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ABSTRACT
Introduction: Huntington’s disease (HD) is an autosomal dominant, neurodegenerative disorder.
Despite the severe motor, psychiatric and cognitive symptoms and the great socioeconomic burden

10 caused by the disease, available treatment is mainly symptomatic.
The kynurenine pathway (KP) is the main metabolic route of tryptophan degradation, in the course

of which several neuroactive compounds are generated. The imbalance of the neurotoxic and neuro-
protectant metabolites can lead to excitotoxicity and overproduction of reactive oxygen species, which
both contribute to the progression of HD. Indoleamine 2,3-dioxygenase 1 (IDO1) is a key enzyme of the

15 KP that has various immune modulatory roles.
Areas covered: Current knowledge of the involvement of KP in HD pathogenesis with a particular focus
on IDO1. By reviewing the diverse roles of the enzyme in kynurenine production, immune modulation,
and serotonin metabolism, we elucidate the factors that make this enzyme a therapeutic target.
Expert opinion: Due to the complexity of HD and the various effects that IDO1 exerts, targeting this

20 enzyme, while highly profitable, may be a great challenge. Through IDO1 activity, neurodegeneration,
inflammatory processes and depressive symptoms, often related to HD, can be modulated. Ongoing
trials of IDO1 inhibitors in other areas of medicine offer advantages for initiating approaches toward this
enzyme as a therapeutic target.
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1. Introduction

25 Huntington’s disease (HD) is a hereditary, autosomal domi-
nant, progressive neurodegenerative disease with various
motor, psychiatric and cognitive symptoms (for a review see
[1]), that affects 6–13 individuals out of 100,000 [2]. Despite
the severity of the disease, available therapy for HD is mainly

30 symptomatic.
The kynurenine pathway (KP) is the main route of trypto-

phan (Trp) metabolism with several metabolites that have
been identified to be neuroactive. As imbalances of neuropro-
tectant and neurotoxic metabolites have been proposed to be

35 key factors in HD, elements of the KP might offer potential
therapeutic targets for the disease.

In this review, we will consider indoleamine 2,3-dioxygen-
ase (IDO), the first and rate-limiting enzyme of the KP, as
a novel therapeutic target for HD treatment. The modulation

40 of IDO activity provides opportunity for restoring the balance
between neuroprotectant and neurotoxic metabolites of the
KP and, due to the diverse functions of IDO in immune regula-
tion, it also offers possible ways to interfere with altered
inflammatory processes in HD.

45 Here we summarize the available data on KP alterations
that are related to HD, with particular attention to IDO. We
would like to emphasize that due to the diverse effects of IDO
functions and the complexity of HD pathogenesis, there are

several junctions between HD and KP, that make IDO
50a potential therapeutic target for HD treatment. In order to

explore these possibilities, we will outline the pathological
mechanisms underlying HD and summarize available data on
KP alterations in the disease.

1.1. A brief overview of Huntington’s disease
55pathogenesis

The genetic background of HD was elucidated in 1993 with
the identification of an expansion of CAG trinucleotide repeats
in exon 1 of the Huntingtin (HTT) gene [3]. The trinucleotide
repeat expansion leads to the formation of an elongated

60polyglutamine sequence (polyQ) at the N terminal region of
Huntingtin protein (HTT) [3]. Although HTT has been shown to
interact with a large number of various proteins, among them
components of the cytoskeleton and plasma membrane,
synaptic vesicles and transcriptional factors [4], its detailed

65physiological function is still unknown. Due to the presence
of an elongated polyQ sequence (over 35 Glu), the mutant
protein becomes insoluble and forms aggregates, both in the
cytoplasm and in the nucleus [5]. It seems that the HTT protein
with extended polyQ is toxic to neurons [6], and an increasing

70body of evidence suggest that the formation of inclusion
bodies is a coping mechanism of the cells against the mutant

CONTACT László Vécsei vecsei.laszlo@med.u-szeged.hu Albert Szent-Györgyi Medical Center, Faculty of Medicine, University of Szeged, P.O. Box: 427,
H-670l, Szeged, Hungary

EXPERT OPINION ON THERAPEUTIC TARGETS
https://doi.org/10.1080/14728222.2019.1549231

© 2018 Informa UK Limited, trading as Taylor & Francis Group

L&#225;szl&#243; V&#0233;csei
Query Text




HTT protein and not an early sign of cell death [7]. Cells with
inclusion bodies survive longer than those [8].
Neurodegeneration in HD is most prominent in the striatum,

75 mainly due to the selective loss of the GABAerg medium spiny
neurons (MSNs) [9]. These neurons receive glutamatergic and
dopaminergic inputs from the cortex and substantia nigra,
respectively, and also from striatal interneurons [10], and pro-
ject to several components of the basal ganglia (for a review

80 see [11]). MSNs express various receptors of which the
N-methyl-D-aspartate (NMDA) glutamate receptor seems to
have a cardinal role in the development of HD [12].

Several cellular pathomechanisms have been identified to
contribute to the development and progression of the disease

85 (for a review see [13]). These involve excitotoxicity, mitochon-
drial dysfunction, and associated impairment in energy meta-
bolism, excessive production of reactive oxygen species (ROS),
lipid, and protein oxidation. Whether these pathological
mechanisms are causes or effects of each other cannot be

90 clearly distinguished as these processes are tightly connected
and their malfunctions lead to a vicious circle.

The occurrence of excitotoxicity (which refers to neuronal
death due to the activation of amino acid receptors [14]) in HD
pathogenesis was initially proposed based on observations by

95 Coyle and Schwarcz that the injection of kainic acid (KA) into
the striatum of rats resulted in neuropathological and neuro-
chemical features similar to those seen in HD. One of the most
prominent features which develop upon KA administration
was the selective loss of the striatal MSNs, which is also seen

100 in HD [15]. However, this KA-induced model of HD did not
spare interneurons of the striatum, which are known to be
preserved in HD neurodegeneration. In an attempt to estab-
lish a more accurate HD model Beal and colleagues used
intrastriatal quinolinic acid (QUIN) administration [16]. QUIN,

105 a known NMDA receptor agonist [17], is generated from Trp
via the KP. Injection of QUIN into rat striatum resulted in the
selective degeneration of striatal MSNs accompanied by the
survival of interneurons [16].

