
tetrahydropyridine/1-methyl-4-phenylpyridinium; mTOR: Mammalian target
of rapamycin; PD: Parkinson’s disease; PET: Positron emission tomography;
PPARγ: Peroxisome proliferator-activated receptor gamma; ROS: Reactive
oxygen species; TCA: Tricyclic carboxylic acid cycle; TH: Tyrosine hydroxylase;
TZDs: Thiazolidinediones

Ethical approval and consent to participate
Not applicable.

Funding
WP acknowledges funding from FWO Flanders, Fulbright and Integrated
DNA Technologies (IDT) (postdoctoral fellowship award to WP). PB
acknowledges support from the Cure Parkinson’s Trust UK and Van Andel
Research Institute that is relevant to the content of this review article.

Authors’ contributions
PB and JC conceived and designed the manuscript. EQ, WP, JWL and DKS
drafted the manuscript, along with PB and JC. All authors revised the initial
draft, as well as read and approved the final manuscript.

Competing interests
PB has received commercial support as a consultant from Renovo Neural,
Inc., Cellular Dynamics International, Axial Biotherapeutics, Roche, Teva Inc.,
Lundbeck A/S, NeuroDerm, AbbVie, ClearView Healthcare, FCB Health, IOS
Press Partners and Capital Technologies, Inc. PB has ownership interests in
Acousort AB. EQ and PB are conducting sponsored research on behalf of
Roche and Lundbeck A/S. JC is co-founder and part-owner of MSDC.

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

Author details
1Center for Neurodegenerative Science, Van Andel Research Institute, Grand
Rapids, 333 Bostwick Ave, Michigan 49503, USA. 2KU Leuven, Laboratory for
Gene Therapy and Neurobiology, 3000 Leuven, Belgium. 3Stanford Udall
Center, Department of Pathology, Stanford University, Palo Alto, CA, USA.
4Neurology, Beth Israel Deaconess Medical Center and Harvard Medical
School, Boston, MA, USA. 5Metabolic Solutions Development Company,
Kalamazoo, MI 49007, USA.

Received: 21 March 2018 Accepted: 17 May 2018

References
1. Przedborski S. The two-century journey of Parkinson disease research. Nat

Rev Neurosci. 2017;18:251–9.
2. Kalia LV, Lang AE. Parkinson’s disease. Lancet Lond Engl. 2015;386:896–912.
3. Mullin S, Schapira A. The genetics of Parkinson’s disease. Br Med Bull.

2015;114:39–52.
4. Hirsch L, Jette N, Frolkis A, Steeves T, Pringsheim T. The incidence of

Parkinson’s disease: a systematic review and meta-analysis.
Neuroepidemiology. 2016;46:292–300.

5. Lill CM. Genetics of Parkinson’s disease. Mol Cell Probes. 2016;30:386–96.
6. Abeliovich A, Gitler AD. Defects in trafficking bridge Parkinson’s disease

pathology and genetics. Nature. 2016;539:207–16.
7. Siddiqui A, Chinta SJ, Mallajosyula JK, Rajagopolan S, Hanson I, Rane A, et al.

Selective binding of nuclear alpha-synuclein to the PGC1alpha promoter
under conditions of oxidative stress may contribute to losses in

Quansah et al. Molecular Neurodegeneration  (2018) 13:28 Page 10 of 12



mitochondrial function: implications for Parkinson’s disease. Free Radic Biol
Med. 2012;53:993–1003.

8. Shin J-H, Ko HS, Kang H, Lee Y, Lee Y-I, Pletinkova O, et al. PARIS (ZNF746)
repression of PGC-1α contributes to neurodegeneration in Parkinson’s
disease. Cell. 2011;144:689–702.

9. Narendra D, Tanaka A, Suen D-F, Youle RJ. Parkin-induced mitophagy in the
pathogenesis of Parkinson disease. Autophagy. 2009;5:706–8.

10. Vives-Bauza C, Zhou C, Huang Y, Cui M, de Vries RLA, Kim J, et al. PINK1-
dependent recruitment of Parkin to mitochondria in mitophagy.
Proc Natl Acad Sci U S A. 2010;107:378–83.

11. Soto-Ortolaza AI, Ross OA. Genetic susceptibility variants in parkinsonism.
Parkinsonism Relat Disord. 2016;22(Suppl 1):S7–11.