The finding that striatal degeneration is mainly due to the
110 loss of MSNs, a type of neuron which expresses NMDA

receptors [9], and that the decrease of NMDA receptors in
the striatum can be identified even in early, presymptomatic
stages of the disease [18,19] supported the notion that neu-
rons that express high level of NMDA receptors show

115increased vulnerability to degeneration [19]. It has been pro-
posed that the increased neuronal sensitivity might be
a consequence of mutant HTT-increased expression of the
NR1/NR2B subunit combinations of the NMDA receptors
found on the striatal MSNs [20]. The role of excitotoxicity in

120HD pathogenesis is further strengthened by reports of bene-
ficial effects of the GABAergic and antiexcitotoxic valproate on
the survival and locomotory activity in a transgenic mouse
model of the disease [21].

Besides excitotoxicity, disturbance in energy metabolism also
125contributes to the degenerative changes in HD. Early findings of

Stahl and colleagues revealed a significant decrease in the activ-
ity of the succinate dehydrogenase (SDH, an enzyme directly
linked to complex II of the electron transport chain (ETC)) in
postmortem HD brain samples [22]. In accordance with these

130findings, injection of the SDH inhibitor, malonate, into rat stria-
tum caused striatal lesions, which, however, could be prevented
by the systematic implementation of the NMDA receptor antago-
nist MK-801 [23]. These results suggest a link between energy
metabolism disturbance and excitotoxicity in HD.

135Further evidence for energy disturbances in HD was
reported by Jenkins and colleagues, who found elevated lactate
levels – an in vivo biomarker of impaired energy metabolism –
in the occipital cortex of HD patients. Moreover, the degree of
elevation of lactate levels was found to be correlated with

140disease duration [24]. A few years later, the same research
group found that oral administration of an essential cofactor
of the ETC, coenzyme Ql0 (CoQ10) resulted in a decrease in
cerebral lactate levels in HD patients [25]. These findings sup-
ported the hypothesis that associates energy disturbances with

145HD and gave hope of developing HD treatments by exploring
this aspect. Indeed, CoQ10 in combination with the NMDA
receptor antagonist remacemide has been proven to remedy
motor symptoms and abnormal weight-gain in the transgenic
mouse HD model [26]. This combination treatment also

150improved survival and decreased brain atrophy and striatal
aggregate number with a consistently lower rate of neuron
loss [27]. The positive results in animal models supported test-
ing CoQ10 and remacemide treatment in human HD patients,
and a multicenter, randomized, placebo-control study involving

155374 HD patients was conducted [28]. Although a trend toward
slower disease progression was observed, significant differences
between the group of patients treated with CoQ10 and the
placebo group was not achieved [28].

Dysfunctional mitochondria can also cause imbalances in
160ROS production and removal, leading to excessive protein,

lipid, and DNA oxidation which damages cells. In HD, mutant
HTT protein exacerbates ROS production [29]. Besides ROS,
reactive nitrogen species (RNSs) are also culprits in the oxida-
tive damage observed in HD [30]. The Ca++ increase caused by

165NMDA receptor activation induces neural nitric oxide synthase
(nNOS) leading to nitric oxide (NO•) formation, which can
contribute to the generation of RNSs [5]. Through the inhibi-
tion of ETC complexes II and III, NO• itself contributes to free
radical production that can lead to severe ATP depletion [30].

Article highlights

● A growing body of evidence supports the involvement of the KP in
HD pathogenesis.

● The upregulated state of the pathway results in the excessive pro-
duction of neurotoxic metabolites such as QUIN and 3-HK and
a decrease in the level of the neuroprotective KYNA.

● IDO1 catalyzes the first step of the KP and has various roles in
modulating immune responses.

● Inhibition of the first step of the KP was proven to be neuroprotec-
tive, as it shifted the pathway toward the formation of KYNA and
reduced QUIN-induced toxicity by decreasing the levels of 3-HK.

● Adjusting IDO1 activity could be beneficial in HD therapy as it would
restore the balance between neuroprotective and neurotoxic kynur-
enine compounds, modulate the upregulated inflammatory state and
alleviate depressive symptoms often present with the disease.

● Testing IDO1 inhibitor compounds that have been proven to be safe
in other areas of medicine could be a cost and time effective way of
trying novel therapeutic agents for HD.

This box summarizes key points contained in the article.
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170 Besides excitotoxicity, mitochondrial disturbances and oxi-
dative stress, inflammatory processes are also believed to be
related to neuronal damage in HD. Accumulation of activated
microglia has been reported in various regions of the HD brain
[31], and the overactivation and dysregulation of these cells

175 were found to correlate with the severity of the disease [32].
Reactive microglia in HD expressing complement proteins and
inflammation markers in high levels, likely contribute to neu-
rodegeneration [33]. Earlier findings in Alzheimer’s disease
(AD), that β-amyloid triggered complement activation, suggest

180 that a similar scenario might take place in HD, such as the
mutant HTT protein causing aggravated activation of the
complement system [33]. There are supporting data available
that inflammation might affect not only the central nervous
system (CNS) but also the periphery: elevated C reactive pro-

185 tein (CRP), neopterin, malondialdehyde and 4-hydroxynoenal
levels in blood samples of HD patients indicate a persistent
inflammatory state and high level of oxidative stress, possibly
reflecting neural damage and removal of the damaged cells in
the CNS [20]. Furthermore, increases were found in the levels

190 of IL23 and the soluble human leucocyte antigen-G in parallel
with increasing disease severity [34]. Therefore, the assess-
ment of the use of anti-inflammatory drugs in HD therapy is
clearly worth consideration.

Among the psychiatric symptoms of the disease, depres-
195 sion is detected strikingly frequently, affecting 40–50 percent

of the patients [35]. Presumably at least partly related to this,
suicide among HD patients is over five times more common
than in the general population [35], causing great concern
among patients, family, and caretakers.

200 2. The kynurenine pathway

2.1. A general overview of the kynurenine pathway

The KP is the main route of Trp metabolism outside of protein
synthesis, both in the periphery and in the CNS [36] (Figure 1). The
first and rate-limiting step in the pathway is the conversion of Trp

205 to N-formyl-L-kynurenine either by tryptophan 2,3-dioxygenase
(TDO) or by one of two IDO enzymes (IDO1 and IDO2). TDO is
mainly expressed in the liver regulating systemic Trp levels. IDO is
expressed in several cell types of the immune system (monocytes,
macrophages (MAs), dendritic cells (DCs) and microglia) and its

210 expression can be induced by various inflammatory signals, such
as interleukins (ILs), tumor necrosis factors (TNFs) and interferons
(IFNs), of which its main inducer is IFN γ [37].