12. Trinh J, Farrer M. Advances in the genetics of Parkinson disease.
Nat Rev Neurol. 2013;9:445–54.

13. Santos CMM. New agents promote neuroprotection in Parkinson’s disease
models. CNS Neurol Disord Drug Targets. 2012;11:410–8.

14. Chan SL, Tan E-K. Targeting LRRK2 in Parkinson’s disease: an update on
recent developments. Expert Opin Ther Targets. 2017;21:601–10.

15. Cummings J, Lee G, Mortsdorf T, Ritter A, Zhong K. Alzheimer’s disease drug
development pipeline: 2017. Alzheimers Dement Transl Res Clin Interv.
2017;3:367–84.

16. Cereda E, Barichella M, Pedrolli C, Klersy C, Cassani E, Caccialanza R, et al.
Diabetes and risk of Parkinson’s disease: a systematic review and
meta-analysis. Diabetes Care. 2011;34:2614–23.

17. Yue X, Li H, Yan H, Zhang P, Chang L, Li T. Risk of Parkinson disease in
diabetes mellitus: an updated meta-analysis of population-based cohort
studies. Medicine. 2016;95:e3549.

18. De Pablo-Fernandez E, Sierra-Hidalgo F, Benito-León J, Bermejo-Pareja F.
Association between Parkinson’s disease and diabetes: data from NEDICES
study. Acta Neurol Scand. 2017;136:732–6.

19. Athauda D, Foltynie T. Insulin resistance and Parkinson’s disease: a new
target for disease modification? Prog Neurobiol. 2016;145–146:98–120.

20. Aviles-Olmos I, Dickson J, Kefalopoulou Z, Djamshidian A, Ell P, Soderlund T,
et al. Exenatide and the treatment of patients with Parkinson’s disease.
J Clin Invest. 2013;123:2730–6.

21. Aviles-Olmos I, Dickson J, Kefalopoulou Z, Djamshidian A, Kahan J, Ell P, et
al. Motor and cognitive advantages persist 12 months after exenatide
exposure in Parkinson’s disease. J Park Dis. 2014;4:337–44.

22. Athauda D, Maclagan K, Skene SS, Bajwa-Joseph M, Letchford D,
Chowdhury K, et al. Exenatide once weekly versus placebo in Parkinson’s
disease: a randomised, double-blind, placebo-controlled trial. Lancet.
2017;390:1664–75.

23. Athauda D, Maclagan K, Budnik N, Zampedri L, Hibbert S, Skene SS, et al.
What effects might exenatide have on non-motor symptoms in Parkinson’s
disease- a post hoc analysis. J Park Dis. 2018, in press.

24. Brakedal B, Flønes I, Reiter SF, Torkildsen Ø, Dölle C, Assmus J, et al.
Glitazone use associated with reduced risk of Parkinson’s disease.

Mov Disord. 2017;32:1594–9.
25. Brauer R, Bhaskaran K, Chaturvedi N, Dexter DT, Smeeth L, Douglas I.

Glitazone treatment and incidence of Parkinson’s disease among people
with diabetes: a retrospective cohort study. PLoS Med. 2015;12:e1001854.

26. Connolly JG, Bykov K, Gagne JJ. Thiazolidinediones and Parkinson disease: a
cohort study. Am J Epidemiol. 2015;182:936–44.

27. Pinto M, Nissanka N, Peralta S, Brambilla R, Diaz F, Moraes CT. Pioglitazone
ameliorates the phenotype of a novel Parkinson’s disease mouse model by
reducing neuroinflammation. Mol Neurodegener. 2016;11:25.

28. Chen J, Li S, Sun W, Li J. Anti-diabetes drug pioglitazone ameliorates
synaptic defects in AD transgenic mice by inhibiting cyclin-dependent
kinase5 activity. PLoS One. 2015;10:e0123864.

29. NINDS Exploratory Trials in Parkinson Disease (NET-PD) FS-ZONE
Investigators. Pioglitazone in early Parkinson’s disease: a phase 2,
multicentre, double-blind, randomised trial. Lancet Neurol.
2015;14:795–803.

30. Colca JR, Tanis SP, McDonald WG, Kletzien RF. Insulin sensitizers in 2013:
new insights for the development of novel therapeutic agents to treat
metabolic diseases. Expert Opin Investig Drugs. 2014;23:1–7.

31. Vacanti NM, Divakaruni AS, Green CR, Parker SJ, Henry RR, Ciaraldi TP, et al.
Regulation of substrate utilization by the mitochondrial pyruvate carrier.
Mol Cell. 2014;56:425–35.

32. Schell JC, Rutter J. The long and winding road to the mitochondrial
pyruvate carrier. Cancer Metab. 2013;1:6.

33. Vanderperre B, Bender T, Kunji ER, Martinou J-C. Mitochondrial pyruvate
import and its effects on homeostasis. Curr Opin Cell Biol.
2015;33:35–41.

34. Herzig S, Raemy E, Montessuit S, Veuthey J-L, Zamboni N, Westermann B, et
al. Identification and functional expression of the mitochondrial pyruvate
carrier. Science. 2012;337:93–6.

35. Bricker DK, Taylor EB, Schell JC, Orsak T, Boutron A, Chen Y-C, et al. A
mitochondrial pyruvate carrier required for pyruvate uptake in yeast,
Drosophila, and humans. Science. 2012;337:96–100.

36. Vigueira PA, McCommis KS, Schweitzer GG, Remedi MS, Chambers KT, Fu X,
et al. Mitochondrial pyruvate carrier 2 Hypomorphism in mice leads to
defects in glucose-stimulated insulin secretion. Cell Rep. 2014;7:2042–53.

37. Compan V, Pierredon S, Vanderperre B, Krznar P, Marchiq I, Zamboni N, et
al. Monitoring mitochondrial pyruvate carrier activity in real time using a
BRET-based biosensor: investigation of the Warburg effect. Mol Cell.
2015;59:491–501.

38. Bender T, Pena G, Martinou J-C. Regulation of mitochondrial pyruvate
uptake by alternative pyruvate carrier complexes. EMBO J. 2015;34:911–24.

39. Brivet M, Garcia-Cazorla A, Lyonnet S, Dumez Y, Nassogne MC, Slama A, et
al. Impaired mitochondrial pyruvate importation in a patient and a fetus at
risk. Mol Genet Metab. 2003;78:186–92.

40. Liberti MV, Locasale JW. The Warburg effect: how does it benefit Cancer
cells? Trends Biochem Sci. 2016;41:211–8.

41. Colca JR. The TZD insulin sensitizer clue provides a new route into diabetes
drug discovery. Expert Opin Drug Discov. 2015;10:1259–70.

42. Chang E, Park C, Park SW. Role of thiazolidinediones, insulin sensitizers, in
non-alcoholic fatty liver disease. J Diabetes Investig. 2013;4:517–24.

43. Insulin WG, Resistance I. Clin Biochem Rev. 2005;26:19–39.
44. Guo Q, Xu L, Li H, Sun H, Wu S, Zhou B. 4-PBA reverses autophagic

dysfunction and improves insulin sensitivity in adipose tissue of obese
mice via Akt/mTOR signaling. Biochem Biophys Res Commun.
2017;484:529–35.

45. Watkins PB, Whitcomb RW. Hepatic dysfunction associated with
troglitazone. N Engl J Med. 1998;338:916–7.

46. Nesto RW, Bell D, Bonow RO, Fonseca V, Grundy SM, Horton ES, et al.
Thiazolidinedione use, fluid retention, and congestive heart failure: a
consensus statement from the American Heart Association and American
Diabetes Association. Diabetes Care. 2004;27:256–63.

47. Colca JR, McDonald WG, Cavey GS, Cole SL, Holewa DD, Brightwell-Conrad
AS, et al. Identification of a mitochondrial target of thiazolidinedione insulin
sensitizers (mTOT)—relationship to newly identified mitochondrial pyruvate
carrier proteins. PLoS One. 2013;8:e61551.

48. Lehmann JM, Moore LB, Smith-Oliver TA, Wilkison WO, Willson TM, Kliewer
SA. An antidiabetic thiazolidinedione is a high affinity ligand for peroxisome
proliferator-activated receptor gamma (PPAR gamma). J Biol Chem.
1995;270:12953–6.

49. Mendes D, Alves C, Batel-Marques F. Number needed to harm in the post-
marketing safety evaluation: results for rosiglitazone and pioglitazone.
Pharmacoepidemiol Drug Saf. 2015;24:1259–70.

50. Winkelmayer WC, Setoguchi S, Levin R, Solomon DH. Comparison of
cardiovascular outcomes in elderly patients with diabetes who initiated
rosiglitazone vs pioglitazone therapy. Arch Intern Med.
2008;168:2368–75.