Trp is transported into the CNS through the blood-brain-
barrier (BBB) by the large neutral amino acid transporter [38],

215 and once in the CNS, it can be converted into serotonin and
melatonin. However, in the CNS the vast majority of Trp –
more than 95% [39] – enters the KP.

The product of the first enzymatic conversion of the KP,
N-formyl-L-kynurenine is converted by formamidase into

220 L-kynurenine (L-KYN). L-KYN represents an important branch
point of the pathway as it can be metabolized alternatively
into kynurenic acid (KYNA), or anthranilic acid (AA), or 3-hydro-
xykynurenine (3-HK). KYNA is synthesized from L-KYN by kynur-
enine aminotransferases (KATs). There are four subtypes of KATs

225 (KATI-IV) [40] that can catalyze the conversion. The principal

enzyme from these in the human CNS is KATII [40,41]. Besides
KATs, L-KYN can also be metabolized by the kynureninase
enzyme (KYNU) and kynurenine 3-monooxygenase (KMO) form-
ing AA or 3-HK, respectively. 3-HK can be metabolized into

230xanthurenic acid (XA) by KATs, and both AA and 3-HK can be
converted into 3-hydroxyanthranilic acid (3-HAA), a metabolite
which is a free radical generator (like other compounds of the
pathway, see below) [20]. 3-HAA transforms into the unstable
2-amino-3-carboxymuconate-semialdehyde (ACMS) by 3–hydro-

235xyanthranilate oxidase (3-HAO). ACMS can give rise to either
picolinic acid (PIC) by conversion via aminocarboxymuconate-
semialdehyde decarboxylase (ACMSD) or to QUIN, a NAD+ and
NADP+ precursor metabolite, via a non-enzymatic conversion.

In summary, several steps of the KP produce metabolites
240that directly or indirectly affect neuron survival. KYNA is

a known antagonist of NMDA receptors [42] therefore it is
a promising therapeutic compound against glutamate-
induced excitotoxicity. In addition to NMDA receptors, KYNA
has also been reported to be antagonist of α7nicotinic acet-

245ylcholine receptors (nAChRs) [43]. The finding of human neo-
cortical and rat striatal glutamatergic axon terminals
expressing nAChRs, thus mediating glutamate release, offers
further possibilities of modulating glutamate excitotoxicity by
KYNA [44]. However, other data argue that the compound

250lacks nAChR-inhibiting ability [45,46]. The controversial result
might be due to the differences in research methods used.
Nonetheless, when considering potential therapeutic interven-
tions, elucidating the mechanism and effect of KNYA on
nAChRs is of great importance and highly relevant [43].

255Furthermore, the free-radical scavenger and antioxidant fea-
tures of KYNA further extend its therapeutic potential [47].
3-HK and 3-HAA are known free radical generators, thus con-
tribute to oxidative stress and neurodegeneration [48].
However, there are reports which show these molecules have

260antioxidant properties as well. Due to the amino and hydroxyl
aromatic group, they can be electron donors. Whether the pro-
or the antioxidant properties will dominate depends on the
activity of the redox system in the cell. In the presence of
copper, 3-HK and 3-HAA generate superoxide anion and

265hydrogen peroxide, which then lead to highly reactive and
cell-damaging quinonimine products [49]. QUIN is another
neuroactive metabolite of the KP, and it is a competitive
NMDA receptor agonist that, as mentioned above, is proposed
to be a key feature of HD excitotoxicity [50]. Accordingly,

270imbalance of the KP has been reported in several neurodegen-
erative diseases such as Parkinson’s disease (PD), AD and HD
(reviewed in [51]). Targeting specific enzymes of the pathway
seems to be a feasible way of amending the imbalance
between neuroprotectant and neurotoxic compounds, and

275by this prevent, or slowdown neurodegeneration.

2.2. Kynurenine pathway alterations in Huntington’s
disease

In light of the wide range of neuroactive kynurenines with their
various effects on neuron viability and function, it is not surpris-

280ing that the involvement of the pathway in HD has gathered
a lot of interest in the past decades. In the following section, we
will discuss some of the findings on the relationship between
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the KP and HD. Tables 1 and 2 summarize changes in enzyme
activity and kynurenine metabolite levels detected in HD

285 patients and/or in animal models of the disease.
The KP is proposed to contribute to the development and

progression of HD by several mechanisms. Here we consider
those which are linked directly to KP functions. On one hand,
the imbalance in the production of NMDA receptor agonist

290 (QUIN) and antagonist (KYNA) compounds can lead to exciti-
toxicity via NMDA receptor overactivation. On the other hand,
excessive amounts of 3-HK and 3-HAA can lead to ROS

accumulation thus causing oxidative stress that leads to neu-
rodegeneration [20]. Furthermore, the activity of KP might

295greatly affect neurotransmitter production thus neuropsychia-
tric symptoms of the disease.

Mutant HTT can be one of the culprits of KP upregulation and
the consequent rise in 3-HK and QUIN levels leading to ROS
toxicity. It has been proposed that cytokines secreted by mutant

300HTT-expressing dysfunctional neurons induce microglial activa-
tion [52]. The upregulated state of KP in activated microglia
results in elevated levels of 3-HK and QUIN, leading to neuronal

Figure 1. The kynurenine pathway with its neuroactive metabolites highlighted.
Among the KP metabolites KYNA, 3-HK and 3-HAA are known to have neuroactive properties. KYNA, due to its NMDA receptor antagonism, antioxidant and free radical scavenging features,
is a neuroprotective compound. On the contrary, 3-HK and 3-HAA can cause excessive ROS production, while QUIN is a known NMDA receptor agonist, therefore a disproportionate level of
these metabolites can lead to neurodegeneration.
Abbreviations: ROS: reactive oxygen species; Trp: tryptophan; IDO1,2: indoleamine 2,3-dioxygenase; TDO: tryptophan-2,3-dioxygenase; KYN: kynurenine; KAT: kynurenine aminotransferase;
KYNA: kynurenic acid; KYNU: Kynureninase; AA: Anthranilic acid; KMO: Kynurenine-3-monooxygenase; 3-HK: 3-hydroxy-L-kynurenine; XA: Xanthurenic acid; 3-HAA: 3-hydroxyanthranilic acid;
3-HAO: 3-hydroxyanthranilate-3,4-dioxygenase; ACMS: 2-amino-3-carboxymuconate-semialdehide; ACMSD: Aminocarboxymuconate-semialdehyde-decarboxylase; PIC: Picolinic acid; QUIN:
quinolinic acid; QPRTase: quinolate phospho-ribosyltransferase; NAD+: Nicotinamide adenine dinucleotide, NMDA: N-methyl-D-aspartate
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damage [52]. In another scenario, mutant HTT protein expressed
directly in astrocytes and microglia leads to KP upregulation and