51. Kernan WN, Viscoli CM, Furie KL, Young LH, Inzucchi SE, Gorman M, et al.
Pioglitazone after ischemic stroke or transient ischemic attack. N Engl J
Med. 2016;374:1321–31.

52. Heneka MT, Fink A, Doblhammer G. Effect of pioglitazone medication on
the incidence of dementia. Ann Neurol. 2015;78:284–94.

53. Chen Z, Vigueira PA, Chambers KT, Hall AM, Mitra MS, Qi N, et al. Insulin
resistance and metabolic derangements in obese mice are ameliorated by a
novel peroxisome proliferator-activated receptor γ-sparing thiazolidinedione.
J Biol Chem. 2012;287:23537–48.

54. Soccio RE, Chen ER, Lazar MA. Thiazolidinediones and the promise of insulin
sensitization in type 2 diabetes. Cell Metab. 2014;20:573–91.

55. Bolten CW, Blanner PM, McDonald WG, Staten NR, Mazzarella RA, Arhancet
GB, et al. Insulin sensitizing pharmacology of Thiazolidinediones correlates
with mitochondrial gene expression rather than activation of PPARγ. Gene
Regul Syst Biol. 2007;1:73–82.

56. Divakaruni AS, Wiley SE, Rogers GW, Andreyev AY, Petrosyan S, Loviscach M,
et al. Thiazolidinediones are acute, specific inhibitors of the mitochondrial
pyruvate carrier. Proc Natl Acad Sci U S A. 2013;110:5422–7.

Quansah et al. Molecular Neurodegeneration  (2018) 13:28 Page 11 of 12



57. Lynch CJ, Adams SH. Branched-chain amino acids in metabolic signalling
and insulin resistance. Nat Rev Endocrinol. 2014;10:723.

58. Jang C, Oh SF, Wada S, Rowe GC, Liu L, Chan MC, et al. A branched-chain
amino acid metabolite drives vascular fatty acid transport and causes insulin
resistance. Nat Med. 2016;22:421–6.

59. McCommis KS, Hodges WT, Brunt EM, Nalbantoglu I, McDonald WG,
Holley C, et al. Targeting the mitochondrial pyruvate carrier attenuates
fibrosis in a mouse model of nonalcoholic steatohepatitis. Hepatology.
2017;65:1543–56.

60. Ghosh A, Tyson T, George S, Hildebrandt EN, Steiner JA, Madaj Z, et al.
Mitochondrial pyruvate carrier regulates autophagy, inflammation, and
neurodegeneration in experimental models of Parkinson’s disease. Sci Transl
Med 2016;8:368ra174-368ra174.

61. Divakaruni AS, Wallace M, Buren C, Martyniuk K, Andreyev AY, Li E, et al.
Inhibition of the mitochondrial pyruvate carrier protects from excitotoxic
neuronal death. J Cell Biol. 2017;216:1091–105.

62. Ransohoff RM. How neuroinflammation contributes to neurodegeneration.
Science. 2016;353:777–83.

63. Houser MC, Tansey MG. The gut-brain axis: is intestinal inflammation a silent
driver of Parkinson’s disease pathogenesis? Npj Park Dis. 2017;3:3.

64. McCommis KS, Finck BN. Mitochondrial pyruvate transport: a historical
perspective and future research directions. Biochem J. 2015;466:443–54.

65. Yang C, Ko B, Hensley CT, Jiang L, Wasti AT, Kim J, et al. Glutamine
oxidation maintains the TCA cycle and cell survival during impaired
mitochondrial pyruvate transport. Mol Cell. 2014;56:414–24.

66. Du J, Cleghorn WM, Contreras L, Lindsay K, Rountree AM, Chertov AO, et al.
Inhibition of mitochondrial pyruvate transport by Zaprinast causes massive
accumulation of aspartate at the expense of glutamate in the retina. J Biol
Chem. 2013;288:36129–40.

67. McCommis KS, Chen Z, Fu X, McDonald WG, Colca JR, Kletzien RF, et al.
Loss of mitochondrial pyruvate carrier 2 in the liver leads to defects in
gluconeogenesis and compensation via pyruvate-alanine cycling. Cell
Metab. 2015;22:682–94.

68. Gray LR, Sultana MR, Rauckhorst AJ, Oonthonpan L, Tompkins SC, Sharma A,
et al. Hepatic mitochondrial pyruvate carrier 1 is required for efficient
regulation of gluconeogenesis and whole-body glucose homeostasis.
Cell Metab. 2015;22:669–81.