305 resultant ROS overproduction [53].
The upregulated state of the pathway in the disorder was

revealed by a study of Stoy and colleagues, who determined
different KP metabolite levels in blood samples of HD patients
[20]. The levels of KYN in HD patient samples were found to be

310 double that of controls, suggesting an enhanced Trp to KYN
conversion due to the increased activity of either IDO and/or
TDO. This assumption is in accordance with the elevated KYN/Trp
ratio (an indicator of IDO activity) found in HD patients [20], as no
difference was observed between patients and controls either in

315 Trp or KYNA levels. The decreased KYNA/KYN ratio resulting from
elevated KYN and unchanged KYNA levels suggests a lower KAT
activity in HD. Besides KYN, a significant increase was observed in
the amount of XA in HD patients, whereas their levels with

respect to the free radical generators 3-HAA and 3-HK were
320significantly decreased. Blood levels of QUIN showed large varia-

tions, both in�patient and control study groups, not revealing
significant differences between them [20].

An upregulated state of the pathway was also found in
animal models of the disease. A significant decrease was

325found in the levels of Trp, accompanied with an increase in
the KYN/Trp ratio in the brain of the 3-nitropropionic acid
(3-NP) toxin mouse model [13]. Besides Trp, a decrease in
cerebellar 3-HK levels was also observed [13].

Though analysis of blood samples did not reveal any
330change, a decrease in the level of the neuroprotective KYNA

has been reported in HD postmortem cerebral cortex [14],
putamen [54], nucleus caudatus [55], and CSF [54,56].
A decrease in levels of KYNA occurs simultaneously with an
increase in the KYN/KYNA ratio, suggesting reduced KAT

335enzyme activity in HD brain [54], as was found in peripheral
blood. Results of Jauch and colleagues strengthened this
hypothesis, by finding significant decreases of KATI and II
activities in the striatum samples of HD patients [55].
Interestingly, change in the enzyme activity was not found in

340other brain areas, suggesting the impairment of KYNA synth-
esis to be selective to the striatum [55].

Besides KATs, changes in the activity of another enzyme,
3-HAO has been reported in HD cases [57]. In contrast with
KATs, 3-HAO activity was found to be increased in postmortem

345HD brain, most prominently in the striatum [57]. As astrocytes
contain 3-HAO, it was proposed that the increase of enzyme
activity might be partly due to astrogliosis, characteristic of HD
striatum [57]. The involvement of astrocytes in HD pathogen-
esis and disease progression is multifaceted. Astrocytes lack

Table 1. Reported activity changes of kynurenine pathway enzymes that affect
Huntington’s disease.

Enzyme
Change in
activity Species Sample Reference

IDO ↑ Human blood [20]
KYNU ↓ Mouse (R6/2) brain [64]
KAT ↓ ? Human striatum [54]

↓ Human striatum [55]
↓ ? Human blood [20]

KMO ↑ Mouse (R6/2) brain [64]
3-HAO ↑ Human brain (most

prominently in
striatum)

[57]

Abbreviations: IDO: indoleamine 2,3-dioxygenase; KYNU: kynureninase; KAT: kynur-
enine aminotransferase; KMO: kynurenine monooxygenase; 3-HAO: 3-hydroxyan-
thranilate-3,4-dioxygenase; = : no detectable change; ↑: increase; ↓: decrease

Table 2. Kynurenine metabolite level changes in Huntington’s disease.

Compound Change in levels Species Sample Reference

Trp = Human blood [20]
↓ Mouse (3-NP toxin model) str, hippocampus, brainstem, crb [13]

KYN ↑ Human blood [20]
KYNA ↓ Human ctx [14]

↓ Human putamen [54]
↓ Human nucleus caudatus [55]
↓ Human CSF [54,56]

↑ (trend) Human ctx and str [63]
↑ (trend) Mouse (full lenght htt) ctx and str [63]

= Human blood [20]
3-HK ↑ Human ctx and str [62]

↑ Human Temporal and frontal ctx [59]
↑ Human ctx and str [63]
↑ Mouse (full lenght htt) ctx and str [63]
↑ Mouse (R6/2) ctx, crb and str [61]
↑ Mouse (HdhQ92 and HdhQ111; 15 and 17 month-old) ctx, crb and str [61]
↑ Mouse (YAC128; 8 and 12 month-old) ctx, crb and str [61]
↑ Human (early HD) neoctx and neostr [60]

= /↓ (trend) Human (advanced HD)
↓ Human blood [20]
↓ Mouse (3-NP toxin model) crb [13]

3-HAA ↓ Human blood [20]
XA ↑ Human blood [20]
QUIN ↑ Mouse (HdhQ92 and HdhQ111; 15 and 17 month-old) ctx and str [61]

↑ Mouse (YAC128; 8 and 12 month-old) ctx and str [61]
= Human Putamen and frontal ctx [59]
↑ Human (early HD) neoctx and neostr [60]

= /↓ (trend) Human (advanced HD)
= (large variation) Human blood [20]

Abbreviations: Trp: tryptophan; 3-NP: 3-nitropropionic acid; KYN: kynurenine; KYNA: kynurenic acid; 3-HK: 3-hydroxy-L-kynurenine; 3-HAA: 3-hydroxyanthranilic acid; XA:
xanthurenic acid; QUIN: quinolinic acid; = : no detectable change; ↑: Increase; ↓: Decrease; ctx: Cortex; CSF: Cerebrospinal fluid; str: Striatum; crb: Cerebellum; HD:
Huntington’s disease
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350 KMO, therefore, while capable of KYNA and KYN formation,
they only produce the down-stream neurotoxic metabolites
such as QUIN and 3-HK in small amounts or not at all [58].
Moreover, astrocytes possess IFNγ-inducible quinolate phos-
pho-ribosyltransferase (QPRTase) which degrades even the

355 small amounts of QUIN produced from AA in astrocytes [58].
QPRTase, however, is easily saturated which can lead to QUIN
accumulation. Increase in QUIN levels can also be the result of
excessive KYN production, as it can be converted into the
neurotoxic metabolite by the infiltrating macrophages and

360 activated microglia [58]. Thus, under normal circumstances
astroglia have neuroprotective effects due to their QUIN cata-
bolizing and KYNA synthesizing ability, however, in the pre-
sence of activated microglia and macrophages astrocytes
cause neuronal damage indirectly [58]. These findings raise

365 the possibility of interfering QUIN-related excitotoxicity and
consequent neurodegeneration by diminishing the formation
of KYN in astrocytes via inhibition of the first enzyme of the
pathway, IDO1.

The observation that HD symptoms can be modeled by
370 injection of QUIN into murine striatum predicted the com-

pound would contribute to the disease in humans as well.
Early findings by Reynolds and colleagues did not support this
hypothesis [59], more recent results on the other hand are in
accord with the idea, which assumes a role for QUIN in HD

375 neurodegeneration: elevated levels of the NMDA receptor
agonist have been found in both HD patients [60] and several
animal models of the disease [61]. Further findings strongly
suggest that QUIN, alongside 3-HK, has a role primarily in the
early stages of the disease. Postmortem investigation of HD

380 neocortex and neostriatum revealed that QUIN and 3-HK
levels were elevated in early stages of the disease, however,
with disease progression the levels of these metabolites
seemed to normalize or even decrease [60].

Elevation in the level of 3-HK has been described repeat-
385 edly, both in postmortem human HD brain tissue and animal

models [59–63]. Recent findings by Sathyasaikumar and col-
leagues indicate that an increase in 3-HK levels can result from
either increased KMO or decreased KYNU activity, as these two
enzymes are responsible for the synthesis and degradation of

390 3-HK, respectively [64]. However, it should be emphasized that
approximately 60% of CNS resident L-KYN – that is the pre-
cursor of 3-HK – is transported through the BBB from the
periphery [65]. Therefore, it cannot be overlooked that besides
the combined effects of increased synthesis and reduced

395 degradation levels, the accelerated influx of L-KYN is likely
a result of increased L-KYN production in the periphery,
which then also contributes to the elevated 3-HK levels in
the CNS.

In a study, Guidetti et al. found that elevated 3-HK levels
400 were accompanied by a parallel elevation of KYNA in the

neostriatum of stage 1 HD patients and in brain of
a transgenic mouse HD model [63]. The increase of 3-HK levels
was, however, more prominent, resulting in a high 3-HK/KYNA
ratio [63]. As microglia possess the whole enzyme apparatus of

405 the KP, while, as mentioned above, astrocytes lack KMO, the
marked elevation of 3-HK is presumably due to overactivated
microglia. So this observation can serve as a further indication

of the dysregulation in these cells in HD pathology [63].
Considering the above, one might propose that a more fea-

410sible way of intervening in the KP in HD is to decrease QUIN-
related excitotoxicity by directly inhibiting the 3-HAA enzyme.
However, blocking the pathway before the formation of QUIN
could lead to the accumulation of other upstream metabolites,
such as the free radical-generating, therefore potentially toxic,

4153-HK and 3-HAA. This does not exclude 3-HAA as a target of
therapeutic intervention though but highlights the complexity
of interfering in the pathway.

KP metabolites might be used as new biomarkers for HD by
monitoring the changes in their levels. An ongoing trial

420(HDClarity, ClinicalTrials.gov identifier: NCT02855476) aims to
discover such novel biomarkers in the CSF, and uncover rela-
tionships between disease severity and KP metabolite levels.
The study is expected to be completed by 2020, and hopefully
will provide important new information on potential therapeu-

425tic targets as well.

2.3. Attempts to modulate elements of the kynurenine
pathway as therapeutic targets for Huntington’s disease

Observations that imbalances of toxic and neuroprotective
metabolites of the KP play roles in HD draw attention to

430elements of the pathway as potential therapeutic targets
offering means to restore the balance (reviewed in [66]). This
can be envisioned either by enzyme modulation, thus enhan-
cing the production of the neuroprotectant KYNA or by utiliz-
ing its analog or alternatively its prodrug. The combined use

435of L-KYN and probenecid has been shown to have protective
effects when considering both behavioral and neurochemical
aspects in a QUIN-induced rat model of HD [67]. Similarly,
beneficial effects have also been reported for the synthetic
prodrug, 4-chlorokynurenyne (4-CL-KYN) in a QUIN and mal-

440onate-induced rat HD model [68]. 4-CL-KYN is the prodrug of
7-chlorokynurenynic acid (7-CL-KYNA), a selective glycin/
NMDA receptor antagonist. 4-CL-KYN, administered in intras-
triatal infusion, was locally metabolized into 7-CL-KYNA and
attenuated the toxic effects of both QUIN and malonate [68].

445Lately, intraperitoneal injection of a novel KYNA analog,
N-(2-N-dimethylaminoethyl)-4-oxo-1H-quinoline-2-carboxa-
mide hydrochloride was found to extend survival, improve
motor functions, increase body weight, and prevent the loss
of striatal neurons in a transgenic mouse model of the dis-

450ease [69].
Among therapy approaches based on altering enzyme

activities, targeting KMO has so far been in the spotlight
[70]. The aim of such approaches is to enhance KYNA produc-
tion by blocking the conversion of L-KYN to 3-HK. Elevation in

455brain KYNA levels can be achieved by intraventricular applica-
tion of nicotinylalanine [71] and a novel peripheral KMO inhi-
bitor, JM6, which is the prodrug of Ro 61–8048 [72]. Though
neither JM6 nor Ro 61–8048 can cross the BBB, an elevation in
the level of KYNA can be observed in the CNS even after oral

460administration of JM6. This is likely due to peripheral accumu-
lation of the BBB penetrant KYN, which is metabolized into
KYNA after entering the brain [72].
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Based on the quinolate excitotoxicity-hypothesis, targeting
NMDA receptors might also seem to be a reasonable thera-

465 peutic approach for HD. However, the feasibility of such efforts
should be weighed with great precaution: in transgenic HD
mice low-dose memantine treatment, which causes inhibition
of extrasynaptic NMDA receptors, resulted in an improvement
in the symptoms, while blockage of synaptic receptors by

470 high-dose memantine had the opposite effects [73]. Synaptic
NMDA receptor activity was protective against mutant Htt
protein, while activation of extrasynaptic NMDA receptors
decreased neuronal survival [73].

Similarly to NMDA receptor-modulating therapies, regulat-
475 ing KYNA levels also requires care as there is a growing body

of evidence on the negative effects of elevated KYNA levels on
cognitive functions under certain circumstances [74].