69. Robak LA, Jansen IE, van Rooij J, Uitterlinden AG, Kraaij R, Jankovic J, et al.
Excessive burden of lysosomal storage disorder gene variants in Parkinson’s
disease. Brain J Neurol. 2017;140:3191–203.

70. Dehay B, Vila M, Bezard E, Brundin P, Kordower JH. Alpha-synuclein
propagation: new insights from animal models. Mov Disord.
2016;31:161–8.

71. Brundin P, Dave KD, Kordower JH. Therapeutic approaches to target alpha-
synuclein pathology. Exp Neurol. 2017;298(Pt B):225–35.

72. Jeon S-M. Regulation and function of AMPK in physiology and diseases.
Exp Mol Med. 2016;48:e245.

73. Yoon M-S. The role of mammalian target of Rapamycin (mTOR) in insulin
signaling. Nutrients. 2017;9 pii: E1176

74. Mahoney SJ, Narayan S, Molz L, Berstler LA, Kang SA, Vlasuk GP, et al. A
small molecule inhibitor of Rheb selectively targets mTORC1 signaling.
Nat Commun. 2018;9:548.

75. Marat AL, Wallroth A, Lo W-T, Müller R, Norata GD, Falasca M, et al. mTORC1
activity repression by late endosomal phosphatidylinositol 3,4-bisphosphate.
Science. 2017;356:968–72.

76. Miranda-Morales E, Meier K, Sandoval-Carrillo A, Salas-Pacheco J, Vázquez-
Cárdenas P, Arias-Carrión O. Implications of DNA methylation in Parkinson’s
disease. Front Mol Neurosci. 2017;10:225.

77. Sekine S, Youle RJ. PINK1 import regulation; a fine system to convey
mitochondrial stress to the cytosol. BMC Biol. 2018;16:2.

78. Matsuda N, Sato S, Shiba K, Okatsu K, Saisho K, Gautier CA, et al. PINK1
stabilized by mitochondrial depolarization recruits Parkin to damaged
mitochondria and activates latent Parkin for mitophagy. J Cell Biol.
2010;189:211–21.

79. Bové J, Martínez-Vicente M, Vila M. Fighting neurodegeneration with
rapamycin: mechanistic insights. Nat Rev Neurosci. 2011;12:437–52.

80. Lindqvist D, Hall S, Surova Y, Nielsen HM, Janelidze S, Brundin L, et al.
Cerebrospinal fluid inflammatory markers in Parkinson’s disease–associations
with depression, fatigue, and cognitive impairment. Brain Behav Immun.
2013;33:183–9.

81. Lindqvist D, Kaufman E, Brundin L, Hall S, Surova Y, Hansson O. Non-motor
symptoms in patients with Parkinson’s disease - correlations with
inflammatory cytokines in serum. PLoS One. 2012;7:e47387.

82. Abdul-Ghani MA, Puckett C, Triplitt C, Maggs D, Adams J, Cersosimo E, et al.
Initial combination therapy with metformin, pioglitazone and exenatide is
more effective than sequential add-on therapy in subjects with new-onset
diabetes. Results from the efficacy and durability of initial combination
therapy for type 2 diabetes (EDICT): a randomized trial. Diabetes Obes
Metab. 2015;17:268–75.

Quansah et al. Molecular Neurodegeneration  (2018) 13:28 Page 12 of 12


	Abstract
	Background
	The mitochondrial pyruvate carrier: An essential player in cellular metabolism
	From first generation TZDs to new insulin sensitizers that target the mitochondrial pyruvate carrier
	Novel targets of the mitochondrial pyruvate carrier: The insulin-sensitizing MSDC-0160
	Development, clinical effects and safety profile in disease models and individuals with metabolic disorders
	Neuroprotective effects of MSDC-0160 in cell and animal models of Parkinson’s disease
	Effects of MSDC-0160 on autophagy in PD models
	Anti-inflammatory effects of MSDC-0160 in the PD models

	General cellular mechanisms associated with mitochondrial pyruvate carrier modulation and MSDC-0160 action
	Clinical implications and future perspectives

	Conclusion
	Abbreviations
	Ethical approval and consent to participate
	Funding
	Authors’ contributions
	Competing interests
	Publisher’s Note
	Author details
	References