3. Indoleamine 2,3-dioxygenase

3.1. Indoleamine 2,3-dioxygenase enzymes

480 IDO is the first and rate-limiting enzyme of the KP catalyzing the
conversion of Trp to N-formyl-L-kynurenine (Figure 1). In
humans, two IDO enzymes have been identified, which are
referred to as IDO1 and IDO2. In papers published before the
discovery of IDO2 in 2007 [75,76], the ‘IDO’ designation was used

485 in general and some studies even nowadays use the term ’IDO’
for IDO1. For clarity, we will use the IDO1 and IDO2 nomencla-
ture, distinguishing the two enzymes whenever possible.

The genes encoding IDO1 and IDO2 are adjacent on chro-
mosome 8, suggesting their common origin [77]. The two

490 enzymes have 43% amino acid identity, including residues
critical for catalytic activity [75]. Both IDO can convert the
same substrates (L- and D-Trp, tryptamine, 5-hydroxy-
typtamine, serotonin), IDO1 however, has higher catalytic
activity [78]. In fact, the Michaelis Constant (Km) of IDO2 for

495 Trp is over 100-fold higher than physiological Trp concentra-
tions which makes the direct role of IDO2 in Trp degradation
questionable and suggests another, so far unidentified natural
substrate for the enzyme [79]. Available data suggest low
levels of IDO2 expression in liver, testis, and thyroid [80]. In

500 addition, frequent occurrence of mutant IDO2 alleles leads to
non-functioning IDO2 in 50% of the population [76].

More information is available regarding IDO1 activity, tis-
sue-specific expression, and functions in the human body.
Under physiological conditions, IDO1 expression can be

505 detected in several human tissues, such as lymphoid organs,
epithelial cells of the female genital tract, placenta, and lung
parenchyma (for a review see [80]). IDO1 is also expressed in
various immune cells, such as DCs, monocytes, MAs, and
microglia [81]. Its expression can be stimulated by various

510 immunomodulators, including IFNs, lipopolysaccharides (LPS),
ILs (IL1β, IL6), TNFs (TNFα) and prostaglandins (PGE2), of which
the strongest inducer seems to be IFNγ [37,80]. IDO1 has an
important role in regulating the immune system and main-
taining immune-homeostasis. It can exert its immune-

515 modulating effects both by decreasing the amount of avail-
able Trp and by producing kynurenines (see below).

In short, despite structural similarities with IDO1, the low
catalytic activity, low expression level and high frequency of

non-functional variant forms make IDO2 less favorable, and
520IDO1 a more promising target for therapeutic approaches.

3.2. The effects of indoleamine 2,3-dioxygenase 1 on
immune functions

It is beyond the scope of this review to provide
a comprehensive discussion of the diverse functions of IDO1

525and the affected mechanisms. Instead, in this section, we
highlight the complexity of IDO1’s contribution to immune
regulation (Figure 2).

The first report on the role of IDO in immune responses was
published by Munn and colleagues [82] who proposed that

530allogeneic fetal rejection in a mouse model was prevented by
the T-cell modulating effect of placental cells expressing Ido.
They hypothesized that by diminishing the level of available
Trp, Ido inhibited maternal T-cell responses, which led to the
loss of the allogeneic fetus [82]. The mechanism by which

535T cell suppression is achieved has been argued recently and
proposed to be due to the formation of kynurenine metabo-
lites, rather than to Trp depletion [83]. Either way, it seems
that IDO1 via Trp degradation or metabolite synthesis can
exert immune modulating effects (for a review see [84]).

540IDO1 also exhibits inhibitory effects on T effector cells (Teff),
thus it has anti-inflammatory properties. One way Teff cells can be
inhibited is indirectly, by promoting naive T-cell differentiation
into regulatory T-cells (Treg) [85]. Kynurenine metabolites were
also found to be able to stabilize the immunosuppressive pheno-

545type of Treg cells, avoiding their transformation into pro-
inflammatory T helper-like effector cells at inflammation sites [86].

Direct inhibition of Teff cells by IDO1 can be achieved by
inducing clonal anergy [87], cell cycle arrest, and apoptosis [88].
Besides affecting Teff cell survival, the activation of IDO1 and

550consequent production of kynurenines results in cell cycle arrest
and apoptosis of B and natural killer (NK) cells, as well [88].

Under certain circumstances, however, instead of repres-
sing, IDO1 can stimulate B cell responses and cause the activa-
tion of autoreactive B cells leading to autoimmune processes

555[89]. The Janus-faced regulatory role of IDO1 in immune mod-
ulation is well illustrated by its effects on MAs. On the one
hand, activated MAs expressing IDO1 deplete the Trp supply
in their microenvironment, in this way enhancing their sensi-
tivity to LPSs. This leads to an increase in their IL-6 production,

560promoting inflammatory processes [90]. On the other hand,
over-expression of IDO1 triggers MAs to differentiate into
immunosuppressing M2, rather than “effector” M1, thus pro-
moting an immune tolerant state [91]. This self-regulatory
mechanism enables the avoidance of excessive immune

565response. In certain infectious states, the prevention of exag-
gerated immune response is reached via increased IDO1
expression of DCs. The augmented expression of the enzyme
leads to the excessive formation of KYN, which induces apop-
tosis of neutrophil granulocytes (NGs) at the site of inflamma-

570tion [92]. Due to the consequent decrease in IFNγ production,
the accumulation of further NGs is limited, thus restraining the
local immune response [92].

By controlling the quantity of available Trp through the
formation of kynurenine metabolites, IDO1 has indirect effects
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575 on serotonin synthesis (Figure 1). In light of data on the
involvement of the serotonin system in depression, targeting
IDO1 also offers the possibility to manage mood alterations
often present in HD.

In light of its diverse immune-modulating effects and its
580 link with other metabolic pathways, not surprisingly, IDO1

has been implicated in several diseases in which changes in
immunoregulation are observed. Besides fetal rejection [82]
expression and/or function of IDO1 has been investigated
and found to be altered in infectious [93,94] and autoim-

585 mune diseases [95,96], in the immune-escaping process of
tumors [97] and in neurodegenerative diseases [98,99], such
as HD.

3.3. Indoleamine 2,3-dioxygenase as a potential
therapeutic target for Huntington’s disease treatment

590 Despite being the rate-limiting enzyme in a pathway that con-
verts Trp to neuroactive compounds, and having widespread
function in immune modulation, data on IDO1 in respect of its
role in HD are scarce. Nonetheless, information from both animal
models and analysis of human tissues strongly suggests the

595 involvement of the enzyme in the disease, making it worthy of
attention in the search for new therapeutic targets for HD.

The observation that Ido1 expression is higher in wild-type
mouse striatum compared to other brain regions, might serve
as an indication of the role of IDO1 in HD [9]. Ido1 activity can

600 be detected most prominently in MSNs and striatal astrocytes,
suggesting that primarily these cells contribute to striatal Ido1

expression [9]. Considering that MSNs are primarily prone to
neurodegeneration in HD and that astrogliosis is a hallmark of
the disease, these findings raise intriguing questions regarding

605the role of IDO1 in HD.
Despite the loss of cells that proposed�ly contribute most to

IDO1 expression in the striatum, elevated Ido1 activity could be
detected in the striatum of YAC128 mice, a model of the disease,
resulting in increased levels of neurotoxic 3-HK production [9].

610Increased enzyme activity was also reported in the blood of HD
patients [20]. The decrease in the level of KYN after Trp depletion
was found to be less prominent in HD patients compared to
healthy controls, suggesting that the activity of IDO1 is higher in
HD even during at shortage of its metabolite [20].

615These findings point to the possibility of IDO1 inhibition as
a therapeutic approach in HD. Results of studies conducted
using fruit fly and murine models support the rationale of such
an approach. In a Drosophila melanogaster HD model, genetic
inhibition of the Tdo2 enzyme was found to be protective

620against mutant Htt protein neurotoxicity [100]. Drosophila
possesses neither Ido1 nor Ido2 therefore Tdo2 is the first,
rate-limiting enzyme of the pathway, which converts Trp to
KYN [100]. The inhibition of Tdo2 shifts the pathway toward
the formation of KYNA, thus enhancing neuroprotection [100].

625One might propose that inhibition of IDO1 – as a functional
analog of TDO2 – could have a similar effect both in higher
model organisms and in humans, therefore, it might serve as
an alternate way to improve neuroprotection.

Supporting this concept, it was found that in the absence
630of Ido1 expression in the striatum of Ido1 knockout (Ido-/-)

Figure 2. The immunomodulatory roles of indoleamine 2,3-dioxygenase.
IDO1 affects the activity of various immune cells, such as T and B cells, NK cells, macrophages, and neutrophile granulocytes via Trp depletion and the production of KP metabolites.
Depending on the microenvironment and presence of further inflammatory molecules and immune cells, IDO1 can lead to both the progression of inflammatory processes and immune
suppression.
Abbreviations: IFNs: Interferons; ILs: Interleukins; TNFs: Tumor necrosis factors; LPS: Lipopolysaccharide; PGs: Prostaglandines; Trp: Tryptophan; IDO1: Indoleamine 2,3-dioxygenase 1; Treg:
Regulatory T-cell; Teff: Effector T-cell; NK cells: Natural killer cells; MAs: Macrophages; NGs: Neutrophil granulocytes.
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mice, neurons in the striatum became less sensitive to NMDA
receptor-mediated excitotoxicity, as it was demonstrated by
the reduction of QUIN-induced neurotoxicity [101]. This can be
partly explained by the significantly decreased levels of 3-HK

635 observed in striatum of Ido-/- mice, as 3-HK has been shown to
potentiate QUIN toxicity [102]. Interestingly, the lack of the
enzyme did not cause any change in the levels of QUIN and
KYNA [101].

Findings of Forrest and colleagues further strengthen the
640 involvement of IDO1 activity in the progression of HD.

Prominently lower levels of Trp and higher Trp/KYN ratios
(indicating higher activity of IDO1 enzyme) were observed in
most severely affected HD patients compared to patients with
less severe clinical symptoms. The results of negative correla-

645 tion between the number of CAG repeats and Trp levels, while
positive correlation between CAG repeat number and KYN/Trp
ratio suggests a link between disease severity and IDO1 acti-
vation [34,103].

4. Conclusion

650 Overall, research focusing on IDO1 has uncovered several
effects of the enzyme on pathways altered in HD. These data
support the consideration of IDO1 as a therapeutic target for
the disease and strongly warrant further studies exploring
additional details of the processes affected. Findings accumu-

655 lated so far strongly suggest that inhibition of the first step of
the KP, such as decreased IDO1 activity, can be beneficial in
preventing neuron loss. A supporting argument for targeting
IDO1 can also be that by altering the balance of kynurenine
metabolites via modulation of the activity of this enzyme,

660 both the direct effects of neuroprotective compounds of the
KP can be exploited, and indirectly, changes can be triggered
in ROS production and in immune responses that are sug-
gested to play roles in HD, as indicated by the consistent
elevation of inflammatory markers in HD blood samples [20].

665 Last, but not least, through inhibition of IDO1, the metabo-
lism of Trp can be shifted toward the synthesis of serotonin;
thus, inhibition of IDO1 might also serve as a therapeutic
invention against depressive symptoms in HD. Nonetheless,
to our knowledge, no therapeutic interventions targeting the

670 IDO enzyme with the intention for HD therapy have yet been
tested.

5. Expert opinion

Identification of possible therapeutic targets in HD is urgent,
as despite the severe motor, psychiatric and cognitive symp-

675 toms, the available treatment is mainly symptomatic. Recently
HTT gene expression modulation by antisense oligonucleotide
(ASO) has been presented as a promising therapeutic
approach for HD treatment (IONIS-HTTRx; ClinicalTrials.gov
identifier:�NCT02519036; reviewed in [104]). A phase 1/2a

680 clinical trial has been completed with successful outcomes
regarding both tolerability and effectiveness, demonstrating
the possibility of the ASO approach in HD treatment [105].
Gene expression modulating therapies, however, have several
limitations (mode of implementation, age of the patients,

685existing comorbidities, etc.), thus discovering other therapeu-
tic methods is still clearly warranted.

Imbalances of the KP have been reported in HD on several
occasions. Overproduction of QUIN leads to NMDA receptor-
mediated excitotoxicity, a well-documented mechanism in HD

690pathogenesis. Elevated 3-HK production contributes to aug-
mented oxidative stress and consequent mitochondrial
damage, and potentiates QUIN-induced toxicity of neurons.
Consequently, modulating the activity of KP enzymes involved
in the production and degradation of these metabolites might

695offer a possibility for therapeutic intervention. IDO1 catalyzes
the first reaction of the KP and is the rate-limiting enzyme of
the metabolic route. By modulating IDO1 activity, the balance
of kynurenine metabolites could be shifted toward the pro-
duction of neuroprotectant, rather than neurotoxic

700compounds.
Reflecting the neurodegeneration and consequent removal

of degenerating cells, elevated inflammatory markers in HD
patients strongly suggests a persistent state of inflammation.
In light of the fact that IDO1 also plays a pivotal role in

705regulating immune mechanisms, the enzyme could be
a potential target for the modulation of inflammatory pro-
cesses related to HD as well.

IDO1 inhibition might also be beneficial in ameliorating
depressive symptoms associated with the disease, as various

710abnormalities of the serotoninergic system have been linked
to depression, among these, change in the Trp level directly
affected by IDO1 [106]. By inhibition of IDO1, Trp utilization via
the KP is inhibited, thus higher level of amino acid is available
as precursors for serotonin synthesis. The notion regarding the

715role of IDO1 in the development of depression is supported by
the finding that peripheral inflammation, which is an inducer
of IDO1, was shown to contribute to the development of
depressive symptoms [107].

Despite the increasing body of evidence thus far accumu-
720lated that suggests dysregulation of KP in HD and data

demonstrating the beneficial effects of IDO1 inhibition, no
therapeutic intervention targeting the enzyme has been pro-
posed for HD treatment. This might be due to the very com-
plex nature of HD pathogenesis: even though several

725pathological changes have been proven or suggested to con-
tribute to the disease, exploration of the exact mechanisms of
pathogenesis requires further elucidation. The functional con-
sequences of IDO1 activity are also diverse and finely tuned
(e.g. self-defense against overactivated immune response ver-

730sus exaggerated immunotolerance leading to autoimmunity);
therefore, the elucidation of its precise effects under specific
conditions poses formidable challenges. To explore the var-
ious possibilities and identify causal connections, which might
further underline reasons to consider IDO1 as a therapeutic

735target for HD, extension of our knowledge on the variation in
enzyme activity in the disease state and the contribution of
that to HD is highly warranted.

However, inhibition of the enzyme can have side effects
due to its complex role in immune regulation. At the site of

740inflammation, Th1 cells producing IFNγ and other cytokines
induce the expression of IDO1, causing the decrease of locally
available Trp and increasing the formation of KP metabolites.
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These changes lead to the decrease of effector T-cell
responses, thus preventing exaggerated immune responses,

745 suggesting that IDO is a component of a self-regulatory,
negative feedback loop. It can easily be conceived that dis-
turbance to this finely tuned self-regulatory mechanism –
either by pharmacological enzyme inhibition or by genetically
determined decreased enzyme activity – can lead to

750 unwanted and excessive immune response. Such an effect
was demonstrated in a mouse model of colitis, in which
inhibition of the enzyme resulted in a higher mortality [108].
An exaggerated immune response might also lead to flair ups
of autoimmune diseases, as was demonstrated in a proteolipid

755 protein (PLP)-induced experimental autoimmune encephalo-
myelitis (EAE) mouse model of multiple sclerosis [96]. During
inflammation in the CNS, higher IDO activity was measured,
showing correlation to the clinical onset and severity of the
disease [96]. It was found that treatment with the IDO inhibitor

760 1-Mt of EAE animals caused the exacerbation of the disease as
demonstrated by the significantly higher clinical scores of the
1-Mt-treated group compared to untreated animals [96].
Precautions are warranted in enzyme inhibition, not only in
the case of inflammatory processes but in pregnancy and

765 tissue transplantant as well. Diminished immune tolerance in
the placenta can result in the loss of allogeneic concepti as
demonstrated by Munn and colleagues using the 1-Mt treated
mouse model [82]. Furthermore, Ido-/- mice receiving bone
marrow transplants showed a more severe course of graft-

770 versus-host colitis compared to the wild-type recipients [109].
Besides side effects, the selectivity of IDO1 inhibitors is

another cardinal question that should not be overlooked.
Some of the monoamine oxidase (MAO) inhibitors were
found to inhibit IDO1. One cannot exclude the possibility of

775 inhibitors of IDO1 affecting other enzymes as well [110].
Considering the above mentioned, one might propose that

a more feasible way of intervening the KP in HD is to decrease
QUIN-related excitotoxicity by directly inhibiting the 3-HAA
enzyme. However, blocking the pathway before the formation

780 of QUIN could lead to the accumulation of other upstream
metabolites, such as the free radical-generating, therefore
potentially toxic, 3-HK and 3-HAA. This does not exclude
3-HAA as a target of therapeutic intervention but highlights
the complexity of interfering in the pathway.

785 A possible way to avoid the above-mentioned side effects
of IDO inhibition is careful selection of the patients who
receive such enzyme therapy. Application of IDO inhibitors in
individuals suffering from autoimmune disease or are subjects
of organ or tissue transplant should be carried out with great

790 precaution and need monitoring of inflammatory processes.
Although inhibitors of IDO1 developed for and tested

specifically in HD are nonexistent, IDO1-inhibiting com-
pounds are under trial as promising drugs for cancer ther-
apy, as decreasing the enzyme’s activity can help to avoid

795 immune surveillance of malignant tumors [111]. Out of the
compounds tested in this respect, two have already
reached clinical trial phase [111]. These are 1-methyl-
D-tryptophan (1-D-MT), which was the first compound
found to be potent in the micromolar range, and

800 INCB24360, a hydroxyamidine derivate. Though the number
of specific IDO1 inhibitors so far developed is scarce,

hopefully, drug research will be able to develop other
compounds for cancer and other diseases. Results of cancer
research involving IDO1 activity modulation carry hope for

805therapeutic developments for HD as well. Compounds that
have been proven to be safe based on trials in one area of
medicine, hold great advantages for trials in other areas,
improving time and cost efficiency, regardless of whether
they have been effective with respect to the primary pur-

810pose of their development.
All things considered, IDO1 might serve as a valuable novel

therapeutic target for HD as it offers possibilities for benefi-
cially modulating neurodegeneration, inflammation, and ser-
otoninerg neurotransmission simultaneously. As these

815complex processes are all affected in HD, IDO1 is clearly an
unexplored target in the search for new approaches to HD
therapy. Ongoing trials aimed at recognizing KP metabolites
as biomarkers for HD and the thus far developed IDO1 inhibi-
tors under clinical trial justify further therapeutic

820developments.
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